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B9

48, B-Cyclodextrin, 2-hydroxypropyl ethers D RIEHR 5 FE RO N AFER A BB Z(LE
BEAARTA N> TERBLTZ, HBRWE L B RIEHHKICEMEL T 0, 100, 300 25T
1000 mg/kg DAET, FRELHMERES 12 PLO Crl:CD (SD) Ty MIEHI#E N 5 U7z, Bk 42 A M#&
BUc#%IcHIREL, MEIACELAT 2 BB L OEHAR., iERMIMAZEL THE 4 BETO 41~48 H
5L, HAERIHS 4 B, BEIIEE 5 BICHIKRLE,

F72, 0 BLU 1000 mg/kg D FA EIZFEZIECLME (10 PT/FF) 23%1F, 42 AHHR G LB IR TIRL .
FEOOHEL 0 BLTN 1000 me/kg BEDORE 5 JLiX, 42 RREH 5 L% 14 BRSEBL THRLE,

1. EHE BRI OEE

B 5 Rt O— R RE, B RBIE, (FEHER . B E . BMEERESIUREE T, e
b, WHRWE R 5 OB R T A BIFERD b7, BEHIRK T B KA HRE TIX
1000 mg/kg BEDIEREMET ALT BNEEE AL, iR L OBROZESEML72A, MRFHRES
JORBEAAMEREICRS VL, R ER 5 O ELRR THERONIFT RITROON2H-
7o

EEBETO—BAREE, FFMSERBE. AEHE ., BEERIUREBE, RO EHEREKT
BFD MIRFERE, KA FREBLIOFIRICBO UL, R ER GO ELRRT58(bIT
HHIRD DT,

2. AFEF AN
BEMOMER ), ZZRE A HEESR, IRIAR . iR, WE IR, RS BREB I UEIR
I, BEBMER G OFBATNE T HRLITRRO bIVRholz, iz, HAERDOAFR, FERBLUF
RIS RN ER G DR BITFRO N7,

3. EEEME

1000 mg/kg BEDIEASHIME T 54 T HED ALT BEEE AL, [Tl L OO EESHEML7-Z
LSRN O RIE R GBI T A ERF M B (NOAEL) I3 300 mg/kg/day, HEEWM CIX2 200
BRI T-ZEMBER MBI 1000 mg/kg/day LA EEHIBTENT-, F72, 1000 mg/kg ETOHAEIE
BEDOLFERENBLOF AR ORE ICEEL RIFERD ol Zeh b, AFEAEFEICH T 58S
&L 1000 mg/ke/day LA LRSI,
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BB

MEREZ > SO ECHTQC BB L UREH M PR E 2 B/). 2O NCHETIIRBE IR T 2 @R,
M CIIFIEEE 2B L CAEMIEE 4 B E0OIC 8 -Cyclodextrin, 2-hydroxypropyl ethers Z#% 0O #
HU, MHEZ MR T R ERSEHEBIOEERE, ROCICATERAEBHEBLIUHEROREICK
ETEEBIZ OV TR L,

HERHARSA2 & GLP

KRBT, [HRCEMESEIREIRBROFEICOWT LT ALBETAR T4 (F% 23
3 H 31 BANT. AT 0331 & 7T REAFTBEEERLRR. FAL 23-03-29 BURE 5 SiRFER
HEGEEERE, BREARE 110331009 FREAREREBRBREEM) ICENL, BHHLEY
BEIRORBE Ef 0Bk IC B o) (R 23 423 A 31 BANT. ERFE 0331 £ 8 &
BAZBEEEARFE, Fk 23-03-20 WFE 6 SREELEUEEELRRE. RREESE
110331010 FEREEA R AREBCR RAEEM) 28T L TER LT,

BB

ETCOERBEL, EMOEEROERICHETHEEI (B 48 4F 10 A 1 B HEESE 105 5, F
A 24 £ 9 H 5 B —M%E), ERBYOEFERE K ORE I N EROBRBIC BT 258 CER
18 4£ 4 A 28 B, BREAERE 88 B)BIONEARBE OFE T2 EMEREIC BT 2B ERED

(BT EEATRE I (ER 184 6 A 1 H, B 0601001 Z)&EFL. (MEEARMEREZS
T — R BY ERICE T A CER 24 10 A 1 B, AR 224 10 A 1 BSENCES
WTER L, ARBRICBIT 2B EREHE L. RN AFTBYERZESOFEELZIT. ABEN
TW5 (B EBRFRFRE 5 :1120250A) , 28, ABSN-BM ERETE LD E FIL20 o7,

MHEFHE

WeBRIE Cd D B —Cyclodextrin, 2-hydroxypropyl ethers (B4 : 2-bRu% 7o’/ L- - 7a5 %
AR CAS No. 128446-35-5, 45 T35 : CagH, 15000 70 T4 1 1541.54 MR - FI 0B oK L il
278°C) . By bE S TIN0205 35108 TLJ0205 (T1LN0205 &RE— 1 hdiB A T4, & & 99.7%,
Amnex A-1, A2, 20 B || T (RSP AT 2012 4 7
3 HIBLON2012 45 11 H 9 H) | ETRFECEI, MO, %P (SEIH 17.1~25.5°C) TfRE L7, B-
CH O E A RIZR T,
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BB ORE®HIZ OV, ERBIGETB IO ERKE T R IR I THRARILZ 7
WWERITEL ., AT NAZEAL IR0 T ZEMFEREN TV A (BB E B G-12-007),

2. BB LUEEFHIE

HAFy— LR IN—ERFAFT L Z—L0 8 #iED Sprague—Dawley (SD) 3% (Crl:CD(SD). SPF)
Zo i 55 L, i 83 ILABEAL ., E=E (15 =) ICNA L, ATELEHT 16 HH, RELFAE
BRE~OBILO-OEREE L, TOMER . 80— RELZEBIEL, AWA (BE 1 B) BLUOWE
BT RICEEZRIEL, 8% - DL T IIEHORIZROTZ =V TR E FZELL, AF
r—UICRBRE S HABLOIHLE B ETRA LB — REENT CRBI LT, $72, HEicov
T3, BE 3 AnbEH . ERASEZEE L, AWEIMO AR L URERK TROEEIL T oM@
D THoT,

B AT B 120124511 A 26 H
AT RN HE 271.8~299.7 g, M 178.4~211.5 g
REKTH 2012412 B 10 B

TR TEFRE  (HE 374.3~439.4 g, M 213.6~282.5 ¢

RIE-BIEEAR S, B 1 61 (BIEES 40) TRENICEENBEINS, ZOREEL, K
EHR O —fIREE, FEMRERBERBIOREHB ICRBRER I EL R T LHS WD B E
DO oT, 728, MBI T RAIR AP OEIRIBD IR 8 ILEERIML ., B
TR ELZEICEENBLEER M HEICIVE ST 2T o7, oI LB —E08iE
BHEEVYC, 7 VMU TRICEME SHEHRL . AFORZo-EM I —NCRBRE S RBLOE
W& B ETLALTREr — BN o, BT OERIL 7B 7 T, B 15 UC (ER#IO R
IR LB S Te) T2 TRTIEEL, 1 5 TLIMAEYT=2)ZIZERAL, TOMOEIT
D B ENZE R T EN ol o BEIESE T,

EITRFRIBE 21.0~25.0°C, FFRIRE 40.0~75.0%, HBREHEN 15 [Bl/EEE, B A2
12 BT BE~19 IR AAT. 12 WERE (19 BE~7 R AT ISR ESNFREENT, £ RREWR 7 —
(220w X 270d X 190h mm)Z 1 PT§-> (ZZERFIT 2 IT) AL, BEAAE (CE-2, BARZLT) LKiEK
(RFHIAEBHRAK) 2 B BICERSECRBE L GIRFTOERICEL UIFIROEEZSR) , g



ERE S R-12-006

WIS R 2FIZ OWT, ik 18 HbME 4 AETIYMNATIRAF v BTGl r— (350w X
400d X 180h mm)IZ 1 PLF UL KB EL TR LT BIF o 7 (-8 — 2 — HARTZ AT /LS —)

HWEEEL, AEHRTPOBMEDREIL 22.0~25.0C, BEX 48.5~69.5%Th o7z, /=, fit
FELT=EBE, BRI KOURBO ST R, W b ERMEFIE R RO RN TH L
EEFER LT,

3. ERRIK
1) FEL

WM EETEL, B (B RES A, s LRI, 8% 5 C23VS1) 2 MA BRI H,
20 w/VIIREZFABIUT-, SDIT 20 w/ VR E BRI > THRRL ., 6 RHTNC 2 w/vhik e BEREESICFREL
oo BRI TR - L T (EHME 2~12°C) TRE L, BEMORIEHREPICHER L,
2) REMERER

HRERAAZEALLEZ 0.5 B 20 w/vhiR EOHEBRMERBIRIZ OV T, Wik, a4
FICBIT5 8 BEOZERSHERSN TS (RBRE S:G-12-007),
3) & BBk

WIEIFREARA (FAELE 12012 4E 12 B 10 H)IZHOWT, 2, 6 BLU 20 w/vhiBEDHRME & &
BIFE LTz, ZORER, FHEETAREREED 94.4~98.7%THY, FRIEMDITE>XTENEN
SEHIED 95.9~102.9% THEFFAPIZH 7= (Annex B),

FARR AR P OWRY E & & FE VL Annex C, 5 2 HITHE-T,

4. REBORERBIVREHIE

ARBROBE &I, KEBRWE L HVTYTo72T B ~Cyclodextrin, 2-hydroxypropyl ethers DF b
VD RAEH 5B AR A EEOFE AT (THERBR) | REE S R-12-005) DFEREBLITHRE
L7z, 728, TERBR CEMUCEBRYE B L OB RIIARRLFAC 2y b Bz,

TR T, 0 (R, B BEHAAK)., 100, 300 BXLU 1000 mg/kg ® B-CH % 8 MEDMEMES
3PLD SD %Iy MZ 14 AR, RERHER ORESURER., 1000 mg/kg FTOR G, FHBRMER
D)2 N e WY N | A LaloY g RAVIESSY i

PoT, REED 1000 mg/kg #ARBOBEEAZICEHEL., FHEICIE 300 mg/kg 7, XA E
121% 100 mg/kg #eRELT,

BRI, HEBIIASECAT 2 AR, ACECHARI A E L CRIRET B £ (R 5B 42 [ED) | MEEhY
VXACHECAT 2 B, RE I, IR EL COBEOEE 4 HETHRREEH 41~48 ) . 2R
DSHERRS IR - T MEVIHIRR AT B ¢ (R 5-E1% 52 [H) | FFASBLMED KE A T 5728
ELEYT 7/ MR E 42 BEC. 1B 1E, 1 E 7E, E8 9 BF~13 KFORE (9 K 04 57~12

SN E LT, B 5 &L 5 mL/kg LU, MEREL B EFTORE A DR BEL IR SREBLZH L,
7285, RIS ThD B BIEN AKERRICRE LU, RERBITEFIETARTAITHY,
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FyNHBBEICL MR O EE LT,
ARBROHERBLOFYE 5L L FIIR L,

= il jE =N =1
- i BEE RE RBRERXE %=
(mg/kg) (w/v%) (mL/kg) ;3 i3
pogizhis HREERS K 0 0 5 M01001~M01012%  F01001~F01012
()
KA ER B-CH 100 2 5 MO02013~M02024  F02013~F02024
&R B-CH 300 6 5 M03025~M03036 F03025~F03036
EHER B-CH 1000 20 5 MO04037~M04048%  F04037~F04048
i FREE H RS K
AN 0 0 5 - F05049~F05058%
SrarZiy 3] ()
= ER
it B-CH 1000 20 5 - F06059~F06068%
(FFIANEE)

* HEO KRB L OE A B&HE. MOV T I MEDOEME S D RENESBIIIEEBIEICHLU,

5. IREIA
1) & (F,)
O—ReD B £
EHIZONWTC, AT HRATIIER 1 B, HEHRP IR GREOEH 2 EU EEREL,
QEEBLUEREEOBIE
BT BRI E R EHOILEME EORENE 5 %, MEWII TS/ MEOBIME
BORENE 5 FlEHKEERSZE (BE 1 B)25 14 A, &8 1B B, —fREZEE LU,
QFEH72 R BIEE
SENZONT, BER T B, #4 8, 15, 24, 30, 36 BXLU 42 A (BHEFIIEE 0 BD 4 HORM),
EERFIEEE 7 BIO 14 BIZRAa7) 7B I B ERBE T o7, BlEIX, W
13 BE~17 REDR (13 B 09 43~ 14 BF 40 43) 12/T o7z,
TP r—VHLTOBEZTV, 7 —U0bEOHTRRICAREZEEL ., FEE L TOBELIT-
7=, fEEH BT, AL, B8 RERITE, B, IRE, BER, K8, IR BT, FRTE. F1Y
21TEY, ZRLL. FO<AW, B, BER, BHE, BT ARG BERE . BRI
L7z,
@ RERE
EEOBMEFTOE N 5 Bl TIAMNEOBPEZTOE N 5 Fllz >N TE, &5 39 RIZASE
EEHELBEAREEERL., 85 42 BICFEMREREBERICS & O TRICS T2REEEN X
IRERE L, SHRANC SN S BB ITEL, HRAE TS H10 B EARE L& D
5 FlEE O, 5 R EEICE FKEBHE ., BHEEBIORBICKT TR ES A RAE LT,
(1) FZxH 2R BB AU
TIATVENS LS R ENL, BB RG. BRS AL KA, BRAg (5% B ) BOF . EEm RS
DEEXHREL,

10
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(2) BHRGE
/NN S 7E S AT A (Chatillon, Columbus Instruments) 2 VN CIB AZBIE L, BT

BRIOREOEBIZENEN b FRIEL. KmEBIOREMELRALE 3 BEORIEDFEY

EERDT,
(3) BRETRE

B R EB BRI F % E (SUPER-MEX, ZEATHER) 2 F\V T, 20 H 0 B R ESE(XEBEK B

UL S EAVEE)ZFHRIL, FHAMELS 5 S @ICEET L, RBcd R8s REERNCHIEDOLERE

REHATIOERL  E00IC B REEEEHALT,
O ERIE

HERB L OB O T I A ML, 5 1 (& 5BEH) 4,7, 14,21, 28,35, 42 H.,[E#HE 1.7,
14 BRIOHIRBICHIEL, MEWIIHRE 1.4.7.14 AR 0.7,14,20 B, HE 0.4 HBX
OB BICHIEL . RZRANIERE 21, 28, 35, 42, 49 B BIONRR BIZBIE L,
GOEEEHE

HERB X OB OV T I A ML, 85 1~2, 7~8, 14~15, 29~30, 35~36, 41~42 H. [E{E 6~
7.12~13 BIZHIEL, Y TFIA MR E 21~22 BIChbBIEL:, MWk s 1~2, 7~8, 14~
15 ARBIUYEIRE 0~1, 7~8, 14~15, 20~21 BROLWNIHE 3~4 HITHEIEL., REZEHIIHE S
29~30, 35~36, 41~42, 48~49 HIZHIFEL,
DR IERE

WM B L OB OV TIAMEEREMNBLEL, &5 37 BORECREHOBMESNEN
5 6, F7-, Bl{E 13 HICRBT A TIIEE A2 ZmEL,

5 37 BOMATIIY AOREZIZ, HE 13 HORE TII—RREBOBEK TRICEIWER
W —VIAEL, U TOEBIZDWTRELT, 72720, Al -BE ., AR I aRERBIORIE
B, BRIRBALATEA 4 BRI OIS A CHREIL7ZE R T, TOMOHE B34 24 R OE R TfTo72,

HH BIEE fiff ik as
B A
pH-PE M- H-FE- 7 hAE R F—3ar AL T AE-4020(7 —2LA)
A=) A, N o) iV S =il i
L il e
S FHE AR A —
B JEHTHE 7 VB VERAR B PTEHSU-202 (T~ AR 7E)
FRIY B RE VB 2B BERE A HEEEAS (17N 4-)
T AT i BLE
HRATVRE = [k
@t E =

LEIOHEZDOWT RE 3 ArDIEEAMEZEREL, BoT®, REFRBIUELFISE T 7 M
RS EBIDEAAT ERZAERL | SEMORIER ., ZRPERSNOETHRM B E LI, F7z,
B LD B R H B (EEZEORBHPLEFL T TO REDOTE) BLUKREHRBEHRIZ 4 H

11



ABRZE B R-12-006

DVNE 5 B EROMERIBSZ N LSO AN E LB OB EZHEICE H U7, 72ds, HAI
(2 4~5 A ORI TR ERL T OB ER LI L Iz,
©@zzE

5 156 B 16 B 23 S XORBENOMREL 1 5t 1 CRIBESE -, BEI0aEH, BEREf#EL, [
B OMEDREAAT EAZER L TER U7, IBNIZIER DV NIIEBAAT AR T T S s sz
WA RZRASLEEL ., 20 BRI 0 B LREL CRBIFEE ISR LU, KRB OEROMS
WXy, FERA RO REREE A ETO B EBLOZOMICEYR LR BEHOELE, KRR ((ZR
B/ 2B BV X 100, %), EIRER ((FHIREh 5/ A B L= MEBh i3k X 100, %) & B HL
7=
@R - 5 - B R IBOBIE

REDTERINT=20% BRS ST, ORI, TR 21 BAEY LD hNHRISh T
TEH., FRIEFZIZITO, 16 BETIZOMNZT LI OWT, ZOBZEE 0 B (SO1kA) LA,
SRR BB BB SITEEFRERL B DWW TITY BEEEBIE TERh o e8Iz oWV Th, /i

D—RCRIER L OE RORENLREOFEAHMWIL -, 2k, WERELHE 1~4 BOM. &
BEELE, SHENC O T, IR R 0 B0 A ETO BE) 2R iz, iz, SR
VL IR R L AR IR B B R B IR ( GEREY/ IR RS X100, %) B H L7,
@R

HEDOH 5T RS TII& B OB E =035 o, EIE15HIC FICrIEME B I L
Te 2PN DOWTRM AT o T, Fio, DGO 5 TR T, B EHMAITEL, WRERRY 5y
HnE BB BAB L & RO SIS DV TR AT o7, V7 71 MEOE 54 T RSR Tl A B0 )
WEFDE VS, EIE 15 BICRIT5FIM CIREEHZICHL-25IC O W TR L ZTT o7, Wi
HAFHIAT 18~ 24 R RS 75 . I KEARLLL T O0), (2), Q)DIEIZEH R A ¥ THImL
77

(1) MiEFERAER HEEEA EDTA-2K

@) MEFRER FUREHR 7 8 T

(3) MKAELFRER FEEEH ~ U
QLR FHE

BRI DOWTLUTOEEBEZREL, FLEBRRICL T/ BT Noaz AW TERRLE
MEHMEELSEEL T, P uha v BB L OVEELE S b e R T T 2AF U EEZ2BIEL. D
HOIE B i bhiEEAI LT EDTA-2K W TER LU g CHIE L,

H B HETE i e
FRILERER (RBC) BRIRTUR A % B AT E
XT-2000iV (Y ZAy72)
H Bk (WBC) PR —HF ANz 7o—P A AN - RE
H 1fn. Bk 554 Eii il
MIRARMER L (RETY) Bk il
&%= (HGB) SLS~ESub vk &k

12



FERE = R-12-006

IEH B EE i PR o
FHFRMERAEFEMCV)  FHE (HCTx1000/RBC) Mm% B B i

~ XT-2000iV (Y ZAv /)
/i (PLT) ERERHE il
~<h7UyME (HCT) Gl Eill=
T RMEkMEEE £ (HGBx1000/RBC) il
(MCH)
AR LK £ S5 212 (HGBx100/HCT) M.t
(MCHC)
TEMEALER S bR 772 Fy  SeELR TR 4 BB REE R EEE
KFfE (APTT) CA-1000 (Y AAyA)
7't VIR (PT) Al & EiE=
DL FRE

BB DOV T T O A 2 LT, FUEERIEL TS 2 VO TRRERL 72 IR S 4 5y
BEL CRIEL T, 7036, Oz MUFD—EH I FRIMEREIZ BS54/ E2 (T3, T4 BELU TSHRIERELT
BERERAF (FT0°CLAT) L7223, FRRIROFERERIEIR L O DA CORETE B OFERD b, AR
ISR B RIE SR BTS2 720 . BRI LB X =L A o7,

IHH B E IR fiE At as
WEBRE(TP) Ly NE HE o HTEE

JCA-BM6010 ( H AAETF)
TVT PR EE (rALB) BCGiE Eills

7 a—AEEE (Gle)
Ay AFn— VIR EE (TC)

~¥/%F—t"+ G-6-PDHiE [k
AV ATE— VAR~ « HMMPS#E Eil=

NZYETAN R EE (TG) GPO-HMMPS#&, 7 0¥V iHEE AL
YRR E R (PL) ) AFVE —F - DAOSEE Gl
REZBREE (BUN) LT7— -GODHE, VTt RS [k
IVTF= R (cre) Jafféik il
v =T NAINT AN T FE = T IFCC¥E FE
(y-GTP)
TVAY T+ AT 78— TEME (ALP) GSCCiE Eifl=
TANIX VBETI )NV A7 =7 &M IFCClE G
(AST)
75=VTIN VAT EME (ALT) Rk Ak
FLERAN /K SRR IE M (LDH) JSCCHEHE(L I TE Eill=
VY BIRFE (Ca) OCPCi%: il
BEILE R EE (thil) R TE Gl
R PR EE (IP) 7T VERE L m_E
MR ER¥R EE (TBA) BBV A7V T il
A/Glr 8 (rALB/ (TP- rALB)) Eill=
FNTAL AV EE (Na) A4 BB L EEEMREITEE
BAQ5 (zAT N7 4—)
AV SAA PR EE (K) il il
R VEE (C) Ak Eili=
WEHBRBIOHREER

SUT OB | M S B BT~ b LE 2L F R ARREE T TR M L7175 . 2 SIS OB
1A RS Z— LR SRR T TR SRS R, Bl X g XTI,

13
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paESILY] fi | IRy 2R BRI R

i3
BT RS R ¥E 42 HoEA 18~24 Wil A&
EfCEE=ti B8 15 H 18~24 HRREHe &

i3
Sag kAl HWE 4 BDEA 18~24 KM L
REDPHERINE ST F R RE)  #E2HDEA FEhfg
YT TA M R G#T ISR 5420 DT H 18~24 EfHeE
W77 A N (B B2 15) EfE15A 18~24 EFfie L

BHENZONWT, BN, FIRIRIB IO BIME, MIRR ., Ui, g, B, Mg, 815, B, BR B,
A ARERIZED) B L URE (BERE 2 1) VR, FEOEELREL, $/o, 26108, Fih, T
TR, RER(ON—F—R) | S TIRBIOE TR, JE . BRBRBIOLER/ME, BIlE, OiE. i,
KB TR, B, g, . B, 8. 2B, 205, BB, 8%, BB, B, THYL 0 E,
ASRIREY L ¥Eh, R, BE LK, B IR, BERIOGER. IR, +5. B, Bt KBEERBIUK
RREEBE, BHEA. LB, LR, BLOWREMEREL ., REFL, M/ [E XL 15 cm KEELL
TOEHT, KENIC 10%FHEEESR L~ ER 5 mL LTEEALBEEL TS L TRIBEER
CHRTEL, R BIUNER EEIET 7 RICEE (BHRTEE 10%FHERERL <V B L, 20
M DOBRE - ARRIE 10% R IEEE R~ )V BIRICE E LT,

BB, RRBHOHRE EREIIFE SO LT,

GRS R

HRUIEB OIS, HERB LUV 7 A MEOR G T R Tt BERL I & A & 0B E
BWRENE 5 B, MO S TEHIR TIIOBANZOWTHE 5 B SHIM 2T U o R
LRNIEAEHOE 5 FllI >V T, ABRFERENREE (RELZHE B0 BIIRITIR) O~
TRV F U (HE)EAZERL, B FRELERB LT, o, FIRFICETE RN
PRE - MMICBIL LRI HE AL ERL | IR R AL L7,

2) AR (F)
OHAIRDOBIE

HWE 0 BICATFEREBIOIE T RELFMERN T L T, MBI UNRTFHOFBELEIEL, &5
R [ (FEVE S/ RIESR) X 100, %), AR HEE (HEARE/FREL) X100, %1, HEE[ (R
HIEEMESR /AT RN ER) X 100, % IBI O AR (HEARE/ERED) X100, $]E2BEH L, F-, "
EO0~4 BET, B8R, —RREZEEL, £FREEEC IREEHRERIHX . FTEREFE(HE
4 BOERS/EE 0 BOARE) X100, $1&2BEH L, £AFRICHOWTL, WE 0 8L 4 BIZE
BIOEEZREL, BT LICHERN OFEHERBEEZEHTHLEGIT.HE 0 BRIV 4 BIZRITAML
[ (A VR B/ A IR X 100, ¥ 2B LT,
DEIS

R IRIIARFVOFELBEL THIBL, 10% P HERES LV SRICEEL TRFLZ, £7F

14
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IRITEE 4 BICHARARORBEBEL CeRT7NATV R ARE: T IS AU IS THRL, NEa
BEORFEORELBEL,

6. 7 —Z DR

PRI LA LB DIEEE . A8 R, SRR IRIZOVVTIE Fisher DEBRERBELRIT 72 (BEK
1E:5%) , PR E R SEHOFBEMRBFREN RO, L —F 0 LT —#i% Mann-Whitney @
UREIZEY, 2BV — R OG FHER Fisher OEHFERD A AR E L0 BELOMOEEZE
BREZEIToT= (AEKYE: SN,

ZOMDT — 2%, AHEZ LB EH DT litter TEDFHIEE 1 BALL, T IAMNERND
DUNTEDIMDOBEN THE L 72, Z DR, T O EDS 2 HOBEITIX £7T F BEZITWV. BEE
DD HNRTIIT Student’s—t BEFIT 72, F BEICBVTHEBEERRD LN EE1E, Aspin-
Welch R EZAT o7z, FRMT DR 3 BELLEOHEIL, 6T, Bartlett DFIEIZINE DD —Hk
PEIZDOWTIRE (B B/KAE: 5%) 21T o7z, SR —HTholzHEITIT, — TR B O S8BT (F
BOKYE5%) 24TV, BERICA BHESRO DN HE L, Dunnett JEICIV S EILE AT 72 (FEAK
5%, —F . WTNDDBETHED 0 L2078 BL UGB — R TRA 7581213, Kruskal-
Wallis DIEAZ#RE (B B AKYE:5%) 21TV, #EMICHE BEEAFEDONZH-E 1213, Dunnett RO EIE
WCENZ BB EIT o7 (FEKE: 5%,

FREDENATELLSHBROEERICEELRETRVDOHIBERUVHARIEZItHY
hof=Cé&

2013 £ 1 A 14 B, 18:07~18: 13 IZHFEADLOREEFE LIZIAEENRAEL . BWEFEETEN
ORHANEZ =, LhL, WTNOBHO—fREBICH ERERITERLZEEZONAEITRDS
T, Fe BIEEISRFREEAN Thol-Zenh, BBR~DREIT T LT,

ZOM, [F R DIENTERDOTERBROBEEICEEL KT TRV OHLIFR R OB EHE
N7 YA RNy el | = A IRy it

ER AR

1. BE
1) —fi%4K#E (Table 1-1~Table 4, Appendix 1-1-1~Appendix 4-4)

HETIE 100 mg/kg BED 1 B (BHHE S M02023) 128\ T, 5 36 BB EFEFHOIEN B I UNHRE
2B 37 BHbEBEBOE TR, SHICEY 40 BALEHEEOBA SR B £ CREEL CERE
NI, TOMOEIC RFITBESNIpn T,
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2) FEHI7RERBIZE (Table 5~Table 6-2, Appendix 5-1-1~Appendix 6-2-2)

BT, —RINEBOBETRENROON 1 Fl(BMES M02023) IZ B RETDOE T ALK, #
EOBENBIOBRTRENEE 42 BICBEINN, ZOMOBI BRI E % 5 0B B A R4
BEATRBD N2 T2,

T, R EHLoCICEESMEAEL T, R ER 5EOREL TR T HE(LIIRH O
Moo,

3){KE (Table 7-1~Table 10, Appendix 7-1-1~Appendix 10-4)

HETIE, HEHM RO EEHMEZEL T KR ER SO EE TR T HHREOE(IIRDL
NItz

FRTEME R B TMEIC BN T RSB EEHMAEL T R ER S OREL RET
HEREDOE(LIIFRD bR oz, Fiz, IERFRBL OGO EHB IO R ER 5 ORES
SRR T HE( IR bR h T,

4)#EEHE (Table 11-1~Table 14, Appendix 11-1-1~Appendix 14-4)

TR, BEHMBIOREHNMEBL THRBMER SO EL TR THEEEOEIIRDL
Blehotz,

ZZECHETIE, 300 mg/kg BEDEE 7~8 A DEBEEN M REHELILKRL THEIE T LIZ2N, AT
LB T 2holc, EREMETIE, I EHFHBLIOEENMLEL TRV ER SOREL
R T AEEEOE(LIIRD Loz, e IRFBIOS B OB EICO R LR 5O
WL RIE T AR LITRRDLNRD T,

5) HRERR 2
ORI 2R EB S s (Table 15~Table 16, Appendix 15—1~Appendix 16-6)

B G RAEBICERL T2 T4 TV RS IS, REENL, BIBRIE. BIK51IAL A, IRIEK
5 ERRFORE T, JEREME & e TOBORESZEYICR N TH EHITEDS
N7LHI>T,

@ HBEE (Table 17~Table 19, Appendix 17-1~Appendix 19-2)

HETIE, B ERKBICEE LA B I OB EOE NI, R E RS OREL RETHEIT
RBOLNZRT,

SYBRMETIE, 300 mg/kg BEDBRRDBASH BRI HBL THBITE TULEY, ARBICKELLE
(LTI 0T, FEZEMETIX, R ER 5 DR B RE T 5B OB ITRDbiRD 0T,
@B XK EBEME (Table 20~Table 22, Appendix 20-1~Appendix 22-2)

B BB BIC BRI B RIEEERIE Tk, KEB eSS LU ERVEEL ICH%RY
%5 OREE TR T 3BTRS T,
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6) R (Table 23-1~Table 24-2, Appendix 23-1-1~Appendix 24-2-2)
BERKBBLIOEIE 13 BICEMLZRBRE L, Mkl B EREDOEEL RETHE
LITFRD R,

7) MR FM%AE (Table 25-1~Table 26-3, Appendix 25-1-1~Appendix 26-3-2)
OHEEWY

TS HER TROETIEZ, WTHhOREEBIZOWTHERMER 5 OFEL TR T 5B LITHR
HOILRDT,

[E] 15 HARIHE T RFOMETIL, 1000 mg/kg FEDMIRIR M BRI RS BB LR L TR EITIR T L7228,
ZOETDTIHTHY, TNLUANDOKREE BICHBEITRO LN o7,

OuEEN
B E MR TROSBEETII, WThOBREERIZOWTHHBRMER 5 ORELRET L
RO LRI,

B 5 EARE T REOIEZEUME TIE, 1000 mg/kg BEOMEFRERBL U< Yy MEM K BREEL Ll
LTHEIMETLED, 2OEITDO TN THY, FRMEKEEE o2 OMOBREE B Ik REELOZETR
HoHIED 0T,

[ TR T IRF D FEZZELME TIE, 1000 mg/kg BEO T mbaL B U RERHI D35 REELD A BIGBEL /2
DB, ZOETDTIHTHY, FEE S M R T7TAF VRS L ZOMOBREE B IS BEELO
EIIBDONRH 0Tz,

8) MiRAILFMEA (Table 27-1~Table 28-3, Appendix 27-1-1~Appendix 28-3-2)
OrEE Y

B 5 HIME TROBETIZ, 1000 mg/kg HON IV ETARBENKBEIVA BRI T L, 20
O EE B ITHBRME R 5 DR EL TR T 5B bRl

EEHEE TROE T, WTHLOREEBIZ OV THERYE R 5O F B RIB T HE(ITE
DO,

Qs

B EHMK TREOSGME T, WTHLOREEBIZOWTHDIRME R 5O EBE R+ I5b
IR bR oT,

2 5 HARE T Rr D JERZECME T, 1000 mg/kg BED ALT 2SKTRREEL LG L CHEICHEINL, 20
fll. 1000 mg/kg BED vy -GTP LAY MREEH T RBEL LR TH BB BEZRLZA, TOEITD
THTHoT,

5] 18 H#A [ 44 T 55 0 E R B M Tk, 1000 mg/kg BEDOKEH (¥ 5.9 g/dL) ., BB ERCEY
7.3 pmol/L)IB XA AT 2 (47 9.0mg/dL) DA IREE D X FRBEL LB CHEIE FLA2Y, Wil
HbERT —HOFHERN (TRSR) ThHhoiz,
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FEAZHCME ([EI1E & T RF) B Lk NI ¥ ) +2SD
1 FHE BIREE 4 20 6.0 5.5-6.4
i PR BRI BE 4 20 14.4 1.2-27.6
M SRR 4 20 9.3 8.9-9.8

*: 2011 42 4 H~2013 & 3 BIZEM L0 RBR O g3 B (A EH A 2FEH

9)ZRBEEE (Table 29-1~Table 30-3, Appendix 29-1-1~Appendix 30-3-2)
Ot

BEHRKR TROBETE, WThORBERIHDERYER SOREL TR THIELITRDON
72Tz,

[ AR T RFOHETIL, 1000 mg/kg BEDMIMRIHE T E E LRI EED, LRI EEDHH
xHRREL L L THBICIE T L, TOMOBE ERICHEBRMER 5 OREL TR TIELITRD S
Ntz
Qs

B E BT RO GBI TIE, WThOREERICODEBRMER S ORELTRR TOE{LIER
BT,

B G HRE T RO IEECME T, 1000 mg/kg BEDOTIBITAE S EELHITEEN, Bl EE
DHPR RIS LU TH BT, ZDff, 1000 mg/kg BHORIE O EEN ST REEE LI L
THRIETL

[EE RIS T R OFERELMETIL, 1000 mg/kg BED-DligIs JOVE R () it B &) HRAE &
LU CHBIE T LA, M EEIIIN BB O &2 5T,

10) 7T R (Table 31-1~Table 32-3, Appendix 31-1~Appendix 32~3)
OrEDF: 5 HAR#E T R i 41

FFIRR L B 7R G s DB R L O B ER(E DR ERICE A E 2% 100 me/ke BEIZE | BIBIESN
oo Flo, AEEO—ARBICE LR DI 1 6] (EES M02023) Tid, FIIRBIUHBAHDOIEN
DHHIV, MG/ N LR EL T,
@EDEIE B

STEREEFRS L UN 1000 mg/kg BEIC B FEIIFRO Bah o7z,
@5 DB 5-# T BE R 51

JRE RIS % 2L Q= REMERAS, st BREELC 2 i, 100 mg/kg BFIT 1 #il, 1000 mg/kg BT
2 Bz, IR B AR EABEDS 1000 mg/kg BED 1 B2, ZNENBDOONT, o, Mg —HZEREL .
JEFERENGAERR & 2 L TV 2 flA5, 1000 mg/kg BEIC 1 BIBESNT,

18
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@FRZ RS

RRHER STz 300 mg/keg BED 1 51 (B35 F03034) IR F IO b eh 2T,
OV T FA MO E4& T REE IR 1

FEARBEMED R RREE IS KON 1000 mg/kg BEIZEFIIRD LN o7,
OV 77 MEDEIEBEH]

FERZBCMED R B IS LU0 1000 mg/kg BEIC R EIIRO LN T,

11) /R FARE (Table 33~Table 34-2, Appendix 33~Appendix 34-2)
OHED -5 1 1 T i 61

B ERTHHBREAIOYS, JREERBLON 1000 mg/kg BED 5 Fllz >N CREMABRFERELERL,
Fio, FIRFICEEDPBDOONTHBEIC OV THIREMABR FREL U, WA R, LT
DBV THD,

FFRgCrE, PAARA BEPEICATRERR DRI (L3t HRRE IS LU 1000 mg/kg BEIZA 4 i, /NAZEREDS
BOEFIC, N EFNBESNTEAABERICEREDEIRP o7, FIBFICREL AN
100 mg/kg BED 1 FIOAFIETIZ. FINRE BT HBADIENME., AR IR RPE TIEdH o7
BEIRROBIENRO LI, STBE T, NEFIEOFHEIER S I OTFHIEOZEREEN 1 F
ICBEINT,

PN TIE, BEAME M BB IUB A ARILE R RIS LY 1000 mg/kg HOEFITBLEINTZN,
W ORRE i30T,

T, R B PR DS R 4 BB L TN 1000 mg/kg BEC 3 B, BRI HHDN
ITILERIBICHNE TR A S E RS 1 GIBIEINZ0, MR OBREIZEIT 2T,

B, B YAk ia DS EAS . st BREED 1 Bl L TN 1000 mg/kg D 3 FlCBIZRENT-S, 2
ERBIUHEEICHEET o7,

BB G, BRINEHIIROIE R B I OSREMIAEDZEfa{bo3, 1000 mg/kg BEICE 1 FIBIESHM,
TBRERE(TH T,

R ERCI, FIRERICEE OH o7 100 mg/kg BED 1 BB TRFENSBIEINT,

AL CIE, BIEICYL BRI A, RIS LU 1000 mg/kg BED K 2 BllCBE S0, BBEI
BT DT,

FIRIRFIZ B E OH o7 100 mg/kg HOMIR TIE, PEEOEMOIEEINT,

Fio, S RBEE TR AER, O ICRBEOEME /B AR B HE DEHE,
NS RO SEIRENEESNT,

Z OO EREXT SEE kT, REAGRENELITBEIN ) oT,

@M D1 54T R R

HE 4 BOEBICHR U BREEB LU 1000 mg/kg #ED 5 FllZ>WT, RIS FREZERL

oo Fio, FIRFRCEE PROLNBEE L OV CHREMAR AR E L EH U7, R R, 2L
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TDBYTHD,

JFBECIE. FIARJE BRAE AT RBE D RERA LA % BRERIC 4 FlIL T 1000 mg/kg FEZ 2 i, /NP ZFAE
DIRTIRBELZ 1 B3N 1000 mg/kg BEIZ 3 BB NIZD, RERBIUMEEICIIZE TR o7z,

BT BB ICUDAN S EEC 2 FlEL TN 1000 meg/ke BEIC 1 FIBIESNIZA, BREIZIT TR
Dol FIRERICEE R ALIE 100 mg/kg B HHED 1 FITCIE, REMEICHMLARD I, R
BT, IRE OKIEE A B ICKAEMIRE RS L UVKES 1 flic, IRE R Hi A EShi,

JEfigCiE, S E BB I UBEARIE S STRIERB LY 1000 mg/kg HEDORHNIBEINTZA,
MR OB EIZIXZEIT 2D o7, F-, FIBRRFICBEE R ZLNTZ 1000 mg/kg #HD 1 Bl (EmEE
F04045) {ZHR IR DHRHE(L A BIER S LT,

BT, RECAHE N R AR A BRI R L O 1000 mg/kg BEOE 1 i, FIEIZV /BRI A
MEEDE 2 B, TNENROONIN, BEILIIEN 20T, Fo, BRI EERGIEIL
&5 1000 mg/kg BHIZ 1 BHBIESNT-, SHREECIL. M PENBESIT,

i, BRI IE R AR OEE A 3 BEERS L0 1000 me/kg BEICE 2 FIBIERSN-3, BREICER
Tehaotz,

ORISR Cr BT IR, IR critmad 1000 me/ke BEICE 1 6, B CIRIREHIRAD B
RBFEEEE 2 Fil, ZNENBESNTNNT B SBER L Th o7,

Eo RETIIN—F —ROBEIZU L ERRENBES N,

FOMOBBEFRE TR E BRI, REARENE BRI )T,

@Y T A MEDORE G4 T e i i

FERRBEOME DO B-4& T BRI F] . HHREE 5 B L U 1000 mg/kg Bf 5 FIOFFERAARAT RITLL T 0@
DToD,

HFRE T, PARRSE BRI AT AR D RE LA R RRERIZ 3 Bl TN 1000 mg/kg BEIZ 2 A, /NAZFRE
3% HREEIC 3 B3 K T 1000 me/keg BEIC 5 BIBIERINIZN, BEBIUMEEIIIZIT b o7, Fiz,
FFRRaAZ D KPR, /NEEFOHED AR AAS 1000 mg/kg BEIZE 1 FIBIERINZA, WTFhbD
BRERETHT,

FlE T, AV E ML BB LU B A RILE NS RBER L O 1000 mg/kg BEORFNBEINZN,
MM ORE T ET 2ol

R CIE . R A HE EE R AR A BRI 1 RS0 1000 mg/kg BED 3 Bz, FIE~DYL 8
BRIZIE A S BREED 2 Bl LT 1000 mg/kg BED 1 B, TN ENBIESN - AR ER OBRER IO
BEVC I o T, RFBEETIY, BEEICENADS, RS Ao Th A BB s,

i G, BRI 1B IR AR EZE S IREE S L O 1000 mg/kg BEDOE 1 FlIIZBIRSNZN, WFhd
TBRERETholz,

Xt BT T, FORBR ISR R (OB TR, DRERIC AR IE DM E ST,

EREUA DB FRENREE BRI, REAREHE LIRS o,
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2. EFHEREE
DA B L OSECEAE (Table 35~Table 36, Appendix 35-1~Appendix 36-4)

4 HDNE 5 ARROMER AR 5 BRI LA ORI LIZBIE, W T hoRICh
RHHIIRDTZ, 300 mg/kg BED 1 HTIL, 2 BEDZACHAM PICZBITHERBS VRT3, T D
DEW CIIRBEPHERIN, REDSHERINMEIT S TR HER SN, ZOM, &5 M0 F
BIRAE[ET B 2. RERS AL RBERE B ETO0 R EBIUZORMICENR LR EROEEIHE
BB 5 OB TRET DRI BIgh 2T,

2V HERBIUEEIERR (Table 37, Appendix 37-1~Appendix 37-4)
EHOEERITIVTRL 100%%2 /R UT-, S iEEIOERHF Iz, %ﬁ%ﬁ%’%ﬁ&ﬁ@ﬁf&%ﬂﬁﬂ%
E'ﬂ: A &)Ehiﬁﬁ")ﬁ_o

3) S i L OVEH IR EE
SEREEIT W TROEIS B Tholz, Fo. W TNOEM O EIREEIZ OV Th, BEITEED
2y WA oY

4) BRI ERBIS I UER
B, BRI USSR

(Table 37, Appendix 37-1~Appendix 37-4)
W BB E 5 ORELRET AR LITFRD LN T,

-F\"r JM

3. AR
1)4A7FE (Table 37, Appendix 37-1~Appendix 37-4)

FERS, HEEA IR, /oihese, AR MESE, HAE WEF 0 BRBIUWE 4 HOME, FrERAF
FIHRYE R 5 OEEIIROLN o7, Eo B E 0 BICEROAREGHITBES o7,

2){KE (Table 38, Appendix 38-1~Appendix 38-4)
HE 0 BRBIOWE 4 BICRIELZHARKEILL, BESOHEBRYER 5 OEEBLRETHE
A EEt 215y gWavileey

3) KA IR B 22 (Table 39~Table 40, Appendix 39-1~Appendix 39-4)

HA RO—BAREEICHBRM E & 5 O BE RR T 5L A O NEh o T, Tz, FETRBIUVEH
E 4 BOEFROEHKRTIE, BEEITR DL -7z,
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BE

MERES SO ATERRT (2 SERDB L OSEREAR . 225 N HE TR R T 4@ L CEF 42 H .
TR M 2@ L CRESEE 4 B EOIZ B -Cyclodextrin, 2-hydroxypropy! ethers %#¢ 0%
BL., MEZY MK ARERSHEBIOEENE. 2oNARBEEHBLOHEROREFICKL
ETEEIZ OV TRELE,

1. REHRSEESIOEENS

BEHIRE P O— AR EBIZ TIE, 100 mg/kg BEOHE 1 611 B FEBOIE T OHHE BOB 1B 22
SI7eD3, 300 mg/kg LA EDEET—ARIRIED B DS MERELHIZFRD N TN a0 b (5 E 7
BAC I DB TIT RV LT, ZOfh, SMEREIE, REHS. BHE, MiERE, RRE.
MRFREICISNT, R E R G OEEERETHEMITR DO LN o7z,

BERTHOMBEAELFRETIEZ,ALT O L (EH 92 U/L) ., FIEOHETE R (F
8210.2 mg) BIOHERIEE (F15 27.858 me/g) DEMN, ESITITENROMEST EE () 1961.8 mg) D
WA 1000 mg/kg FEDFEREMETHLIL, ZODEITWTISERT —F0O%HA (TRSR) % L
B o7z ZE DL E R 5 OB BLHET LT, L L, iFEB I OB HOREMAMRZERE T, w5
WE B 5O EE BT HET RIS b ol

FEACELME (R 548 T ) B S YN g FH)+25D
ALT 4 20 28 19-36

JFl D #a et B 2 4 20 6931.8 6430.5-7433.0
HHlgDOA e E & 4 20 25.140 23.580-26.701
FhgoiextE & 4 20 1805.7 1766.4-1844.9

*: 2011 4 4 A ~2013 F 3 FIZEMEL 721G FBR O BLAST FREE (LA RS A 246 A

FIEBEFO—RRE, FMRERBE, REHED . BEERIURRETIE, LD, Ry
B 5 OB TR T DETRD LN o7z, Fiz, EIEBEE% D 1000 me/kg BEOHETIL, ffR
DT E E (P 259.4 mg) BLUERTEE (3 0.479 mg/g) &, DIROH X E & (F#) 1468.0 mg)
PEBIETLER, WTNbERT —FOfHBAN (TEER) Thol il bR ER 5 0EE
THARWEHIET L, AEBEZOMRERE, MRALFREBLIOHIBR TR, #RYEREDE
B2 RE T AR DN o7,

HE (EE 4T BF) AR VNS 55 S 425D
FfR ORI E & 4 20 294.8 200.6-389.1
FafROFRTE & 4 20 0.590 0.476-0.703
DB E & 4 20 1458.6 1321.5-1595.7

*: 2011 4F 4 A ~2013 48 3 HICEHLI-HHE RBROEEMAS BRIE (AR 5 A 2
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2. AEFEFEAE M

YRR, ZZBORRAR . HIPESE, ARIREAR ., IR s, B IR AR, A, BREBIOSER R, %
BB 1 5 DR EE RS T AELIZRO b= Z D, 1000 mg/kg £TO ARIT, HEMO
ATERETN B R RITSeNEeE XN, Fe, HAERDEFE AEBIUFRICLERNER S
DB R T HALITRO LI RAoTe 2D b, 1000 mg/kg ETOMAEIT, FEROEKEILEE
ERIESIRNEB 2 HND,

1000 mg/kg FEDIERZEME T G TRO ALT BNEEEZFL, BB LOEBOEES HEMLI-Z
EDLMEE O KR 5B A M8 (NOAEL) 1 300 mg/ke/day., HEENY Cix 1000 mg/kg
ETOAEICEENRDONIRN o2 b EEMEIT 1000 mg/kg/day PLEEHBrENTZ, Fiz,
1000 mg/kg ETOREIL. BHBMOEMENBIUHERDORBEICREL RITIRD>7-Znb,
ATEF A TR T A EEME R 1000 mg/kg/day DL EEHIETENT,
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Annex A-1

HERE B R-12-006

\ 201247838
= @ pad TO—s 35
L

Code No. 324-84233
2ok ROF L TOLI-B-S I OFFRNY Y

BIG =

Lot No. TLLNO205

HE 100g

BEEE BERE SBIRE

Bk, EREE~
-

e T o

=y} 89.7% 98.0% B E

BREERE 2012/04/23

w7 ate  |pusez | N5
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Annex A-2

20124 11 A6 H

HEEABRRRZEL V5 —

RN

A BAOMBITEB D EMLEL LITET, 4
STHEEOH, BRICHEIWTEEELATRERII2 0y FESRA—IULTZ SN
FENERRTHAEFTERLET.

<i>
(&M B)
— K 1 324-84233
% :2-ERoF IS8 raFFA M) >
£ :100g

i} Bo i

&y b)
Ow b : TLN0O205
Oy b : TLJ0205

Bk
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Annex B
S R - 12 - 006 ]
e EARABRER
B W'E : B -Cyclodextrin, 2-hydroxypropyl ethers THREHR B : 2012€E12H 10H
oy h&E 5 TLN0205 HIEERH ; 20124128 10H

128 K . BREFREK

) WEpEE | NERE |THOUERE SR peg | 00
Sl N B) (© B/AX100 B/CX 100
(mg/mL) | (mg/mL) (mg/mL) ) (%) (%)
1 20.0 18.91 19.72 94.6 98.7 95.9
2 19.97 99.9 101.3
3 20.29 101.5 102.9
4 60.0 59.70 58.74 99.5 97.9 101.6
5 57.22 95.4 97.4
6 59.32 98.9 101.0
7 200 190.0 188.8 95.0 94.4 100.6
8 190.9 95.5 101.1
9 185.5 92.8 98.3
B EDOHIMEYE RIEBE)

EEIE EDFRELE K 090.0~110.0%, ¥z, FRIEBDIELOEBENENEEHEDI0.0~
110.0%2LN &S5,
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Annex C

1. R R DL EMOBIE Sk
ORC %
7=V HRA G JESEEE R (FTIR-8300) B EUfERT
&R (LA230S) PR R
@ BESM
BIE BAbHID AEERITE
g el 4000~400 cm™
@ MEFHE
WRHE1~2 mgh iy, HOIMALLTHEREL , ZHUTTRABIN AR VA R(EA VD A (BER
YERT) 0.10~0.20 g%, BRKERDLLOWIINICEEL, ENCEITVRE %, ERIRAERIC
AN TMEREET B, FRRICL THBRELAVY AERIZET D,

2. BREBRETFOWBRMEREMNEE

ARES A LT, AK) JEEUZE
@ fEA%R
B R (R200D) PRI R

AN RIS St E R (UV-1700) B e UERT

@ EERHROTR
WBRWERN] g RICBY, KIZEMUTIERIZS0 mLeL ., EHERIKR (920 mg/mL) &35, ZOIE
HEPRIR2.5, 5L TN0 mLEIEFEIZED, KEMA TEREICENET20 mLEL ., FEERK (192.5, 58
LU0 mg/mL, & EEn=1) ZFHE 5,

@ RBHRROTAE
2 w/NSDBERIZOVWTIE, b mLEEREICEY, K THRLTI0 mLEL TRBHEK (#9110 mg/mL.
FREH 2) AR5, 6 w/ VDR ERIZ OV T, 2 mLEIEMEIZERY, K THRLTI0 mLELT
AEHAR (1912 mg/mL., HRERE 5) 2R D, 72, 20 w/ VDR EBREFEIZONTIE, 1 mLZIE
FEIZED K THIRLT20 mLEL. SRBHAK (J910 mg/mL. FFREK 20) 2R E4 5, REHERIL.
B 5B AEOFR A Hn=3THE 45,

® BREROERBLORSHRETHERYEREOREH
ABHRE R S OMEEER IS & KRETREL TEIN AR R EFHI LY, E&R205 nmicdsiTd
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REAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 1-1. General conditions of male rats

Group Number of males Days of administration
and general conditions 1 2 3 4 b [ 7 8 9 10 3] 12 13 14 [H 16 17 18 9 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Pasl Pre Post Pre Post Pre Post Pre Past Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Posl Pre Past Pre Past Pre Post Pre Post PrePost Pre_Post P're_Post I're_Post
Cantrol (vehicle: water for injection)  Nuniher of males 212 12 12 12 12 12 12 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12 B2 12 R E2 12 12 12 12 12 12 02 12 @2 12 12 42 12 12 12 12 12 12 12 12 12
General appearance. No abhormality 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 §2 12 32 12 12 12 2 12 12 2 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12
B-CH 100 mg-kg Number of males 12012 (2 12 12 12 12 12 42 12 k2 12 12 12 42 82 k2 12 12 12 (2 12 12 2 12 k2 12 12 82 12 12 12 42 12 12 12 02 42 02 412 912 12 02 12 12 12 12 12 12 12
General appearance. No ubnommality 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 2 12 12 12 12 12 12 2 12 32 12 12 12 t2 12 12 32 12 12 12 12 §2 12 12 12 12 12 12 12 12 12 12 12 12 12
13-CH 300 mg kg Number of males 1212 12 12 12 12 12 12 42 52 12 12 12 12 12 82 12 12 12 12 12 12 12 k2 12 12 12 12 32 12 12 12 12 12 12 12 12 12 42 12 12 12 92 2 12 12 12 12 12 12
General appearance. No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 32 12 12 12 §2 12 12 12 12 12 12 2 12 12 12 12 12 12
B-CII 1000 mg'kg Number ol males 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 02 12 12 12 62 12 112 92 12 12 42 12 12 12 12 12 2
General appeatance. No abnormalily 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 2 2 12 12 12 12 2 2 12 12 12 12 12 12
Pre: Before ini: ion. Post: alfter inistrati

Table 1-1 (continued). General conditions of male rats

Group Number of males Days ol admimistration
and general conditions 26 27 28 29 3 3i 32 33 34 35 36 7 38 39 40 At 42 43
Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Control (vehicle: water for injection) Number of males 1212 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 02 12 92 12 12 02 12 1212 12 12 32 42 42 12 12 7
Gieneral appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 13 32 12 12 92 7
B-CH 100 mg'kg Number of males 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 )2 12 12 12 12 12 12 12 12 12 42 12 12 12§12 12 12 12
General appearance. No abnormality 1202 12 12 62 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 00 1o nooaroooar e e e e e dt
Nosc. Smudge of perinasal arca O 0 @ 0 0 0 0 0 0 0 0 0 0 0 0 0 6 ¢ 6 0o & 1 = 1 1 1 & 1 U 1 1 1 bt 1
ball. Bulbi, Gtobe, Reddisitear © 0 0 0 0 0 0 0 ¢ 0 0 06 0 0 0 0 ¢ 0 6 0 t 1 1 L 1 1 t 1 b L 1 1 1 11
chavior. Decrense in locomatoractivity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O 0 ¢ 0 0 o 1 | | L t 1 i ] | [N 1 t
Tixerction, Decrcascinamountoffeces 0 0 0 0 0 0 0 0 0 0 0 0 _0 0 0 0 0 & 0 0 0 0 D 0 0 0 0 0 F 0 1 0 _t 0o 1
B-CH 300 mg'kg Number of males 1212 12 12 92 2 12 12 12 12 12 12 12 212 12 12 2 12 1212 12 42 12 12 92 12 12 12 12 12 12 12
General appearance. No abuaonnality 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 42 12 12 12
B-CH 1000 mg-kg Number of males 1212 12 12 12 12 12 12 12 12 12 212 ) 1202 12 12 42 12 1 212 12 12 312 12 12 12 12 12 12 12 12 7
General appearance. No abnormality 12 12 12 12 12 12 12 12 12 12 12 t2 12 1 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12§12 12 12 7

Pre: Before it ion. Post: afler i i
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B %E 5 :R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 1-2. General conditions of male rats at the recovery period

Group Number of imales Days of recovery
and general conditions 1 2 3 4 S5 6 7 8 9 10 11 12 13 14 15
Control (vehicle: water for injection) Number of males 5 5 § 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5-5 5 5 5 5 5 5 5 5 5 5
B-CH 1000 mg/kg Number of males s 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality s 5§ § 5 5 5 5 5 5 5 5 5 5 5 5
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R & R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 2-1. General conditions of female rats

Group Nunmiber of females s of. tation
and general conditions i 2 3 4 3 6 7 E] 15 16 17 I8 19 20 21 22 23 24 23
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre_Post Pre Post Pre_Post Pre_Post Pre Post PrePost Pre Post Prc_Post Pre Post Pre Post PrePost PrePost
Control (vehiehe: water For injection) Number of females 1212 12 92 12 12 12 12 12 12 1z 12 12 12 1212 12 12 016 6 3 3 1 L [ L1 ¢ 0o 0o 0 0 © 0
General sppearanee, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 8 1l 6 6 3 3 | | [ L | 6 0 0 8 90 0 0 0
B-CH 100 mg'kg Number of females 1212 412 12 12 12 12 12 12 1z 12z 12 12 12 12 12 12 12 5 5 1 1 ] t o 60 0 0 ¢ o0 0 0 0O @& 0 0 0 0
General appearance, No abpormality 12 12 82 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 35 1 | ] i_0 0o 0 9 0 0 0 0 © 0 0 0 0 0
B-CII 300 mp'kg Number of females 1212 12 312 12 12 12 12 12 12 12 82 1212 1212 12 12 0 10 7 7 4 4 i 3 | 1 i | L L 1 L 1 ] 1 1
Gieneral appenrance. No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1212 12 12 40 16 7 7 4 4 ¢t ! | 1 1 1 1 | 1 ! 1 ! ! ]
B3-CH 1000 mg-ky Number of females 1212 42 12 12 12 12 12 12 12 12 12 2 12 2tz 1212 8§ 8 3 5 4 4 0 0 ¢ ¢ 0 © 0 0 0 0 0 0 0 0
General appearonce. No obnormality 12 12 12 12 12 (2 12 2 12 12 12 32 12 2 12 12 12 12 & 8 35 5 4 4 0 0 0 0 © 0 0 0 0 ¢ 0 0 0 0
Pre: Before administration, Post: afler administeati
Table 2-1 (continued). General conditions of female rats
Group Number ol lemales Davs of administration
and general conditions 26 27 28 29 30 3t 32 33 34 33 36 3 38 39 40 41 42 43 44 45 46 47 48 49 50
Pre Post Pre Post Pre Posl Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Posl Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 're Post Pre Post Pre Post Pre Post Pre Post Pre Posl
B-CH200mg/kg  Number of temales [ 1 1 1 | 1 | 1 1 1 11 1 1 1 1 [ 1 1 1 1 1 1 1 1 1 | (S 1 L i 1 1 1 1 I [S [S 1 i i 1 1 | I 1
Generat No ity | I | | ! ( i 1 1 L i 11 1 1 1 1 ! 1 1 1 1 | | 1 | t 1 ] L ! 1 1 | 1 1 | 1 1 1 1 | i i 1 1 1 1 t
Pre: Before administration. Post: afler i

females
conditions

Group

Pre_Post Pre Post Pre
B-CIL300 mg&g  Number of females I [ 1 |

| eppenrs Lot
Pre; Before inistration, Post: afler
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HEREF R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 2-2. General conditions of female rats, satellite group

Group Number of females Days ol administration
and gencrat conditions ! 2 3 4 3 6 7 8 9 10 1 12 13 14 15 16 17 8 1y 20 21 22 23 24 25
Pre Post_Pre Tost Pre Post Pre Post Pre Post Pre Post e Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Past Pre Post Pre Post Pre Post Pre Post Pre Post I're'ost PrePost Pee Post Pre_Post PrePost Pre_Post PrePost
Cantro} (vehicle: water for injection)  Number of females 1040 10 10 10 10 10 0 10 10 10 [0 10 0 10 10 10 10 ¢ 10 10 10 10 [0 10 10 10 10 (0 10 10 0 10 10 10 [0 0 10 0 0 10 10 10 (0 10 10 10 10 [0 10
General appearance. No sbnormality 10 10 10 10 10 10 to 10 16 10 [0 (0 10 10 16 1¢ (0 10 10 10 _10-10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 16 10 10 10 10 10 18 10 1o ¢ 10 10 10
B-CH (000 mg'kg Number of females 0 10 10 10 10 10 10 {0 10 k0 10 10 10 10 10 10 10 10 10 (6 (0 10 10 %0 30 10 10 10 10 10 0 10 10 (0 10 10 10 10 10 10 10 10 10 10 10 0 0 10 0 10
General appearance. No abrarmality 10 10 10 10 10 10 10 10 10 10 0 10 30 10 10 10 10 10 10 10 10 10 18 10 10 10 10 10 10 10 0 10 10 t0 0 10 10 (0 10 10 10 10 10 10 10 10 10 10 t0 10
Pre: Before ini! ion. Post: after i i

Table 2-2 (continued). General conditions of female rats, satellite group

Group Nuutber of females Days ol administration
and general conditions 26 27 28 29 30 3l 32 33 3 33 36 37 38 3 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Tost Pre Post Pre
Control (vehicle: water for injection) Number of females 0710 0 0 [0 10 10 10 0 10 10 10 10 10 10 10 [ 10 0 (0 0 10 10 0 10 10 10 W 70 [0 10 [0 ¢ 10 3
General uppearance, No abuormality 010 0 )0 10 10 10 10 10t 16 10 10 10 1010 i 1o 0 W 50 1o 10 W 10 10 10 e 10 1 0 1 1o 10 5
B-CH 1000 mg/ke Number of females 1010 0 10 0 1 10 10 10 10 10 10 10 10 1 10 0 10 1010 o 0 101010 10 10 10 1 10 00 1 100s
General appearance, No sbnormality W10 10 10 _t0 1o 10 10 1010 10 10 10 10 to_10 00 10 1010 0 10 _d0_ 10 W 10 10 1o 0 10 to 0 10 3
Pre: Before administration, Post: after administrati
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 2-3. General conditions of female rats at the recovery period

Group Number of females Days of recovery
and general conditions I 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control (vehicle: water for injection) Number of females 5 5 5 S§sS 5 S5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5§ 5 5 5 5 5 5 5 5 5
B-CH 1000 mg/kg Number of females s 5 § 5 5 5 S5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 S5 S5 5 5 5 5 5 5 5 5 5
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B 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 3. General conditions in dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 0 1 2 3 4 5 6 7 8 9 10 i1 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: water for injection) Number of damns 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
B-CH 100 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
B-CH 300 mg/kg Nuwmber of dams [ L O A O U R N T R T A O E e A O E N T S TR A T T O S VA T IR F R S T S
General appearance, No abnormality | T O S O O O S O L O e L O A L S O S P L I O S e L I I e L R N C N U b
B-CH 1000 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 .12 12 12

Pre: Before administration, Post: after administration.

Table 3 (continued). General conditions in dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 14 15 16 17 18 19 20 21 22
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: water for injection) Numbet of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 S5 §
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5§ 5§
B-CH 100 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4
B-CH 300 mg/kg Number of dams [ S 5 S S O I T U 1 3 T B A T T 1 S U O T -1
General appearance, No abnormality I I R T L O O O L O O N A e A T T O )
B-CH 1000 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6
General appearance, No abnormnality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6

Pre: Before administration, Post; after administration.
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HERE B - R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 4. General conditions in dams during lactation

Group Number of dams Days of lactation
and general conditions 0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Control (vehicle: water for injection) Number of dams 7 7 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 7 7 12 12 12 12 12 12 12 12 12
B-CH 100 mg/kg Number of dams 7 7 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 7 7 12 12 12 12 12 12 12 12 12
B-CH 300 mg/kg Number of dams S 5 11 o1t 11 o111t
General appearance, No abnormality s 5 11 1 11 o1 o1t o1 ot 111
B-CH 1000 mg/kg Number of dams S 5 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 5 05 12 12 12 12 12 12" 12 12 12

Pre: Before administration, Post: after administration.
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BT B 1 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 5. Detailed clinical observations of male rats

Initial number

Findings Group of Pre-treatment Days of treatment Days of recovery a

animals 8 15 24 30 36 42 7 14

[Locomotor in home-cage] Control (vehicle: water for injection) 12 0 b 0 0 0 0 0 0 0 0
Decrease in locomotor activity B-CH 100 mg/kg 12 0 0 0 0 0 0 1
B-CH 300 mg/kg 12 0 0 4} 0 0 0 0

B-CH 1000 mg/kg 12 0 0 0 0 0 0 0 0 0

[Lacrimation)] Control (vehicle: water for injection) 12 0 b 0 0 0 0 0 0 0 0
Reddish tear B-CH 100 mg/kg 12 0 0 0 0 0 1 1
B-CH 300 mg/kg 12 0 0 0 0 0 0 0

B-CH 1000 mg/kg 12 0 0 0 0 0 0 0 0 0

[Fur] Control (vehicle: water for injection) 12 0 b 0 0 0 0 0 0 0 0
Soiled fur B-CH 100 mg/kg 12 0 0 0 0 0 0 1
B-CH 300 mg/kg 12 0 0 0 0 0 0 0

B-CH 1000 mg/kg 12 0 0 0 0 0 0 0 0 0

[Gait] Control (vehicle: water for injection) 12 0 b 0 0 0 0 0 0 0 0
Abnormal gait B-CH 100 mg/kg 12 0 0 0 0 0 1 1
B-CH 300 mg/kg 12 0 0 0 0 0 0 0

B-CH 1000 mg/kg 12 0 0 4 0 0 0 0 0 0

* the recovery test was performed in 5 animals for each of the 0 and 250 mg/kg groups
® Values represent number of animals with the findings.
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AR5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of p-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table S (continued). Detailed clinical observations of male rats

Initial number

Findings Group of Pre-treatment Days of treatment Days of recovery 2

animals 8 15 24 30 36 42 7 14

[Urination] Control (vehicle: water for injection) 12 6° 3 1 1 3 2 0 2 5
(frequency/30sec) B-CH 100 mg/kg 12 2 | 2 2 3 2 2
B-CH 300 mg/kg 12 0 I 1 2 0 2 2

B-CH 1000 mg/kg 12 2 0 0 1 0 1 2 0 3

[Defecation] Control (vehicle: water for injection) 12 0P 0 0 0 0 0 0 0 0
(frequency/30sec) B-CH 100 mg/kg 12 0 0 0 0 0 0 0
B-CH 300 mg/kg 12 0 0 0 0 0 0 2

B-CH 1000 mg/kg 12 1 0 0 0 0 0 0 0 0

* The recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups.
" Values represent total score of each group.
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BB R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodexirin, 2-hydroxypropyl ethers by oral administration in rats

Table 6-1. Detailed clinical observations of female rats

Initial number

Findings Group of Pre-treatment Days of treatiment The lactation period
animals 8 15 24 30 36 42 49
[Urination] Control (vehicle: water for injection) 12 0? 0 1 0 0 0 5
(frequency/30sec) B-CH 100 mg/kg 12 0 0 0 0 0 0 ]
B-CH 300 mg/kg 12 2 0 0 0 0 0 0 M 0o 0 an
B-CH 1000 mg/kg : 12 1 0 0 1 0 0 1

“ Values represent total score of each group.
Figures in parenthese indicate number of animals.
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HEREF S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 6-2. Detailed clinical observations of female rats, satellite group

Initial number

Findings Group of Pre-treatment Days of treatment Days of recovery *
animals 8 15 24 30 36 42 7 14
[Urination] Control (vehicle: water for injection) 10 0 b 0 0 4] 1 0 0 0 0
(frequency/30sec)
B-CH 1000 mg/kg 10 0 0 0 0 0 0 0 0 0

" The recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups.
® Values represent number of animals with the findings.
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RERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 7-1. Body weights of male rats

Group Control (vehicle: water for injection)  B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Number of males 12 12 12 12

Days of administration
1 4122 £ 150 4074 £ 154 410.7 + 133 410.0 £ 154
4 4234 + 142 4183 £ 19.1 420.6 £ 16.0 4152 + 16.1
7 4358 + 159 430.8 + 226 4348 £ 174 4238 £ 194
14 462.6 + 15.8 459.7 £ 28.1 463.2 + 245 4473 = 18.4
21 4835 £ 16.0 4789 + 32.7 479.5 £ 26.8 4737 £ 16.6
28 5093 + 17.8 506.6 = 349 503.8 £ 33.0 5033 + 172
35 529.8 + 18.7 526.5 = 384 526.1 + 37.8 525.8 £+ 16.2
42 544.1 + 20.4 5268 + 54.0 5393 + 393 5379 + 164

Each value shows mean (g) + S.D.

Significantly different from the control group (¥*: P<0.05, **: P<0.01).
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SHERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of p-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 7-2. Body weights of male rats at the recovery period

Group Control (vehicle: water for injection) B-CH 1000 mg/kg

Number of males 5 5

Days of recovery
1 548.6 + 13.9 5431 + 20.2
7 5624 + 150 5593 £ 20.1
14 5809 + 17.5 5699 £ 19.2

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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FREAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 8-1. Body weights of female rats

Group Control (vehicle: water for injection)  B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Number of females 12 12 12 12

Days of administration
1 2479 + 127 2536 £ 11.5 2478 £ 9.8 2499 + 124
4 2549 + 13.7 2569 = 115 2529 + 9.2 255.0 = 124
7 260.6 £ 179 266.9 = 13.0 2578 + 113 261.5 + 15.8
14 269.0 = 19.0 277.8 = 13.2 266.5 £ 10.0 272.0 £ 16.8

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S  R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 8-2. Body weights of female rats, satellite group

Group Control (vehicle: water for injection) B-CH 1000 mg/kg

Number of females 10 10

Days of administration
1 251.0 £ 143 253.5 £ 15.1
4 260.6 + 153 2609 + 144
7 2655 £ 146 2637 £ 14.1
14 2725 = 13.6 2723 £ 203
21 2843 + 149 2833 + 233
28 292.1 £ 156 2936 + 243
35 298.2 + 15.1 298.8 + 24.3
42 3009 + 157 303.8 £+ 264

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 8-3. Body weights of female rats at the recovery period
Group

Control (vehicle: water for injection)

B-CH 1000 mg/kg
Number of females 5 5
Days of recovery
1 3087 + 13.6 3004 + 32.0
7 316.8 + 12.8 308.5 + 30.8
14 3194 £ 18.4 308.6 £ 27.1
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE A R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 9. Body weights of dams during pregnancy

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of dams 12 12 11 12
Days of pregnancy
0 2739 £ 144 2764 + 13.8 2734 £ 9.4 2782 + 169
7 3147 = 214 3119 £ 18.1 307.5 = 13.6 313.5 £ 185
14 3512 £ 256 3477 £ 185 341.6 + 14.8 351.8 £ 225
20 4335 £ 320 4335 + 25.0 4234 + 225 434.6 + 28.9

Each value shows mean = S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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SLERE 2 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Table 10. Body weights of dams during lactation

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of dams 12 12 11 12
Days of lactation

0 330.1 £ 26.5 329.2 + 16.8 324.0 £ 26.6 332.1 + 224

4 340.3 + 214 340.2 + 194 329.3 + 22.7 341.1 + 209
Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 11-1. Food consumption of male rats

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Number of males 12 12 12 12

Days of administration
1 306 + 2.6 332 £+ 39 324 £ 3.0 287 £+ 34
7 298 £+ 1.7 309 £ 3.6 310 £ 34 278 £ 2.6
14 277 £ 15 299 £ 43 286 £ 3.6 277 £ 2.0
29 306 £ 3.1 308 = 32 31.2 £ 22 320 £ 22
35 315 £ 25 29.0 £ 6.7 314 + 3.4 303 £ 2.6
41 298 + 1.5 295 £ 6.9 306 £ 2.7 308 £+ 2.2

Each value shows mean (g) = S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RHEREE R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 11-2. Food consumption of male rats at the recovery period

Group Control (vehicle: water for injection) B-CH 1000 mg/kg
Number of males 5 5
Days of recovery
6 312 =+ 14 315 £ 2.6
12 322 £ 13 31.8 = 24
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Table 12-1. Food consumption of female rats

Group Control (vehicle: water for injection) B-CH 100 mgrkg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of females 12 12 12 12
Days of administration
1 207 £ 3.9 226 £ 30 199 + 29 222 + 28
7 226 £ 23 18.7 £+ 2.8 ** 202 £ 23 212 £+ 3.5
14 21.1 £ 39 214 £ 29 19.0 + 3.4 213 £ 3.8
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 12-2. Food consumption of female rats, satellite group

Group Control (vehicle: water for injection) B-CH 1000 mg/kg

Number of females 10 10

Days of administration
1 222 + 34 203 = 29
7 215 £ 390 232 £ 20
14 217 + 25 222 + 2.5
21 21.6 £ 33 21.1 & 3.1
29 21.0 £ 29 199 £ 3.3
35 217 + 23 228 £ 2.8
41 19.7 + 4.1 205 + 1.7

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 12-3. Food consumption of female rats at the recovery period

Group Control (vehicle: water for injection) B-CH 1000 mg/kg
Number of females 5 5
Days of recovery
6 214 £ 1.7 222 +* 1.7
12 209 + 3.3 21.7 £ 1.9
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 13. Food consumption in dams during pregnancy

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of dams 12 12 11 12
Days of pregnancy
0 229 + 36 203+ 24 205+ 2.0 218+ 23
7 279 + 3.5 272 + 34 257 % 2.7 28,0 + 2.7
14 273 £ 3.2 252 + 33 260+ 29 276 £ 3.7
20 234+ 32 250+ 35 225+ 2.5 228 = 5.1

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Table 14. Food consumption in dams during lactation

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of dams 12 12 11 12
Days of lactation

3 42,1 £6.3 42,9 £3.8 39.1 £5.3 434 % 3.2
Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 15. Functional findings of male rats at the last week of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Male
Number of animals 5 5 5 5
Righting reflex 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 100
Preyer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100

Values represent % of animals showing normal responses.
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 16. Functional findings of female rats at the end of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Female, dam

Number of animals 5 5 5 5

Righting reflex 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 100
Preyer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100

Female, satellite groups

Number of animals 5 5

Righting reflex 100 100
Visual placing 100 100
Pupillary reflex 100 100
Startle reaction 100 100
Preyer's reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 100

Values represent % of animals showing normal responses.
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Table 17. Assessment of grip strength of male rats at the last week of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of males 5 5 5 5
Administration period
Forelimb 0.887 £ 0.153 1.017 £ 0.049 0.929 = 0.055 1.051 £ 0.126
Hindlimb 0.377 £ 0.143 0.396 + 0.037 0.486 = 0.087 0.469 £ 0.072

Each value shows mean (kg) £S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Table 18. Assessment of grip strength of female rats at the last week of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of females S 5 5 5
Administration period
Forelimb 0943 + 0.120 0.901 + 0.041 0944 £ 0.174 0.950 £ 0.084
Hindlimb 0.516 £ 0.136 0.521 £ 0.120 0.333 = 0.029 * 0.437 £ 0.086

Each value shows mean (kg) +S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Table 19. Assessment of grip strength of female rats at the last week of the dosing period, satellite group

Group Control (vehicle: water for injection) B-CH 1000 mg/kg
Number of females 5 5
Administration period
Forelimb 1.038 = 0.013 1.025 + 0.052
Hindlimb 0413 £ 0.136 0.419 £ 0.060

Each value shows mean (kg) £S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 20. Motor activity of male rats at the last week of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of males 5 5 5 5

Administration period
Ambulation (counts)

5min 1185 + 98 1109 = 167 1238 + 92 1186 + 446
10min 1058 + 196 1030 + 265 1114 + 216 1154 + 460
15min 981 = 175 941 + 200 1058 = 137 1097 = 439
20min 673 + 251 759 + 178 970 £ 180 936 + 448
Total 3896 + 629 3839 + 676 4381 += 600 4372 + 1735
Rearing (counts)
Smin 34 + 11 34 =+ 12 44 = 4 32 % 8
10min 31 £ 9 27 &+ 11 30 &+ 9 35 % 8
15min 26 + 8 21 =+ 6 29 = 9 25 % 9
20min 15 + 8 15 =+ 5 19 =+ 9 18 =+ 7
Total 105 £ 32 9% £+ 31 122 + 23 110 =+ 17

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 21. Motor activity of female rats at the last week of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of females 5 5 5 5

Administration period
Ambulation (counts)

Smin 1309 + 324 1039 = 267 1075 £+ 64 1162 £ 126
10min 1192 + 337 909 + 203 832 + 173 889 + 88
15min 1004 = 326 747 £ 220 757 + 283 788 + 118
20min 735 £ 271 512 = 174 546 + 274 625 + 305
Total 4241 = 1134 3207 £ 682 3209 £ 563 3465 + 274
Rearing (counts)

Smin 32 % 7 33 + 8 32 + 9 29 + 5
10min 22 + 9 24 =+ 8 27 + 22 23 + 8
15min 16 = 7 11 = 4 13 = 11 13 + 9
20min 8 + 6 7 % 4 9 + 9 10 =+ 10
Total 79 =+ 20 75 + 9 81 =+ 46 75 £ 24

Each value shows meanS.D. :
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 22. Motor activity of female rats at the last week of the dosing period, satellite group

Group Control (vehicle: water for injection) B-CH 1000 mg/kg
Number of females 5 S

Administration period
Ambulation (counts)

Smin 1163 + 55 1107 + 237
10min 1170 + 104 988 + 189
15min 1137 = 136 1003 + 344
20min 1004 + 145 912 + 281
Total 4474 £ 365 4010 + 998
Rearing (counts)
Smin 38 + 6 36 11
10min 41 + 18 32 £ 11
15min 39 % 11 36 £+ 23
20min 25 + 13 23 + 14
Total 144 + 36 127 + 49

Each value shows mean£S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 23-1. Urinalysis in male rats

] Quality”
Group :‘flzl‘:::ls Color Turbidity pH Protein Glucose Ketone Bilitubin ~ Occult blood  Urobilinogen
Light yellow - 6.5 70 75 8.0 + + 2+ - - + + - - + + + 2+
Control (vehicle: water for injection) 5 5 5 0 3 1 1 I 4 0 S 1 1 3 5 S 0 2 3 0
B-CH 100 mg/kg 5 5 5 0 1 2 2 1 3 1 5 1 4 0 5 5 0 4 i 0
B-CH 300 mg/kg 5 5 5 0 5 0 0 1 4 0 5 2 3 0 5 4 1 S 0 0
B-CH 100 mg/kg 5 5 5 2 3 0 0 0 2 3 5 1 0 4 5 5 0 2 2 1
Urinary sediments” . .
Uri Specifi . ) . ‘ )
o Number Redbiood Whiteblood . . Epithelia I”"eh, peatit E’ec"c"y;;’ /de"s“y E'“""'y';’ o volume
roup of males cells cells Ty cells volume gravity (mEq/L) (mEq )
- - - - + - (mL/24hr) Na K Cl Na K Cl
Control (vehicle: water for injection) 5 5 5 5 1 4 5 15.4 1.066 108.6 2204 125.0 1.67 3.36 1.89
+4.4 +0.009 +9.0 +20.6 +17.6 +0.45 +0.79 +0.41
B-CH 100 mg/kg 5 5 S 5 1 4 5 19.2 1.050 76.9 183.8 81.9 1.40 3.39 1.50
+5.9 +0.012 +33.5 +37.0 +39.3 +0.46 +0.54 +0.62
B-CH 300 mg/kg 5 5 5 5 0 5 5 238 1.050 91.9 183.4 97.4 1.93 397 2.08
+(1.4 +0.016 +30.6 +49.2 +34.2 +0.19 +0.67 +0.42
B-CH 100 mg/kg 5 5 5 5 [ 5 5 152 1.063 110.5 224 4 126.0 1.63 337 1.86
+4.2 +0.010 +25.4 +18.0 +23.1 +0.44 +0.77 +0.40

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative

Protein, +: 10 Sand<30 mg/dL ; +: 30=and < 100 mg/dL ; 2+: 100 = and <300 mg/dL
Glucose, -: negative

Ketone, -: negative ; +: 5 Sand < 10 mg/dL ; +: 10 =and <40 mg/dL

Bilirubin, -: negative

Occult blood, -: negative ; +: 0.03 =and <0.06 mg/dL

Urobilinogen, +: normal ; +: 2.0 <and <4.0 mg/dL ; 2+: 4.0 =and <8.0 mg/dL
Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed
Crystals, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean = S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 23-2. Urinalysis in male rats of the recovery period

Number Quality”
Group o fL;naIZS Color Turbidity pH Protein Glucose Ketone Bilirubin ~ Occult blood  Urobilinogen
Light yellow - 70 75 80 + + 2+ - - + + - - + + 24+
Control (vehicle: water for injection) S 5 5 2 3 0 1 3 1 5 1 i 3 5 5 2 2 1
B-CH 1000 mg/kg 5 5 S 3 0 2 1 4 0 5 1 22 5 5 2 3 0
Urinary sediments” N
1 i 1,0 b
Number Red blood  White blood Epithelial U”“em sPec.lﬁ; Electrolyte, density Electrolyte, gross volume
Group of males cells cells Casts  Crystals cells volume gravity (mEq/L) (mEq/24 hr)
- - - - + - (mL/24hr) Na K Cl Na K Cl
Control (vehicle: water for injection) 5 5 S 5 1 4 5 22.1 1.054 96.3 208.6 116.2 2.11 4.51 2.52
+5.1 +0.009  *19.6 +28.3 +19.6 +0.52 +0.46 +0.38
B-CH 1000 mg/kg 5 5 5 5 1 4 5 19.1 1.054 87.4 188.1 100.6 1.63 3.55 1.87
+2.5 +0.016  +34.1 £55.5 +48.2 +0.56 +0.99 +0.79

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative

Protein, +: 10=and <30 mg/dL ; +: 30 =and < 100 mg/dL ; 2+: 100=and <300 mg/dL
Glucose, -: negative

Ketone, -: negative ; +: 5=and < 10 mg/dL ; -+ 10 =and <40 mg/dL

Bilirubin, -; negative

Occult blood, -: negative

Urobilinogen, =+: normal ; +: 2.0=and<4.0 mg/dL, ; 2+: 4.0=and <8.0 mg/dL
Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed
Crystals, -: not observed; +: a few

a), values represent as humber of animals

b), values represent as mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 24-1. Urinalysis in female rats, satellite group

Number Quality”
Group of Color Turbidity pH Protein Glucose Ketone Bilirubin ~ Occult blood  Urobilinogen
females Light yellow - 60 65 70 80 - + + - - £+ - - + +
Control (vehicle: water for injection) 5 5 5 1 1 2 1 4 1 0 5 3 2 0 5 5 5 0
B-CH 100 mg/kg 5 5 5 0 1 4 0 3 0 2 5 4 0 1 5 5 4 1
Urinary sediments” . )
Number Red blood  White blood Epithelial Urmem Speflﬁ; Electrolyte, density™ Electrolyte, gross volume”
Group of cells cells Casts Crystals cells volume gravity (mEq/L) (mEq/24 hr)
females
- - - - ES - (mL/24hr) Na K Cl Na K Cl
Control (vehicle: water for injection) 5 5 5 5 3 2 5 13.8 1.048 81.4 184.5 99.0 1.09 2.51 1.33
+2.5 +0.010 +20.8 +25.0 +25.2 +0.15 +0.23 +0.20
B-CH 100 mg/kg 5 5 5 5 2 3 5 13.9 1.055 107.9 190.6 114.0 1.39 2.56 1.46
+3.6 +0.017 +42.7 +37.5 +53.8 +0.27 +0.27 +0.36

Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative

Protein, -: negative ; +: 10 =and <30 mg/dL ; +: 30=and < 100 mg/dL

Glucose, -: negative

Ketone, -: negative ; +: 5 <and < 10 mg/dL ; +: 10 =and <40 mg/dL

Bilirubin, -: negative
Occult blood, -: negative

Urobilinogen, +: normal ; +: 2.0 Sand <4.0 mg/dL
Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed

Crystals, -: not observed; +: a few
a), values represent as number of animals
b), values represent as mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of 3-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 24-2. Urinalysis in female rats of the recovery period

Number Quality”
Group of Color Turbidity pH Protein Glucose Ketone  Bilirubin  Occult blood  Urobilinogen
females Light yellow - 65 70 80 - + + - -+ - - £ +
Control (vehicle: water for injection) 5 5 5 2 3 0 1 3 1 5 5 0 S 5 3 2
B-CH 1000 mg/kg 5 5 5 2 2 i 1 2 2 5 2 3 5 5 23

Urinary sediments”

. . . D) - by
o Nug}ber Redblood  Whiteblood o Epithelial (f”“em Spec'lﬁg Electrolygs,/iensny Electrolytel;, g,/;(zlsi volume!
P cells cells Y cells volume gravity (mEq/L) (mEgq hr)
females
- - - - & - + (ml./24hr) Na K Cl Na K Cl

Control (vehicle: water for injection) 5 5 5 5 3 2 4 1 13.0 1.052 96.9 188.6 104.7 1.26 2.45 1.36

+0.9 +0.007 +18.8 +37.2 +31.1 +0.21 +0.48 +0.41
B-CH 1000 mg/kg S 5 5 5 1 4 4 1 16.4 1.044 77.3 159.3 82.8 1.14 232 1.20

+74 +0.016 +27.6 +68.1 +40.8 +0.20 +0.73 +0.50

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative

Protein, -: negative ; & 10=and <30 mg/dL ; +: 30 <and <100 mg/dL
Glucose, - negative

Ketone, -: negative ; +: 5=and <10 mg/dL

Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: normal ; +; 2.0=and <4.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed
Crystals and Epithelial cells, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean + S.D.

64



AEBAE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 25-1. Hematological findings of male rats at the end of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Number of males 5 5 5 5
RBC (X 10%u L) 853 + 19 882 + 35 859 £ 17 850 + 20
Hemoglobin (g/dL) 156 + 04 157 £ 03 157 £ 0.2 155 + 0.6
Hematocrit (%) 436 £ 09 434 = 1.1 437 £ 1.3 437 £ 20
MCV (fL) SI.1 £ 05 493 £ 25 509 £ 14 513 £ 1.6
MCH (pg) 182 =+ 04 178 £+ 0.8 183 = 04 182 + 0.5
MCHC (g/dL) 357 £ 05 361 £ 03 359 £ 0.6 355 = 04
Platelet(X104/u L) 1113 £ 150 1093 £ 134 1049 + 53 101.7 £+ 52
PT (sec) 199 = 49 228 £ 2.8 162 + 3.1 144 £ 0.7
APTT (sec) 256 + 1.5 27.0 £ 2.5 247 £ 3.0 22,1 £ 10
WBC (X 10% u L) 86.5 £ 394 89.1 =+ 270 69.6 = 23.1 66.3 £ 19.0

Differental leukocyte count (%)

Neutrophil 179 £ 7.6 17.6 = 7.2 227 £ 13 174 = 43
Eosinophil 14 = 03 1.6 = 04 1.5 £+ 0.7 1.5 = 04
Basophil 00 = 0.0 0.1 £ 0.1 00 = 00 0.1 = 0.1
Monocyte 46 £ 1.8 40 + 08 42 + |1 35 £ 03
Lymphocyte 760 £ 94 76.8 £ 6.6 71.7 £ 8.0 77.6 = 4.7
Reticulocyte count (%) 3.72 = 0.54 341 + 0.66 316 = 0.71 332 £ 032

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 25-2. Hematological findings of male rats at the end of the recovery period

Group Control (vehicle: water for injection) B-CH 1000 mg/kg

Number of males 5 5
RBC (X 10% L) 793 = 37 796 + 39
Hemoglobin (g/dL) 137 £+ 0.9 139 = 0.7
Hematocrit (%) 405 £ 21 41+ 19
MCV (fL) 51,1 = 0.8 51,6 £ 1.9
MCH (pg) 172 £+ 05 174 £ 06
MCHC (g/dL) 337 £ 0.7 338 £ 05
Platelet (X 10% 1 L) 110.7 + 158 1052 = 84
PT (sec) 169 £ 2.2 167 + 23
APTT (sec) 256 = 1.1 261 £ 1.8
WBC (X 10% 1 L) 102.7 + 23.6 955 = 119

Differental leukocyte count (%)

Neutrophil 206 £ 5.1 140 £+ 4.0
Eosinophil I.I £ 0.6 1. £ 03
Basophil 00 £ 00 00 = 0.1
Monocyte 41 +£ 1.1 36 £ 1.5
Lymphocyte 741 £ 6.0 812 + 5.0
Reticulocyte count (%) 432 £ 0.63 337 + 0.39 *

Each value shows mean*S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 26-1. Hematological findings of female rats at the end of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Number of females 5 5 5 5
RBC (X10%/u L) 686 = 38 680 = 57 668 + 41 656 = 60
Hemoglobin (g/dL) 137 = 038 135 £ 0.9 130 £ 0.8 13.1 + 1.2
Hematocrit (%) 40.1 = 1.6 398 £ 25 383 £ 24 39.1 £ 3.0
MCV (fL) 585 = 24 587 £ 26 574 £ 24 598 + 1.7
MCH (pg) 200 = 0.7 199 £+ 08 194 =+ 04 20.1 + 04
MCHC (g/dL) 342 = 1.0 339 = 06 339 £ 038 336 + 0.5
Platelet (X 10% 1 L) 1119 £ 96 1163 £ 56 1228 + 185 1259 + 7.7
PT (sec) 124 + 03 127 £ 0.6 125 £ 0.5 123 £+ 02
APTT (sec) : 204 = 08 202 + 0.6 196 = 0.8 202 = 1.1
WBC (X 10% u L) 139.6 £ 32.0 126.4 + 224 119.1 + 258 1194 + 239

Differental leukocyte count (%)

Neutrophil 351 £ 95 41.6 + 13.5 372 £ 44 376 + 83
Eosinophil 07 £ 03 08 £ 03 08 £ 0.6 07 + 03
Basophil 00 = 0.0 00 £ 0.0 00 = 0.0 00 + 00
Monocyte 35 £ 12 33 £+ 07 36 + 0.7 3.0 £+ 08
Lymphocyte 60.7 + 93 543 = 137 584 + 4.1 586 + 8.0
Reticulocyte count (%) 821 £ 1.24 7.02 + 1.69 743 + 3.46 9.11 + 3.68

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<(0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 26-2. Hematological findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) B-CH 1000 mg/kg

Number of females 5 5
RBC (X 10% 1 L) 806 = 30 778 32
Hemoglobin (g/dL) 153 = 06 144 £ 02 *
Hematocrit (%) 419 = 1.2 402 £ 09 *
MCV (fL) 520 £ 1.3 51.7 £ 1.6
MCH (pg) 189 £ 05 185 + 0.6
MCHC (g/dL) 364 £ 05 359 £ 0.6
Platelet (X 10%/ 1 L) 109.1 + 17.2 1146 = 72
PT (sec) 1.7 £ 03 1.9 = 0.6
APTT (se;;) 208 + 0.8 203 + 1.1
WBC (X10% 1 L) 539 £ 147 533 + 24.1

Differental leukocyte count (%)

Neutrophil 149 £ 45 140 + 4.1
Eosinophil 1.8 = 03 24 = 12
Basophil 0.0 =+ 0.0 00 = 00
Monocyte 3.2 i- 0.9 38 £ 14
Lymphocyte 80.1 £ 53 797 £ 6.2
Reticulocyte count (%) 365 £ 1.18 2.86 = 0.59

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 26-3. Hematological findings of female rats at the end of the recovery period

Group Control (vehicle: water for injection) B-CH 1000 mg/kg

Number of females 5 5
RBC (X 10% 1 L) 759 = 30 774 + 47
Hemoglobin (g/dL) 142 + 04 141 £ 1.0
Hematocrit (%) 414 + 1.7 413 = 25
MCV (fL) 545 + 1.1 534 £ 1.8
MCH (pg) 18.7 £ 0.3 183 + 0.5
MCHC (g/dL) 343 £ 06 342 £ 07
Platelet (X 10"/ 1 L) 98.7 + 43 955 + 156
PT (sec) 113 £+ 04 119 £ 05 *
APTT (sec) 215 + 1.1 19.8 = 2.1
WBC (X 10% 2 L) 389 = 119 343 + 105

Differental leukocyte count (%)

Neutrophil 147 £ 25 167 + 3.9
Eosinophil 21 + 1.1 1.5 = 04
Basophil 0.0 £ 0.0 0.0 £ 00
Monocyte 32 + 1.1 28 £ 1.0
Lymphocyte 80.0 = 35 789 + 4.6
Reticulocyte count (%) 3.14 = 027 332 £ 058

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental foxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 27-1. Biochemical findings of male rats at the end of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of males 5 5 5 5

Total protein g/dl - 56 + 03 56 = 0.2 6.0 + 0.2 56 + 03
Albumin g/dL 36 + 0.1 3.7 £ 0.1 3.7 £ 0.1 36 = 02
A/G 1.86 + 0.18 192 + 0.24 1.69 = 0.10 1.84 =+ 0.27
Glucose mg/dL 143 + 19 148 + 19 136 + 12 137 = 12
Total cholesterol mg/dL 44 + 3 37 £5 49 =+ 17 49 =+ 8
Triglyceride mg/dL 54 + 21 37 £ 15 37 £ 10 24 £ 5 %
Phospholipid mg/dL 80 = 4 71 £ 5 83 + 19 78 £ 6
AST U/L 65 + 8 68 + 8 67 £ 5 71 + 14
ALT U/L 31 £ 5 32 £ 2 37 £ 6 39 £ 7
v-GTP U/L 0 =0 0 £0 0 £0 0 +£0
LDH u/L 122 + 89 163 + 45 242 + 111 221 £ 83
Bile acid pmol/L 159 =+ 8.1 7.7 + 5.1 6.1 + 14 55 £ 1.3
BUN mg/dL 18 + 2 15 =2 18 + 2 16 + 2
Creatinine mg/dL 0.5 + 0.1 06 =+ 0.1 0.5 = 0.1 0.6 = 0.1
Total bilirubin mg/dL 0.06 = 0.01 0.05 + 0.01 0.06 =+ 0.01 0.06 = 0.02
ALP u/L 345 + 48 336 + 59 308 + 39 343 + 53
Inorganic phosphorus  mg/dL 57 £ 03 62 + 05 6.1 + 0.2 54 £ 03
Ca mg/dL 9.0 £ 05 93 %= 05 96 + 0.2 9.0 =+ 0.3
Na mEq/L 1439 + 0.6 1443 + 1.1 1439 + 04 1442 =+ 0.8
K mEq/L 3.82 + 0.19 397 + 037 397 * 0.12 395 + 022
Cl mEq/L 107.1 = 1.1 1069 + 1.8 106.4 + 0.9 1069 =+ 1.5

Each value shows mean £ S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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REREE R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 27-2. Biochemical findings of male rats at the end of the recovery period

Group
Number of males

Control (vehicle: water for injection)

B-CH 1000 mg/kg

5

5

Total protein g/dL
Albumin g/dL
A/G

Glucose mg/dL
Total cholesterol mg/dL
Triglyceride mg/dL
Phospholipid mg/dL
AST U/L
ALT U/L
y-GTP UL
LLDH U/L
Bile acid pumol/L
BUN mg/dL
Creatinine mg/dL
Total bilirubin mg/dL
ALP U/L
Inorganic phosphorus mg/dL
Ca mg/dL
Na mEq/L
K mEq/L
Cl mEq/L

5.7
3.7
1.91
141
44
41
76
65
27

206
24.1
15
0.5
0.05
230
6.5
9.4
143.8
3.86
107.1

BB B W M OB K OH B KK H K K KR K K H KR

0.1
0.2
0.18

17.7
2
0.0
0.02
35
1.0
0.2
0.9
0.37
2.1

5.6
3.6
1.90
141
47
30
76
66
28

233
104
15
0.5
0.05
232
6.3
9.3
144.2
3.68
107.4

HOH K K WK H K K H KKK KKK KR WK

0.3
02
0.07

0.01
43
0.5
0.3
0.7
0.24
1.3

Each value shows mean = S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 28-1. Biochemical findings of female rats at the end of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of females 5 .5 5 5

Total protein g/dL 6.1 + 0.1 59 + 03 59 + 04 59 + 0.2
Albumin g/dL 42 + 0.1 40 =+ 0.2 40 + 0.2 41 £ 0.2
A/G 2.17 £ 0.15 218 + 0.14 225 + 0.30 225 £ 0.15
Glucose mg/dL 147 + 6 135 + 20 141 + 14 132 = 13
Total cholesterol mg/dL 61 + 4 64 £ 9 57 + 4 57 = 13
Triglyceride mg/dL 62 + 25 4 =+ 19 48 + 10 45 + 23
Phospholipid mg/dL 130 + 15 128 =+ 16 113 £ 6 115 + 21
AST U/L 76 £ 20 79 15 76 + 18 76 =+ 13
ALT U/L 45 + 7 43 + 7 53 + 17 50 = 14
v-GTP U/L 0 £0 0 +£0 0 =0 0 £0
LDH U/L 68 + 32 88 =+ 56 97 + 47 62 =+ 25
Bile acid pmol/L. 179 + 4.2 117 + 1.6 149 =+ 8.1 112 + 3.4
BUN mg/dL 15 £2 16 £3 15 + 4 14 + 2
Creatinine mg/dL 0.6 + 0.1 06 + 0.1 0.5 £ 0.0 06 + 0.1
Total bilirubin mg/dL 0.10 + 0.01 0.09 + 0.03 0.08 =+ 0.01 0.08 + 0.01
ALP u/L 160 + 53 198 + 57 214 + 40 178 + 102
Inorganic phosphorus  mg/dL 64 + 1.0 6.7 + 0.6 6.3 + 0.7 62 + 03
Ca mg/dL 9.7 + 0.3 9.7 + 03 94 + 0.2 97 +£ 03
Na mEq/L 1404 + 1.0 141.7 = 0.6 1419 + 1.4 1424 £+ 2.0
K mEq/L 403 + 0.25 3.82 + 0.20 394 £+ 0.26 3.92 + 0.56
Cl mEq/L 1045 + 2.1 1058 + 1.6 106.7 = 1.0 107.6 + 2.5

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

72



B B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administratibn in rats

Table 28-2. Biochemical findings of female rats at the end of the dosing period, satellite group

B-CH 1000 mg/kg

5

Group Control (vehicle: water for injection)
Number of females 5

Total protein g/dL 6.0 + 0.2
Albumin g/dL 42 £ 0.2
A/G 226 + 0.26
Glucose mg/dL 120 = 16
Total cholesterol mg/dL 63 £ 5
Triglyceride mg/dL 14 £ 2
Phospholipid mg/dL 117 = 8
AST u/L 66 += 10
ALT U/L 29 £ 11
v-GTP U/L 0 £0
LDH U/L 64 + 21
Bile acid umol/L 192 + 8.7
BUN mg/dL 18 + 2
Creatinine mg/dL 0.6 £ 0.1
Total bilirubin mg/dL 0.08 + 0.02
ALP U/L 197 + 36
Inorganic phosphorus mg/dL 44 + 04
Ca mg/dL 9.1 + 0.2
Na mEq/L 1429 £ 1.0
K mEq/L 3.67 + 0.12
Cl mEgq/L 107.5 = 0.9

6.3
4.4
2.38
138
62
18
123
143
92

115
12.3
17
0.7
0.09
187
42
9.6
142.9
3.60
106.7

B H H W K B H KB KKK HHHHH KR KK

0.5
0.4
0.22
15

14
96

73
5.9

0.1
0.03
33
0.5
03 *
0.7
0.18
1.0

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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A BR2E S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 28-3. Biochemical findings of female rats at the end of the recovery period

Group
Number of females

Control (vehicle: water for injection)

B-CH 1000 mg/kg

5

5

Total protein g/dL
Albumin g/dL
A/G

Glucose mg/dL
Total cholesterol mg/dL
Triglyceride mg/dL
Phospholipid mg/dL
AST U/L
ALT U/L
v-GTP U/L
LDH U/L
Bile acid umol/L
BUN mg/dL
Creatinine mg/dL
Total bilirubin mg/dL
ALP U/L
Inorganic phosphorus mg/dL
Ca mg/dL
Na mEq/L
K mEq/L
Cl mEqg/L

6.3
4.4
2.37
119
69
21
128
63
29
0
88
12.2
19
0.7
0.08
120
4.1
9.6
143.6
3.39
108.6

BB W M B B W B M N W H B R B K K WK B W

0.5
03
0.08
10
15
16
28

6

10
0

39
2.6
2
0.1
0.02
15
04
0.5
1.5
0.22
1.7

59
4.1
2.35
131
56
16
105
73
35

17
7.3
17
0.6
0.09
129
34
9.0
1443
3.12
109.8

HoH W OB OH WK B KK KKK H KKK KRR KR

0.2 *
0.2
0.28
17

6

6

10

19

17

0

59
2.8 *

0.1
0.03
19
0.8
0.1 *
0.7
0.20
1.0

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **; P<0.01).

74



RERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-
hydroxypropy! ethers by oral administration in rats

Table 29-1. Organ weights of male rats at the end of the dosing period

Group Control (vehicle: water for injection) ~ B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of males 7 12 12 7
Body weight (g) 507.7 +  24.1 4966 + 497 507.6 = 365 5020 + 118
Brain (mg) 2043.1 = 771 20251 £ 96.0 20116 = 1095 20553 = 726
(mg/g) 4.028 = 0.146 4110 £ 0392 3984 + 0.376 4095 =+ 0.137
Thymus (mg) 2656 = 430 3242 + 1163 2798 + 980 2880 + 599
(mg/g) 0.524 = 0.087 0.650 + 0237 0549 + 0.179 0574 + 0.118
Heart (mg) 15339 = 1708 14906 = 168.6 14728 = 103.0 14403 + 129.1
(mg/g) 3.025 x 0360 3005 = 0230 2904 = 0.109 2.870 £ 0.264
Liver (mg) 139509 =+ 2322.1 13379.1 + 24599 140638 + 1779.3 134312 + 7904
(mg/g) 27392 + 3552 26.765 + 2.735 27670 + 2302 26766 = 1.643
Kidney (R) (mg) 1677.0 + 1316 16767 = 152.7 1686.7 = 164.1 16376 + 1507
(mg/g) 3305 = 0.239 3.396 + 0353 3.328 + 0284 3264 = 0.309
Kidney (L) (mg) 16953 = 2286 16842 + 198.1 16713 = 1457 16224 =+ 98.0
(mg/g) 3339 & 0427 3402 = 0349 3299 = 0270 3232 = 0.186
Kidneys (mg) 33723 £ 3545 33609 + 3452 33580 += 3048 32600 £ 2455
(mg/g) 6.644 + 0.653 6798 + 0.685 6.628 + 0.543 6496 £ 0.493
Spleen (mg) 796.7 £ 1093 8249 = 1308 8696 + 1257 8126 + 1140
(mg/g) 1573 + 0237 1.667 + 0.260 1720 = 0.269 1620 + 0.236
Testis (R) (mg) 1649.1 +  90.7 16689 = 963 17211 £ 1752 17182 = 1266
(mg/g) 3251 £+ 0.170 3403 = 0489 339 + 0326 3425 = 0.281
Testis (L) (mg) 16629 =+ 88.4 16593 + 1022 17095 = 1721 17126 + 129.2
(mg/g) 3277 £ 0.130 3382 & 0478 3374 = 0.330 3414 = 0.287
Testes (mg) 33120 = 1724 33282 = 1929 34306 = 3439 3430.8 + 2538
(mg/g) 6.527 £ 0.287 6.785 + 0.962 6.770 + 0.649 6.840 =+ 0.564
Epididymis (R) (mg) 636.7 + 450 6450 =+ 42.8 653.1 =+ 63.8 6418 =+ 43.2
(mglg) 1.255 + 0.085 1.312 = 0.160 1293 = 0.156 1280 + 0.098
Epididymis (L) (mg) 6416 * 446 6339 + 489 6380 = 762 6415 £ 455
(mg/g) 1.264 = 0.067 1.285 = 0.127 1.262 = 0.174 1279 + 0.109
Epididymides (mg) 12783 + 86.9 12788 = 85.5 1291.1 + 1363 12833 = 86.0
(mg/g) 2519 = 0.147 2597 = 0.280 2555 + 0324 2559 £+ 0.203

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

75



RERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-
hydroxypropyl ethers by oral administration in rats

Table 29-1 (continued). Organ weights of male rats at the end of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of males 7 12 12 7
Prostate, ventral (mg) 5863 =+ 98.6 6364 = 121.0 603.8 + 128.6 5479 + 1273
(mg/g) 1.155 + 0.188 1.286 + 0233 1.195 + 0.260 1.089 = 0.241
Seminal vesicles (mg) 18407 = 4057 17476 = 3063 17720 + 2398 17644 + 2018
(mg/g) 3617 + 0.739 3.539 + 0.646 3.500 + 0459 3511 + 0.352
Thyroid gland (mg) 179 =+ 3.8 199 =+ 33 168 =+ 35 199 * 33
(mg/g) 0.035 + 0.008 0.040 + 0.008 0033 = 0.008 0.040 + 0.007
Adrenal gland (R) (mg) 27.1 % 28 264 + 4.3 274 = 5.5 289 =+ 38
(mg/g) 0.054 + 0.006 0.054 + 0.012 0.054 = 0010 0.058 + 0.007
Adrenal gland (L) (mg) 285 = 35 283 = 6.0 292 = 5.8 298 =+ 4.1
(mg/g) 0.056 + 0.007 0.058 + 0.017 0.058 + 0.011 0.059 + 0.008
Adrenal glands (mg) 556 % 5.7 547 + 10.1 566 = 112 587 =+ 7.7
(mg/g) 0.110 £ 0.011 0.112 + 0.028 0.112 + 0.020 0.117 '+ 0.015

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-
hydroxypropy! ethers by oral administration in rats

Table 29-2. Organ weights of male rats at the end of the recovery period

Group Control (vehicle: water for injection) B-CH 1000 mg/kg
Number of males 5 5
Body weight (2) 5503 = 18.5 5436 = 17.2
Brain (mg) 20614 = 110.6 21041 =+ 312
(mg/g) 3.748 = 0203 3873 = 0.110
Thymus (mg) 3559 =+ 475 2594 684 *
(mg/g) 0.646 = 0.076 0479 + 0132 *
Heart (mg) 1555.0 =+ 56.4 1468.0 =+ 49.6 *
(mg/g) 2827 + 0.109 2704 +  0.161
Liver (mg) 148827 =+ 17349 145325 *  763.7
(mg/g) 27.044 = 2991 26731 = 1.024
Kidney (R) (mg) 1631.2 =+ 80.4 1640.5 =+ 97.8
(mg/g) 2966 *= 0.160 3.023 + 0.246
Kidney (L) (mg) 1621.8 = 379 16673 + 118.1
(mg/g) 2950 + 0.119 3.072 £ 0276
Kidneys (mg) 3253.0 + 116.0 3307.8 = 206.5
(mg/g) 5916 + 0.268 6.095 = 0.508
Spleen (mg) 9314 =+ 65.5 9238 =+ 77.8
(mg/g) 1692 = 0.106 1.702 + 0.174
Testis (R) (mg) 1661.0 =+ 79.9 17002 = 111.7
(mg/g) 3.024 = 0237 3.125 +  0.123
Testis (L) (mg) 16792 = 73.7 1679.9 = 119.6
(mg/g) 3.057 £ 0227 3.088 = 0.149
Testes (mg) 33402 = 1522 3380.1 = 2297
(mg/g) 6.082 = 0462 6213 = 0.268
Epididymis (R) (mg) 689.4 =+ 89.8 6774 =+ 60.9
(mg/g) 1253 = 0.164 1.246 + 0.106
Epididymis (L) (mg) 671.8 =+ 96.1 669.8 =+ 55.8
(mg/g) 1.221 £ 0.174 1232 £ 0.098
Epididymides (mg) 1361.2 + 1852 13472 + 1156
(mg/g) 2475 = 0.336 2478 + 0200

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HBREE R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of $-Cyclodextrin, 2-
hydroxypropy! ethers by oral administration in rats

Table 29-2 (continued). Organ weights of male rats at the end of the recovery period

Group Control (vehicle: water for injection) B-CH 1000 mg/kg
Number of males 5 5
Prostate, ventral (mg) 613.7 £ 1633 7281 + 1334
(mg/g) 1.121 + 0312 1340 = 0.249
Seminal vesicles (mg) 1615.1 =+ 77.6 18993 + 3758
(mg/g) 2940 + 0.225 3484 +  0.620
Thyroid gland (mg) 209 = 39 195 «+ 2.7
(mg/g) 0.038 = 0.008 0.036 + 0.004
Adrenal gland (R) (mg) 260 =+ 2.4 274 =+ 6.7
(mg/g) 0.047 + 0.005 0.051 = 0.012
Adrenal gland (L) (mg) 272 = 3.8 294 =+ 6.9
(mg/g) 0.049 = 0.007 0.054 + 0013
Adrenal glands (mg) 532 = 6.0 56.8 = 134

(mg/g) 0.097
Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

H

0.011 0.104 + 0.024
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-
hydroxypropyl ethers by oral administration in rats

Table 30-1. Organ weights of female rats at the end of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of females 12 12 11 12
Body weight (&) 3085 * 158 3138 & 190 3036 £ 166 3086 + 170
Brain (mg) 1872.6 + 488 1887.1 = 693 18826 = 552 18863 = 44.1
(mg/g) 6.083 = 0.337 6.030 = 0.370 6.220 + 0.427 6.128 + 0.341
Thymus (mg) 2020 = 677 2314 + 643 2096 += 859 199.1 + 475
(mg/g) 0.655 = 0.221 0.740 + 0.216 0.682 = 0.252 0.644 £ 0.142
Heart (mg) 986.7 = 634 1024.7 + 89.7 9854 = 472 10054 + 74.0
(mg/g) 3.202 £ 0.204 3.268 = 0.248 3.251 + 0.170 3.258 + 0.146
Liver (mg) 10088.1 =+ 816.0 10367.1 + 512.0 100325 + 517.7 10173.7 + 606.2
(mg/g) 32,698 + 2.045 33.126 + 2293 33.151 = 2.732 32993 + 1.552
Kidney (R} (mg) 9771 + 83.6 1039.5 + 653 999.8 = 744 10379 += 89.7
(mg/g) 3.172 = 0.285 3322 £ 0.267 3.296 + 0.218 3.364 £ 0.239
Kidney (L) (mg) 9773 * 889 10209 + 827 9709 + 682 1001.5 = 827
(mg/g) 3.175 = 0333 3260 + 0.278 3.201 = 0.201 3.248 + 0.246
Kidneys (mg) 19544 + 164.8 20604 + 1458 1970.8 £ 137.7 20393 = 166.8
(mg/g) 6.348 = 0.596 6.581 = 0.535 6.498 + 0.401 6.613 + 0.464
Spleen (mg) 646.7 = 76.5 7107 = 815 7259 =+ 121.0 787.4 = 3121
(mg/g) 2097 = 0.233 2274 *+ 0305 2393 + 0386 2.568 + 1.094
Ovary (R) (mg) 488 + 69 520 = 9.7 478 = 73 497 + 94
(my/g) 0.158 = 0.021 0.165 = 0.025 0.158 =+ 0.027 0.161 =+ 0.027
Ovary (L) (mg) 509 =% 8.7 521 % 6.7 515 = 72 478 =+ 4.7
(mg/g) 0.164 + 0.024 0.167 = 0.029 0.170 £ 0.025 0.155 % 0.015
Ovaries (mg) 996 = 120 104.1 = 8.4 99.3 = 8.6 975 «= 120
(mg/g) 0323 = 0.032 0.332 = 0.030 0329 = 0.037 0316 + 0.034
Uterus {mg) 5358 = 58.0 5928 £ 66.0 5555 + 595 614.8 = 1003
(mg/g) 1.735 + 0.147 1.895 = 0.240 1.833 = 0.213 1990 + 0.288
Thyroid gland (mg) 4.1 = 3.1 147 = 32 143 = 33 149 = 21
(mg/g) 0.046 % 0.010 0.047 + 0.012 0.047 = 0.010 0.048 + 0.007
Adrenal gland (R) (mg) 384 = 46 388 £ 47 379 = 47 418 = 72
(mg/g) 0.125 =+ 0.016 0.124 * 0.017 0.125 + 0.015 0.136 + 0.022
Adrenal gland (L) (mg) 404 = 44 414 £ 56 405 £ 4.6 461 = 78
(mg/g) 0.131 = 0.016 0.133 = 0.021 0.134 = 0.016 0.149 = 0.023
Adrenal glands (mg) 788 + 85 802 £ 10.1 785 = 91 879 £ 149
(mg/g) 0.256 =+ 0.030 0.257 + 0.037 0.259 + 0.030 0.285 =+ 0.045

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-
hydroxypropyl ethers by oral administration in rats

Table 30-2. Organ weights of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) B-CH 1000 mg/kg
Number of females 5 5
Body weight (8 27717 + 13.0 2946 + 20.6
Brain (mg) 1846.0 = 65.6 19322 + 68.9
(mg/g) 6.656 = 0.326 6.587 + 0.564
Thymus (mg) 2792 + 25.7 259.7 46.1
(mg/g) 1.006 + 0.092 0879 + 0.114
Heart (mg) 916.1 + 14.6 9478 + 94.0
(mg/g) 3304 = 0.159 3216 = 0207
Liver (mg) 7216.1 £ 4556 82102 + 6383 *
(mg/g) 25970 = 0.486 27858 + 0411 #*
Kidney (R) (mg) 9180 + 454 995.6 =+ 60.4
(mg/g) 3311 £ 0.224 3384 + 0.138
Kidney (L) (mg) 901.1 =+ 21.3 966.1 =+ 51.9 *
(mg/g) 3251 = 0.169 : 3289 + 0.234
Kidneys (mg) 18192 + 66.4 19618 += 1062 *
(mg/g) 6.562 + 0.386 6672 = 0363 -
Spleen (mg) 565.1 = 62.7 6178 =+ 78.9
(mg/g) 2037 = 0219 2.100 = 0255
Ovary (R) (mg) 393 % 43 498 = 11.2
(mg/g) 0.142 = 0.019 0.168 + 0.036
Ovary (L) : (mg) 445 5.0 46.1 + 9.0
(mg/g) 0.161 + 0.019 0.156 = 0.030
Ovaries (mg) 838 =+ 8.9 95.8 =+ 19.8
(mg/g) 0303 + 0.038 0325 = 0.064
Uterus (mg) 5035 + 168.0 4815 = 50.9
(mg/g) 1.806 = 0.562 1.639 + 0.189
Thyroid gland (mg) 147 =+ 15 146 %= 1.8
(mg/g) 0.053 + 0.004 0.050 =+ 0.007
Adrenal gland (R) (mg) 369 =x 1.8 338 =+ 4.4
(mg/g) 0.133 + 0.008 0.114 + 0.009 **
Adrenal gland (L) (mg) 371 % 1.5 347 + 3.5
(mg/g) 0.134 = 0.006 0.118 + 0.008 **
Adrenal glands (mg) 740 % 25 68.5 + 7.7
(mg/g) 0267 + 0.013 0232 + 0.016 **

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 3-Cyclodextrin, 2-
hydroxypropyl ethers by oral administration in rats

Table 30-3. Organ weights of female rats at the end of the recovery period

Group Control (vehicle: water for injection) B-CH 1000 mg/kg
Number of females 5 5
Body weight (8 3011 % 17.2 2902 =+ 26.7
Brain (mg) 1886.3 =+ 334 19177 = 64.3
(mg/g) 6279 + 0298 6.645 = 0.550
Thymus (mg) 3038 =+ 56.7 2811 + 65.3
(mg/g) 1016 + 0222 0973 + 0236
Heart (mg) 9359 =+ 224 8530 = 48.7 **
(mg/g) 3.118 = 0.205 2957 + 0296
Liver (mg) 74755 + 4624 69177 + 4634
(mg/g) 24845 + 1.187 23919 + 1.676
Kidney (R) (mg) 9196 =+ 28.6 855.0 =+ 494 *
(mg/g) 3.064 = 0218 2056 + 0.183
Kidney (L) (mg) 903.6 =+ 90.6 841.1 =+ 54.7
(mg/g) 3.003 = 0.269 2911 + 0248
Kidneys (mg) 18232 += 1092 1696.1 + 102.1
(mg/g) 6.066 = 0407 5868 + 0430
Spleen (mg) 5815 =+ 56.7 5464 =+ 46.9
(mg/g) 1930 £ 0.113 1.889 = 0.157
Ovary (R) (mg) 438 = 7.3 403 = 3.7
(mg/g) 0.146 = 0.031 0.140 = 0.014
Ovary (L) (mg) 424 =+ 47 40.1 «= 2.9
(mg/g) 0.141 = 0.011 0.139 + 0.012
Ovaries (mg) 862 + 74 804 + 5.1
(mg/g) 0287 + 0.031 0278 + 0.022
Uterus (mg) 680.0 + 207.5 887.1 = 2064
(mg/g) 2276 £ 0.734 3.039 -+ 0.579
Thyroid gland (mg) 124 =+ 1.7 142 =+ 34
(mg/g) 0.041 = 0.007 0.048 + 0.008
Adrenal gland (R) (mg) 303 =+ 36 289 % 34
(mg/g) 0.101 = 0.015 0.100 + 0.013
Adrenal gland (L) (mg) 322 =+ 2.6 309 =+ 4.9
(mg/g) 0.107 + 0.013 0.107 + 0.018
Adrenal glands (mg) 626 =+ 5.9 59.7 8.0

(mg/g) 0.209
Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

H

0.027 0.207 = 0.030
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RERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 31-1. Macroscopic findings of male rats at the end of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Findings Grade - P - P - P - p
Epididymis

Nodule, yellowish white, caudal, unilateral 7 0 11 i 12 0 7 0
Liver

Dark colored spot, scattered 7 0 i1 1 12 0 7 0
Skin

Soiled fur, eyelid/perinasal area 7 0 11 i 12 0 7 0
Thymus

Small 7 0 11 1 12 0 7 0

- : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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AERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Table 31-2. Macroscopic findings of male rats at the end of the recovery period

Group Control (vehicle: water for injection) B-CH 1000 mg/kg
Findings Grade - P - P
All organs and tissues ’
5 0 5 0

- : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 32-1. Macroscopic findings of female rats at the end of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Findings Grade - P - P - P - P
Glandular stomach

Recessed area, mucosa, dark 10 2 11 1 11 0 10 2

Reddish area, mucosa 12 0 12 0 11 0 11 I
Spleen

Adhesion with adipose tissue 12 0 12 0 11 0 i1 1

Atrophy, partially 12 0 12 0 11 0 11 1

- : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Table 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle; water for injection) B-CH 1000 mg/kg
Findings Grade - P - P
All organs and tissues
5 0 5 0

- : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 32-3. Macroscopic findings of female rats at the end of the recovery period

Group Control (vehicle: water for injection) B-CH 1000 mg/kg
Findings Grade - P - P
All organs and tissues
5 0 5 0

- : No abnormal changes P : Non-graded change
Numerals represent the number of animals.

86



HEAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 33. Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Group Com oil (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Findings Grade - &+ 2+ 3+ P NE -+ + 2+ 3+ P NE - & + 2+ 3+ P NE - & + 2+ 3+ P NE
Brain 3 2 0 12 0 12 5 2
Spinal cord 5 2 0 12 0 12 3 2
Pituitary gland 5 2 0 12 0 12 5 2
Submandibular gland 3 2 0 12 0 12 5 2
Sublingual gland 3 2 0 I2 [ 12 5 2
Lymph node. submandibutar 5 2 0 12 0 12 5 2
Thyroid gland

Ultimobranchial body 4 2 0 0 12 0 0 12 5 0 2
Parathyroid gland 5 2 0 12 0 12 3 2
Thymus

Atrophy 5 0 0 0 0 2 0 0 0 1 0 11 6 0 0 0 0 t2 5 0 0 0 0 2
Heart

Degencration/fibrosis, myocardial, focal 32 0 0 0 2 0O 0 0 0 0 12 0 0 0 0 0 12 50 0 0 0 2
Trachca 5 2 0 12 0 12 5 2
Lung

Accumulation. foam celf, alveolus 4 1L 0 0 0 2 0O 0 0 0 0 12 00 0 0 0 12 23 0 0 0 2
Bronchus 3 2 0 12 0 12 3 2
Liver

Degeneration, vacuolar, hepatocyte, centrilobular 4 1 0 0 0 2 L 0 0.0 0 11 0 0 0 0 0 12 50 0 0 0 2

Fatty change, hepatocyte, periportal 1 4 0 0 0 2 Ot 0 0 0 1 0 0 0 06 0 12 1 4 0 0 0 2

Hypertrophy. hepatocyte, centrilobular 4 1 0 0 0 2 I 0 0 0 0 i1 0O 0 0 0 0 12 5 0 0 0 0 2

Microgranutoma 0 3 0 0 0 2 0O 1 0 0 0 11 0O 0 0 0 0 12 0 35 0 0 0 2

Necrosis. focal. scattered 5.0 0 0 0 2 0 0 1 0 0 1 0O 0 0 0 0 12 5.0 0 0 0 2
Pancreas 5 2 0 12 0 12 5 2
Stomach 5 2 0 12 0 12 5 2
Duodenum 5 2 0 12 0 12 5 2
Jejunum 5 2 [ 2 4 12 5 2
Tlewmn 5 2 0 12 [ 12 5 2
Cecum 5 2 [ 2 0 12 3 2
Colon 5 2 0 2 0 12 5 2
Rectum 3 2 0 12 0 12 5 2
Lymph node, ic 3 2 0 12 0 12 2

- : No abnormal changes £: Very slight +: Slight 2+ Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 33 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Group Com oil (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Findings Grade -+ + 2+ 3+ P NE -+ + 2+ 3+ P NE -+ + 2+ 3+ P NE -+ + 2+ 3+ P NE
Spleen

Deposit, pigment, brown 0 0 5 0 0 2 0O 0 0 0 O 12 o 0 0 0 O 12 0o 1 2 2 0 2

Hematopoiesis, extramedullary o 1 t 3 0 2 0 0 0 0 O 12 0O 0 0 0 O 12 o 1 3 1 0
Kidney

Basophilic tubule, cortex 1 4 0 0 0 2 0 0 0 0 O 12 0 0 0 0 0 12 2 3 0 0 0 2

Mineralization, cortico-medullary junction/ medulla 4 1 0 0 O 2 0 0 0 0 O 12 0O 0 0 0 O 12 4 1 0 0 O 2
Urinary bladder 5 2 0 12 0 12 5 2
Adrenal gland

Hypertrophy, zona glomerulosa 50 0 0 0 2 0 0 0 0 0 12 0 0 0 0 O 12 4 1 0 0 O 2

Vacuolation, zona fasciculata 5.0 0 0 0 2 0 0 0 0 O 12 0 0 0 0 0 12 4 1 0 0 O 2
Testis

Atrophy, seminiferous tubule, unilateral 4 1 0 0 O 2 0 0 0 0 o0 12 00 0 0 0 12 5 0 0 0 O 2
Epididymis

Granuloma, spermatic, caudal, unilateral 5 0 2 0 111 0 0 12 5 0 2
Prostate

Cellular infiltration, lymphocyte, interstitial 3 2 0 0 0 2 0 0 0 0 0 12 0 0 0 0 0 12 31 1 0 0 2
Seminal vesicle 5 2 0 12 0 12 5 2
Coagulating gland 5 2 0 12 0 12 5 2
Eyeball 5 2 0 12 0 12 5 2
Harderian gland

Cellular infiltration, lymphocyte, interstitial 4 1 0 0 O 2 0O 0 0 0 0 12 00 0 0 0 12 5 0 0 0 O 2
Sciatic nerve 5 2 0 12 0 12 5 2
Skeletal muscle 5 2 0 12 0 12 5 2
Femur 5 2 0 12 0 12 5 2
Marrow, femur S 2 0 12 0 2 S 2

- : No abnonnal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of 8-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 34-1. Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Group Control {vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Findings Grade - & + 24+ 3+ P NE - + + 2+ 3+ P NE - & + 2+ 3+ P NE - %+ 4+ 2+ 3+ P NE
Brain 5 7 0 12 0 11 5 7
Spinal cord 5 7 0 12 (] it 5 7
Pituitary gland 5 7 0 12 0 11 5 7
Submandibular gland S 7 0 12 0 1 5 7
Sublingual gland 5 7 0 12 0 11 5 7
Lymph node, submandibular 5 7 [y 12 0 11 5 7
Thyroid gland

Ectopic thymic tissue 5 0 7 0 0 12 0 0 il 4 17
Parathyroid gland 5 7 0 12 0 b 5 7
Thymus

Hemorrhage 5 0 0 0 O 7 o0 0 0 0 0 12 0 0 0 0 0 11 4 1 0 0 O 7
Heart 5 7 0 12 0 i 5 7
Trachea 5 7 0 12 0 11 5 7
Lung

Accumulation, foam cell, alveolus 3 2 0 0 O 7 0 0 0 0 O 12 0 0 ¢ 0 0 1 3 2 0 0 O 7
Bronchus 5 7 0 12 0 il 5 7
Liver

Fatty change, hepatocyte, periportal I 4 0 0 O 7 0 0 0 0 O 12 0 0 0 0 0 1 3 2 0 0 O 7

Microgranuloma 4 1 0 0 0 7 0 0 0 0 o 12 0 0 0 0 ¢ 11 2 3 0 0 0 7
Pancreas 5 7 0 12 0 11 5 7
Stomach

Cellular infiltration, inflammatory, submucosa, glandular stomach 5 i 0 0 o0 6 I 0 0 0 0 11 0o 0 0 0 O 1 7 0 0 0 O 5

Edema, submucosa, glandular stomach 5 1 0o 0 0 6 1 0 0 0 0 11 0O 0 0 0 0 11 7 0 0 0 O 5

Erosion, glandular stomach 4 2 0 0 0 6 I 0 0 0 0 11 0O 0 0 0 0 1 6 1 0 0 0 5

Hemorrhage, mucosa, glandular stomach 5 1 0 0 O 6 0ot 0 0 0 1t 0 0 0 0 O 11 70 0 0 O 5
Duodenum N 7 0 12 0 11 5 7
Jejunum 5 7 0 12 0 11 5 7

- : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Findings Grade -+ + 2+ 3+ P NE - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE
lleum 5 7 0 12 0 it 5 7
Cecum 5 7 0 12 0 11 5 7
Colon 5 7 0 12 0 11 5 7
Rectum 5 7 ¢] 12 0 11 5 7
Lymph node, mesenteric 5 7 0 12 0 11 5 7
Spleen

Deposit, pigment, brown 0 0 5 0 O 7 6 0 0 0 o 12 0 6 0 0 O 1 0 0 5 0 0 7

Fibrosis, capsule 5 0 0 0 O 7 ¢ 0 0 0 0 12 O 0 0 0 o 11 4 0 1 0 0O 7

Hematopoiesis, extramedullary 0o 0 0 5 0 7 ¢ 0 0 0 0O 12 0 0 0 0 o it 0 0 5 0 7
Kidney

Basophilic tubule, cortex 4 1 0 0 O 7 0 0 0 0 O 12 0O 0 0 0 0 i 4 1 0 0 O 7

Cast, hyalin 4 I 0 0 O 7 0 0 0 0 0 12 0O 0 0 0 O I 5 0 0 0 O 7

Cellular infiltration, lymphocyte, interstitiat 3 2 0 0 O 7 0 0 0 0 O 12 0 0 0 0 0 11 3 2 0 0 O 7

Mineralization, cortico-medullary junction 5 0 0 0 0 7 0O 0 0 0 O 12 0 0 0 0 O I 4 1 0 0 0 7
Urinary bladder 5 7 0 12 0 11 5 7
Adrenal gland

Hypertrophy, zona fasciculata 5 0 0 0 O 7 0 0 0 0 O 12 0 0 0 0 0 11 3 2 0 0 0 7
Ovary 5 7 0 12 0 11 5 7
Uterus 5 7 0 12 0 11 5 7
Vagina 5 7 0 12 0 11 5 7
Eyeball 5 7 0 12 0 11 5 7
Harderian gland

Cellular infiltration, lymphocyte, interstitial 4 i 0 0 O 7 0 0 0 0 O 12 6 0 0 0 0 11 s 0 0 0 O 7
Sciatic nerve 5 7 0 12 0 It 5 7
Skeletal muscle 5 7 0 12 0 3 5 7
Femur 5 7 0 12 0 11 5 7
Marrow, femur 5 7 0 12 0 11 5 7

- : No abnormal changes #+: Very slight +: Slight 2+: Moderate 3+ Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-
hydroxypropyl ethers by oral administration in rats
Table 34-2. Histopathological findings of female rats at the end of the dosing period, satellite group

[H.E. staining]

Group Corn oil (veicle: water for injection) B-CH 1000 mg/kg
Findings Grade -+ + 2+ 3+ P NE - = + 2+ 3+ P NE
Brain 5 5
Spinal cord 5 5
Pituitary gland 5
Submandibular gland 5 5
Sublingual gland 5 5
Lymph node, submandibular 5 5
Thyroid gland
Ultimobranchial body 4 1 5 0
Parathyroid gland 5 5
Thymus 5 5
Heart 5
Trachea 5 5
Lung
Accumulation, foam cell, alveolus 4 1 0 0 O 4 1 0 0 O
Bronchus 5 5
Liver
Anisonucleosis, hepatocyte 5 0 0 0 0 4 1 0 0 O
Fatty change, hepatocyte, periportal 2 3 0 0 0 3 2 0 0 O
Hypertrophy, hepatocyte, centrilobular 5 0 0 0 0 4 1 0 0 O
Microgranuloma 2 3 0 0 0 0 5 0 0 0
Pancreas 5 5

- : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-
hydroxypropyl ethers by oral administration in rats
Table 34-2 (continued). Histopathological findings of female rats at the end of the dosing period,

satellite group [H.E. staining]

Group Com oil (veicle: water for injection) B-CH 1000 mg/kg
Findings Grade + + 2+ 3+ P NE -+ + 2+ 3+ P NE
Stomach

Duodenum

Iteum

5
5

Jejunum 5 5
5
Cecum 5
5

Colon

[V R Y Y

Rectum ) 5

Lymph node, mesenteric 5

A%

Spleen )
Deposit, pigment, brown 0 0 4 1 0 o 1 2
Hematopoiesis, extramedullary

o
>
[}
o
=}
o
S
&
o o

Kidney
Basophilic tubule, cortex
Cellular infiltration, lymphocyte, interstitial
Cyst, medulla
Mineralization, cortico-medullary junction

o
<
<
(=]

W

Urinary bladder

FN NV N
[T RV VA N
=

w

Adrenal gland

Ovary
Increase, atretic follicle

~
[=1
(=g
(=4

Uterus

Vagina

Eyeball
Harderian gland
Sciatic nerve
Skeletal muscle

Femur

th th L thh th th L
thh L L L L v n b

Marrow, femur
- : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 35. Results of observations about estrous cycle

Group Controt (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Number of animals examined 12 12 12 12

Pre-treatment period

Number of animals showing type of cycle
4-day cycle 11 10 10 11
5-day cycle 1

(%3
[ %]

Mean length of estrous cycle in days; Mean+S.D. (N) 4.1 £ 03 (12) 42 £ 04 (12) 42 £ 04 (12) 41 £ 03 (12)

Treatment period

Number of animals showing each type of cycle

4-day cycle 12 10 10 _ 11
4/5-day cycle 0 1 2 0
5-day cycle 0 1 0 1
Mean length of estrous cycle in days; Mean+S.D. (N) 40 = 00 (12) 41 £ 03 (12) 41 = 02 (12) 4.1 £ 03 (12)

Frequency of animals that show

abnormal estrous cycles after the treatment 0 /12 0 /12 0 /12 0 /12

Mean times of vaginal estrus during mating period; Mean+S.D. (N) 1.1 + 03 (12) 1.0 £ 00 (12) 1.0 £ 00 (1 1.0 £ 0.0 (12)

Significantly different from the control group (*: p<0.05, **: p<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Table 36. Results of observations about reproductive performance

Group. Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of mated pairs [A] ‘ 12 12 12 12
Number of copulated pairs [B] 12 12 11 12
Copulation index [(B/A)*x100,%)] 100.0 100.0 91.7 100.0
Number of fertile males [C] 12 12 11 12
Fertility index [(C/B)x100,%] 100.0 1000 100.0 100.0

Pairing days until copulation
:Mean+S.D.(N) 29 = 1.6 (12) 1.6 = 09 (12) 26 = 1.1 (1) 24 = 13 (12)

Significantly different from the control group (*: p<0.05, **: p<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of p-Cyclodextrin, 2-
hydroxypropyl ethers by oral administration in rats

Table 37. Observation of offspring (F)

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of dams 12 12 11 12
Gestation length (days)

Mean + 8.D. per dam 220 + 00 219+ 03 220+ 00 219+ 03
Number of corpora lutea

Total 186 189 175 190

Mean + §.D. per dam 155« 20 158+ 1.7 159+ 15 158+ 1.6
Number of implantation scars

Total 185 188 174 188

Mean + S.D. per dam 154 £ 21 157+ 1.8 158+ 14 157« 16
Implantation index ©)” 994 + 20 994 £ 20 995 = 1.7 990+ 23
Delivery index (dams,%) b 100.0 100.0 100.0 100.0

Number of offspring at birth

Total 177 184 165 174

Mean £ $.D. per dam 148 £+ 1.9 153+ 1.8 150+ 15 45+ 23
Number of live offspring at birth

Male 98 87 81 93

Female 77 95 83 76

Total 175 182 164 169

Mean + 8.D. per dam 146 = 1.6 152+ 16 149+ 16 141 £ 24
Sex ratio ©

Mean + S.D. per dam 0.56 = 0.17 048 + 0.11 0.49 + 0.08 0.55 = 0.15
Number of dead offspring

Total 2 2 1 5

Mean + §.D. per dam 02+ 06 02+ 04 0.1+ 03 04+ 07
Delivery index (offspring) o

Mean% = $.D. per dam 959 £ 56 978 £ 32 949 = 6.1 922 + 92
Birth index

Mean% £ S.D. per dam 95.1 + 64 969 + 33 943 + 58 895+ 938
Live birth index ”

Mean% £ S.D. per dam 99.1 = 3.0 99.0 £+ 22 994 + 2.1 97.1 = 4.6

Number of offspring on day 4

Male 97 87 81 93
Female 77 95 82 76
Sex ratio ©
Mean £ S.D. per dam 0.56 = 0.17 048 £ 0.11 0.50 = 0.08 0.55 + 0.15
Viability index ¥
Mean% = S.D. per dam 995+ 18 100.0 £ 0.0 994 = 1.9 100.0 = 0.0
Number of external abnormalities " 0 0 0 0
Mean% + S.D. per dam 0.0 = 0.0 0.0 £ 0.0 00+ 0.0 00+ 0.0

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): (Number of implantation scars/Number of corpora lutea)»100.

b): (Number of dams with live offspring/number of pregnant dams)*100.

¢): Number of male offspring/(number of male offspring + number of female offspring).
d): (Number of offspring at birth/Number of implantation scars)x100.

e): (Number of live offspring at birth/number of implantation scars)=100.

): (Number of live offspring at birth/number of offspring at birth)»=100.

g): (Number of live offspring 4 days after birth/number of live offspring at birth)x100.
h): Number of external abnormalities in live offspring at birth.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Table 38. Body weights of offspring (F,) before weaning

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Number of dams 12 12 11 12
Male
Days after birth
0 6.7 = 0.4 6.6 £ 0.3 65 £ 04 6.9 + 0.5
4 106 = 1.0 106 = 1.0 100 £ 1.1 11.0 £ 1.5
Number of dams 11 12 11 12
Female
Days after birth
0 64 £ 03 62 + 03 6.2 + 04 6.6 = 0.5
4 10.1 £ 1.0 9.9 + 0.9 9.7 £ 1.2 10.5 £ 1.3
Each value shows mean + S.D. per dam. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 39. General conditions in offspring (F,) before weaning

Group Number of offspring Days after birth
and general conditions 0 1 2 3 4
Control (vehicle: water for injection) Number of offspring 175 175 174 174 174

General appearance, No abnormality 175 174 174 174 174
General appearance, Death I

B-CH 100 mg/kg Number of offspring 182 182 182 182 182
General appearance, No abnormality 182 182 182 182 182

B-CH 300 mg/kg Number of offspring 164 164 164 164 163
General appearance, No abnormality 164 164 164 163 163
General appearance, Death 1

B-CH 1000 mg/kg Number of offspring 169 169 169 169 169
General appearance, No abnormality 169 169 169 169 169
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RERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Table 40. Morphological observations of offspring (F;)

Dose Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Dead offspring
Number of dead offspring ¥ 3 2 2 5
Number of missing offspring 0 0 0 0
Number of dead offspring examined * 33 2(0) 2 5(2)
Number of dead offspring with external changes 0 0 0 0
Number of dead offspring with visceral changes 0 0 0 0

Live offspring

Number of live offspring examined (postnatal day 0) 175 182 164 169
Number of live offsping with external changes 0 0 0 0
Number of live offspring examined (postnatal day 4) 174 182 163 169
Number of live offspring with external changes 0 0 0 0
Number of live offspring with visceral changes 0 0 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01).
a) including missing offspring
b) Parenthesis indicates the number of offspring not examined bacause of their autolysis.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 1-1-1. General conditions of male rats

Control (vehicle: water for injection)

Mate No.

Days of adntini

1 2

3 4 3 6 7 8 9 i 1l 12 13 14 15

i6

17

18

19

23 24 25

Prc Post Prc Post Pre Post Prc Posi Prc Post Prc Post Pre Post

Maotoot - - - -
Motog2 - - - -
MO1003 - - - -
Moloo4 - - - -
Me1005 - - - -
Molo06 - - - -
Moloo7 - - - -
MO1008 - - - -
MO1009 - - - -
Motolo - - - -
MOL011 - - - -
MO1012 - b - -

Pre Post Pre Post Pre Post Prc Post Prc Post Prc Post Prc Post Prc Post Prc Post Prc Post Prc Post Pre Post Pre Post Prc Post Prc Post Pre Post Prc Post Pre Post

Numberofmales 12 12 12 12
- 12 12 12 12

2 12 12 12 12 12 12 12 12 12
12 12 12 12 12 12 12 12 12 12

12

12

12

12 12 12 12 12 12
12

12 12

12

12

12

12

12 12 12 42 12 12 12 12 12 12 12

1212 12 12 12 12 12

Pre: Before Post: afler

-1 General appearance. No abnormality.

Appendix 1-1-1 (continued). General conditions of male rats

Control (vehicle: water for injection)

Male No.

Days of admini

26 27

28 29 30 31 32 33 34 35 36 37 38 39

40

41

42

43

Pre Post Prc Post Pre Post Prc Post Prc Post Prc Post Prc Post Prc Post Pre Post Prc Post Pre Post

Pre Post Prc Post Pre Post

Pre

Posl

Pre

Post

Pre

Post  Pr¢

MO1001 - - - -
MO1002 - - - -
MO1003 - - - -
MOlLoG+ - - - -
MO1005 - - - -
MO1006 - - - -
Moloe7 - - - -
MO1008 - - - -
MO1009 - - - -
Molo01o - - - -
Moto1t - - - -
Mo1012

Numberofmales 12 12 12 12
- 1212 12 12

2 1’ 12 912 12 12 12 12 12
12 82 12 12 12 12 12 12 12

12 12 12 12 12 12 12 12
12 12 12 12 12 12 12 12

12 12 12

12
12

12
12

12
12

12
12

12
12

12 7
12 7

Pre: Before Post: after

12 12 12

-: General appearance. No abnormality,
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 1-1-2. General conditions of male rats

B-CH 100 mg/kg
Male No. Days of administration
! 2 3 4 3 6 7 8 9 10 i 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Prc Post Prc Post Pre Post Pre Post Prc Post Prc Post Prc Post Prc Post Prc Post Prc Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Prc Post Pre Post Prc Post Prc Post Prc Post Prc Post Pre Post
M2013 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Mu2014 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

M02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - -

Mo2016 - - - - - - - - - - - - - - - - - - - - - - - - - N - - - - - - - - - - - - - - - - - - - - - - - -
M02017 - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO2019 L T e T
MO2020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - -
Mo2021 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M0O2024 - - - - - - - - - - - - - - - - - - - - - - -
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 1212 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before admini Post: afier i
-t General appearance. No abnormality.

Appendix 1-1-2 (continued). General conditions of male rats

B-CH 100 mg/kg
Male No, Days of admini

26 27 28 29 30 31 32 33 34 33 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre
MO2013 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Mo2014 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02015 . R . R - - - -
M02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M2017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02018 S e e e e e e o e L e e e e e e e e e e e e e e e - - - - - - -
M02019 - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - -
M02020 e e e e e e e e e e e e e e e e e e e e e - - . - - - - - - - -
MO2021 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

M02022 e e e e e oo e oL e e e e e e e e e e e e e e e - .

M02023 L R L T L - - ab ab abe abc abe abe abe abe abed abe abed abe abed abe abed
M02024 R T I T - - - - - - -
Number of males 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 1z 12 12 12 12 2 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 42 12 0 1 1 14 oo 1o

a O 0 0 o 0 0 0o ¢ 0 0 ¢ 0 ©0 0 0 0o 0o 0 0 0 | i | [} 1 t 1 1 1 ( | 1 1 1 1
b ¢ o 0 0 0o 0 ©o 0o 0 0 0 0 0 O 0 0 0 0o 0 0 | I i ! 1 [ 1 1 f 1 1 1 | I 1
< 9 ¢ o o0 0o 0 o0 0 0 0 ¢ 0 0 ¢ 0o 0O 0 0o 0 0 0 0 I I 1 1 1 1 k 1 1 1 | 1 1
d ¢ 0 0 0 0 v 0 0 0 0 0 O 0 0 0 0 0 0 O 0o 0 0 0 [ [ 0 0 [ i ] ] 0 ! 0 1

Pre: Before inistration. Post: afler

-: General appearance. No abnormality.

a: Nose. Smudge of perinasal arca.

b: Eye. Eyeball. Bulbi. Globe. Reddish tear.
¢: Behavior. Decrease in locomotor activity.
d: Excretion, Decreasc in amount of feces.
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 1-1-3. General conditions of male rats

B-CH 300 mg/kg
Male No. Davs of administration
1 2 3 4 3 6 7 8 9 10 i1 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Prc Post Prc Post Pre Post Prc Post Prc Post Pre Post Pre Post Pr¢ Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Prc Post Prc Post Prc Post Prc Post Pre Post Prc Post Pre Post Prc Post
M03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO3027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - N - - - - - - - - - - - - - - - - - - - - -
M03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO3030 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO3031 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03033 - - - - - - - - - - . - - - - - - - - - .. - - - - - - - - - - - - - . - . - . . .. - - - - - -
MO3034 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO3035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03036 - - - - - - - - - - - - - - - - - - - == - - - - - - - - - - - - - - - - - .. .- - - - - -

Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 42 12 12 {2 {2 12 42 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12

Pre: Before administration. Post: afier i

- Gencral appearance. No abnormality.

Appendix 1-1-3 (continued). General conditions of male rats
B-CH 300 mgkg

Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Prc_Post Pre Post Prc Post Prc Post Pre Post Prc Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Prc Post Prc  Post Pre Post Prc  Post Pre
MO3025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MU3026 e - - - - - - -
Mu3027 . - - - - - - -
MO3028 . - - - - R R R
MO3029 . - - - - - R R
MO3030 Y e - - - - - - -
M03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MU3032 S e e e e e oo e e e e e e e e e e e e - - - - - - R
M03033 S e e e o e e e e e e e e e e e e e e e e e e - - - R - - -
MU3034 . - - - - - - -
M03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO3036 S e e e e e - -
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 {2 12 12 12 2 12 12 1z 12 12 12 1z 2 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 (2 12 (2 12 12 12 12 12 12 12 12 i2 12 12
Pre: Before inistration. Post: after administrati
-: General appearance. No abnormality.
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HERE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 1-1-4. General conditions of male rats
B-CH 1000 M

Male No. Days of administration

i 2 3 4 5 6 7 8 9 10 11 12 13 4 15

16 17 18 19

23 24 25

Pre Post Prc Post Prc Post

M04037 - - e e s
M04038 e e e e e o e e e e e e e e e e e e e e e e e e e
M04039 F T
MO4040 S e e e o e o e e e e e e e e e e e e e e
MO4041 e
MO4042 e e e e e e e e e e e e e e e e e e e e e e e e e
MO4043 S e e e e e e e e e e e e e e e e e e e e e e e
MO4044 e,
MO4043 e e e e e e e e e e e e e e e e e e e e e e e e e e
MO4046 S e e e e e e e e e e e e e e e e e e e e e e e e e
MO4047 S e e e e e e e e e e e e e e e e e e e e e e e e e e
M04048 .- C e e e e e N

Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Prc Post Prc Post Prc Post Pre Post Prc Posi Prc Post Prc Post Pre Post Pre Post Pre Post_Pre Post Prc Post Prc Post

Numberofmales 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

2 12 12 12 1 nr
12 12 12 12 12 12 12 12 12

12

12

12

12

12 12 12 12 12 12 12 12

12

12 12 12 12 12 12 12
12 12 12 12 12 12 12

2
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before Post: after administrati
-2 General appearance. No abnormality.

Appendix 1-1-4 (continued). General conditions of male rats

B-CH 1000 mg/kg

Male No. Days of administration

26 27 28 29 30 31 32 33 34 35 36 37 38 39

10 ] [

B

Pre Post  Prc  Post Pre Post Prc

Prc _Post Prc Post Prc Post Prc Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post
M04037 - . - - - - < -
M04038 S e s o e e e e e e e e e e e e e e e e e e e e e e
M04039 S e e e e e oL e e e e e e e e e e e e e e e
MO4040 e e e e e e e e e e e e e e e e e e e e e - - - .
MO4041 S e e e e e e o e e e e e e e e e e e e e e e
MO4042 S e e e e oo e oo e e e e e e e e e e e e e e e e
MO4043 e
MO4044 .
MO4045 S e e e e e e oo e e e e e e e e e e e e e e e e
MO4046 e e e e e e e e e e e e e e e e e e e e e e
MO4047 -
MO4048 - - - - - - - - - - -

Numberofmales 12 12 12 12 12 12 12 12 §2 12 12 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12

- 12 12 12 12 12 12 12 i2 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before Post: alter isteati
-: General appearance. No abnormality,
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ABRE 5 R-12-006
Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 1-2-1. General conditions of male rats at the recovery period

Controf (vehicle: water for injection)
Male No. Days of recovery

MO01008 - - - - - - - - - - R - R - .
MO01009 - - - - - - - - . - - - - - .
M01010 - - - - - - - - - - - - - - -
MO1011 - - - - - - - - - - - - - - -
M01012 - - - - - - - - - - - - - - -
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 S5 5 5 5 5 5

-: General appearance, No abnormality.
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HEE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 1-2-2. General conditions of male rats at the recovery period

B-CH 1000 mg/kg

Male No.

Days of recovery

MO04044
M04045
M04046
M04047
M04048

Number of males

5
5

7 8 9
5 5
5. 5 5

-: General appearance, No abnormality.
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FRERE = R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 2-1-1. General conditions of female rats

Control (vehicle: water {or injection)

Female No.

Days of admini:

1 2

3

q

5

G

7

8

19 20 21

Prc_Post Prc_ Post

Pre _Post Prc Post

Fo1001 - -
Fo1002 - - -
F01003 - - -
FO1004 - - -
FO1005 - - -
Fo1006 - - -
Foloo7 - - -
FO1008 - - -
Fo1009 - - -
Fololo - - -
FoLoll - - -
Foiol2

Pre _Post Prc Post Prc Post

Prc Post Prc  Post

Prc _Post Prc Post Prc Post Prc Post Prc Post Pre Post Prc Post Prc Post Prc Post Prec Post Prc Post Prc Post

Number of females 12 12 12
2 12 12

12
12

12

12
12

12
12

12
12

1
11

Il
11

6
6

Pre: Before administration, Post: afler

- General appearance. No abnormatlity.
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 2-1-2. General conditions of female rats

B-CH 100 mg/kg

Female No.

Days of administration

1 2

3

1

5

6

7

8

9

10

11

i3

14

15

16

17

18

Prc _Post Prc Post Prc Post Pre Post Prc Post Prc Post Pre Post Prc Post Pre Post Prc Post Prc Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre Posl

F02013 - - - -
FO2014 - - - -
F02015 - - -

FO2016 - - -

F02017 - - - -
FO2018 - - - -
F2019 - - - -
F02020 - - - -
F02021 - - - -
F02022 - - - -
F02023 - - - -
F02024

Numberof females 12 12 12 12
- 1212 12 12

12
12

12
12

2
12

12
12

12
12

%]
12

12
12

12
12

12
12

12
12

12
12

12
12

12
2

12
12

12

12

12
12

12
12

12
12

12
12

w

[N

Pre: Before administration. Post: alter

—

- General appearance, No abnomality.
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RBRE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 2-1-3. General conditions of female rats

B-CLI 300 ma/ka

Female No.

Days ol administration

1 2 3

6

9 10 i 12 13

14

13

16

17

18

19

20

21

22

23 24 25

Pre Post Pre Post

Pre Past Pre Post

Pre

Post

Pre

Post

Pre Pasl Pre Post Pre Post Pre Post Pre Post Pre Post Pre Tost Pre

Post

Pre

Post

Pre

Posl

Post

Pre Post Pre Post Pre Post

FO3025 - - - - - -
Fo3026 - - - - - -
roamz7 - - - - - -
Foanzg - - - - - -
F03029 - - - - - -
o330 - - - - - -
Fo3031 - - - - - -
Fo3032 - - -
F3033 - - - - - -
Fo303d - - - - - -
103033 - - - - - -
03036 - - -

Pre Post

Pre Post

Numberof females 1212 12 12 12 12

1212 12 12 12 12 12 12 12 12 12 12 12onr o
1212 12 12 12 12 12 12 12 12 42 42 12 12 12

12
12

[N

- 12 12 12 12 12 2
Pre: Belore ion. Post: alter i
-t General appearance, No abrormality.

Appendix 2-1-3 (continued). General conditions of female rats

B-CH 300 mg/ke

Female No.

26 27 2

30

3

32 33 34 15 36 37

Days ol administration
38

39

EYl

2

43

47 48 49 30

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Posl Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

03034 - - - B - -

Number of females [ [ l 1 I t
- ( 1 t i ] |

|
|

L
|

1
1

1
1

[
|

1 | 1 1 | [ ] [ 1 t 1 i ] 1
1 1 1 1 L L i 1 1 L 1 f i 1

[
L

|
L

]
L

i
]

1
1

|
1

|
1

L
1

1 1 l 1 1 i 1
1 i L 1 I ] 1

Pre: Before Post: after admini:
: General appearance, No abnormality.

B-CH 300 mg/kg

Female No. Days of administration

H 52 33
Pre_Post Pre_Post Pre Post
03034 - - - - -
Number of femates | 1 [ 1 1
- ] 1 I | 1

Pre: Betore Post: afler
-: General appearance, No abnormalily.
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 2-1-4. General conditions of female rats

B-CH 1000 mg/kg
Female No. Days of adminisiration
| 2 3 4 3 6 7 8 9 10 1 12 13 14 15 6 17 18
Prc _Post Prc_Post Prc Post Prc Post Prc Post Pre Post Prc Post Prc_Post Pre Post Pre Post Prc Post Prc Post Pre Post Prc Post Prc Post Pre’ Post Pre Post Prc Post
FO4037 - - . - - - Y
F04038 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04039 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO4040 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO4041 S oo oo Lo e e e e e e e e e e e e e e e e e e
FO4042 e e e Lo o e e e e e e e e e e e e e e e e e e e e e
F04043 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04044 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO4045 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO4046 e e e oo Lo e e e e e e e e e e e e e e e e e e e e e e
F04047 - - - - - -
F04048 - - -
Numberof females 12 12 12 12 12 12 12 1
- 12 12 12 12 12 12 12 |
Pre: Before administration. Post: afier administration,
- General appearance, No abnonmality.

b
o
S
~

1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1o 12 28 8
12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 8

=
w
w
S
-~
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AREAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 3-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 2-2-1. General conditions of female rats, satellite group

Control (vehicle: water for injection)

Female No. Days of administration
1 2 3 4 3 6 7 8 9 10 t 12 13 L 15 16 17 8 19 20 21 22 23 FX 25
Pre Post Pre lost Pre Post Pre Post Pre Post P Post Pre Post Prc Post Pre Past Pre Post Pre Post Pre Posl Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO5049 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO5050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Fo3051 - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - . N - - - - - - - .
FOS054 P e NS,
FO3057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - . . - - - - - - - - - - - - .
EO5058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Nuwberoffemales (0 10 10 10 10 J0 W0 0 10 10 0 10 10 10010 10 W 10 w30 10 w00 10 10 10 10 100 1 Wt 10 0 10 10 0 100 160 10 10 100 1o 1 10 10 do W o 10
- 1010 010 10 10 W0 10 10 10 10 10 10 10 W 10 10 10 1 10 10 10 10 10 j0 W 10 10 1 01w 0 10 10 [ 10 1o 10 10 10 W 1010 1o 10 0 10 1o

Pre: Before inistration, Post: alter islrti

neral appearance. No abtiorusality.

Appendix 2-2-1 (continued). General conditions of female rats, satellite group

Control (vehicle: water lor injection)
Female No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Posl Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre

FO5049 - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - -

Fos050 - - - - - - S e e o e e e e e e e - e e - e e e
Fo505t - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Fosus2 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . -
Fo3053 - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - -
Fosus4 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - N - -
FO5053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
05056 - - - - - - - - - - - - - - - - - - - - - - . - - - . - - . - . - -
05057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
05038 -
Number of females 160
- i)
Pre: Before i
< General appearance, No abrormalily.

w 10 e 101w o 10 10 w30 1w 10 Jo 1w W10 1 1 g 100 10 1 10 11 10
0 10 io 10 10 10 10 o 1o 10 [0 10 1610 10 [1{] 10 [{{] 10 Lo 10 110 10 10 o 1o L0 1010

w
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RERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 2-2-2. General conditions of female rats, satellite group

B-CH 000 mg/kg
Female No. Days of.
1 2 3 4 5 6 7 8 9 10 1t 12 13 4 15 16 17 18 t9 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre DPost Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Fo6059 - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . .

FOGO6t .. PO .. . R - . P P - P - - - - P o, . P - - . .- . N . - P - . - - R .-
FoGu6t e e e e e e e e oL e L e L L e e e e e e e e e e e e e e e e
Fu6u62 e ...,
FO6063 e e e e e e e e Ll e e e L e e e e e e e e e e e e e e e
106064 e e ...,
Fo6063 - - - - - - - - - - - - - - - B - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - .
FOGO66 . . ... ... P - P P P - - - - - - - ... - - R - - - P, - - - P, . . PO, -
106067 e ...,
Fo6u68 - - - - - - - - - - - - - - - - - - - - - - - - - .
Numberof females 10 10 [0 10 10 q0 10 10 10 0 3 10 10 10 10 10 G0 16 Jo j0 10 10 10 10 KW 16 ¢ 10 1 10 30 10 10 10 10 W 10 10 100 10 10 0 W0 W0 W 0 10 100 W o
- 1010 10 10 10 0 10 40 10 1010 W j0 30 40 10 10 10 10 Q0 10 o 10 10 W10 10 1¢ o 10 1010 10 10 10 10 10 10 q¢ 0 10 10 0 W W W0t 1 jo 1o
Pre: Belore administration, Post: afler i
- General appearance, No abnormality.

Appendix 2-2-2 (continued). General conditions of female rats, satellite group

B-CH 1000 mgfkg
Female No. Days ol administration
26 27 28 29 30 31 32 Kk] 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Dost Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre DPost Pre Post Pre Post Pre Post Pre Pest Pre Post Pre
FO6O39 - - - - - - - - - - - - - - - - - - - - - - - - - -

GOGH - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

06061 e e Lol e e s e e e e
Fo6062 . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO6063 Lo oo oL e e e e e e e e e e e e e e e e e e e e e
FFo6ue4 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
06065 L e oo oo o e oo e e e e e e e e e e e e e e e e e e e e e
FUG066 e oL Lo e e e e e e e e e e
116067 e e oo e e e e
FO6068 T S ... e e e

Numberoflemales 10 10 [0 {0 0 10 10 10 10 {0 10 W0 1[0 10 10 10 10 10 10 i 10 10 W 10 10 10 10 10 10 70 10 10 w10

- 18] [£1] v 1o 0 10 1010 1010 10 10 1 10 10 10 1010 10 10 010 10 010 1010 10 1o to 10
Pre: Before inistration, Post: after inistrati
-: General appearance, No abmommality.

oo
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ABRE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 2-3-1. General conditions of female rats at the recovery period

Control (vehicle: water for injection)

Female No. Days of recovery
1 2 3 4 7 8 9 10 11 12 13 14 15
F05054 - - - - - - - - R R R R N
F05055 - - - - - - - - - . R R _
F05056 - - - - - - - - - - . R -
F05057 - - - - - - - - - - . R R
F05058 - - - - - - - - - -
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 5

-: General appearance, No abnormality.
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ABRE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 2-3-2. General conditions of female rats at the recovery period

B-CH 1000 mg/kg

Female No.

Days of recovery

F06064
F06065
F06066
F06067
F06068

Number of females

5
5

7 8 9
5 5 5
5 5 5

-: General appearance, No abnormality.
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REAZE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 3-1. General conditions in dams during pregnancy

Control (vehicle: water for injection)
Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 1t 2 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO1005 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO1010 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Foto11 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO1012 - - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12
- 1212 42 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

Appendix 3-1 (continued). General conditions in dams during pregnancy

Control {vehicle: water for injection)
Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22
Pre _Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO1001 - - - - - - - - - - - - - - - -
F01002 - - - - - - - - - - - - - - - - - -
F01003 - - - - - - - - - - - - - - - -
F01004 - - - - - - - - - - - - - - - -
FO1005 - - - - - - - - - - - - - - - - - -
FO1006 - - - - - - - - - - - - - - - -
F01007 - - - - - - - - - - - - - - - -
F01008 - - - - - - - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - - - -
FO1010 - - - . - - - - . R . - - - R -
FO1011 - - - - R - - - - - - - - - - - - R
FOl1012 - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 92 12 12 12 5 5
- 1212 12 92 12 12 12 12 12 12 12 12 12 12 12 12 5 s
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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HERAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 3-2. General conditions in dams during pregnancy

B-CH 100 mg/kg

Dam No.

Days of pregnancy

0 ]

2

3

4

5

6

7

8

9

10

11

12

13

Pre _Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F02013 - - - - -
F02014 - - - - -
F02015 - - - - -
F02016 - - - - -
F02017 - - - - -
F02018 - - - - -
F02019 - - - - -
F02020 - - - - -
F02021 - - - - -
F02022 - - - - -
F02023 - - - - -
F02024 - - -

Number of dams 12 12 12 12 12
- 12 42 12 12 12

12
12

12
12

12
12

12
12

i2
12

12
12

12
12

12
12

12
12

12
12

12
12

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

Appendix 3-2 (continued). General conditions in dams during pregnancy

B-CH 100 mg/kg

Dam No.

Days of pregnancy

4 15

16

17

18

19

20

21

22

Pre  Post

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F02013 - - - - -
F02014 - - - - -
F02015 - - - - -
F02016 - - - - -
F02017 - - - - -
F02018 - - - - -
F02019 - - - - -
F02020 - - - - -
F02021 - - - - -
F02022 - - - - -
F02023 - - - - -
F02024 - - - - -

Number of dams 1212 12 12 12
- 12 12 12 12 12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 3-3. General conditions in dams during pregnancy

B-CH 300 mg/kg
Dam No. Days of pregnancy
0 1 2 3 4 S 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03026 - - - - - - - - - - - B - - - - - - - - - - - - - - - R
F03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03028 - - - - - - - - - - - - - - - - - - - - - - - - - - . .
F03029 - - - - - - - - - - - - - - - - - - - - - - - - - - R .
F03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - - - - - - - - - - R -
F03032 - - - - - - - - - B - - - - - - - - - - - - - - - - - -
F03033 - - - - - - - - - - - - - - - - - - - - . - - - - - R -
F03035 - - - - - - - - - - - - - - - - - - - - - - . - - - - -
F03036 - - - - - - - - - - - - - - - - - - - - - - - - - - R -
Number of dams o n 111 1 | U U R § O B 1! 11 o111 1 S S & B B i1 11 oo
~ R ) O S S | T S I 6 11 11 11 11 11 il [ S . 111 N I I I b 11 111
Pre: Before administration, Post: after administration. :
-: General appearance, No abnormality.

Appendix 3-3 (continued). General conditions in dams during pregnancy

B-CH 300 mg/kg
Dan No. Days of pregnancy
14 15 16 17 18 19 20 21 22
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03025 - - - - - - - - - - - - - - E -
F03026 - - - - - - - - - - - - - B - -
F03027 - - - - - - - - - - - - - - - -
F03028 - - - - - - - - - - - - - - - - - -
F03029 - - - - - - - - - - - - - . - .
F03030 - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - -
F03032 - - - - - - - - - - - - - - - -
F03033 - - - - - - - - - - - - - - - - - -
F03035 - - - - - - - - - - - - - - . - - -
F03036 - - - -
Number of dams | [N S (I A T I A N 1 A S NN O SN S I BN B N 0 6 6
- L S T O N S O O O O o O O o O o O S O O D 6 6
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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B 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 3-4. General conditions in dams during pregnancy

B-CH 1000 mg/kg

Dam No.

Days of pregnancy

0 1

2

3

4

5

6 7

8

9

10

11

12

13

Pre Post Pre Post Pre Post Pre Post Pre Post "Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F04037 - .-
F04038 -
F04039 - e ..
F04040 -
F04041 - - -
F04042 - -
F04043 .
F04044 - e .
F04045 - ..
F04046 .
F04047 - -
F04048 -

Number of dams 12 12 12 12 12
12 12 2 12 12

12
12

12
12

12 12 12 12
12 12 12 12

12
12

12 12 12 12
12 12 12 1i2

12 12
12 12

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

Appendix 3-4 (continued). General conditions in dams during pregnancy

B-CH 1000 mg/kg

Dam No.

Days of pregnancy

i4 15

16

17

18

19

20 21

22

Pre Post Pre Post Pre

Post

Pre Post Pre Post Pre

Post

Pre Post Pre Post

Pre  Post

F04037 - - - -
F04038 - - .
F04039 - - e e
F04040 - - e
F04041 -
FO4042 .
F04043 - e e
F04044 e e e
F04045 - e e
F04046 - e
F04047 - -
F04048 e e

Number of dams 12 12 12 12 12
- 12 12 12 12 12

2 12 12 12
12 12 12 12

12
12

2 12 12 12
12 12 12 12

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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REAE S 1 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 4-1. General conditions in dams during lactation

Control (vehicle: water for injection)

Dam No. Days of lactation

0 1 2 3 4 5

Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F01001 - - - - - - - - - - -
F01002 # # - - - - - - - - -
F01003 - - - - - - - - - - .
F01004 - - - - - - - - - - .
F01005 # # - - - - - - - - -
F01006 - - - - - - - - - - .
FO1007 - - - - - - - - - - -
F01008 # # - - - - - - - - -
F01009 - - - - - - - - -
F01010 - - - - - - - - - - -
FO1011 # # - - - - - - - - -
F01012 # # - - - - - - - - -

Number of dams 7 7 12 12 12 12 12 12 12 12 12

7

7 12 12 12 12 12 12 12 12 12

#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.
Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.
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BT B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 4-2. General conditions in dams during lactation

B-CH 100 mg/kg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F02013 # # - - - - - - - - -
F02014 - - - - - - - - - - -
F02015 - -
F02016 # # - - - - - - - - -
F02017 # #
F02018 - - - - - - - - - - -
F02019 - - - - - - - - - - -
F02020 - - - - - - - - - - -
F02021 - - - - - - - - - - -
F02022
F02023
F02024
Number of dams 12 12 12 12 12 12 12 12 12
- 7 7 12 12 12 12 12 12 12 12 12
#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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AREAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of p-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Appendix 4-3. General conditions in dams during lactation

B-CH 300 mg/kg
Dam No. Days of lactation

0 1 2 3 4 5

Pre Post Pre Post Pre Post Pre Post Pre Post Pre

F03025 - - - - - - - - - - -
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03035
F03036

Number of dams

d o
I o
'
1
'
'
1]
'
f
1]
1

= oH*
FH I

L}

1

1

L}

1

'

1

'

L}

#
# - - - - - - - - -
#
5

11 11 11 11 11 11 11 11 11

5 11 11 11 11 11 11 11 11 11

#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.
Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.

VIRV B
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HEE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 4-4. General conditions in dams during lactation

B-CH 1000 mg/kg

Dam No. Days of lactation

0 1 2 3 4 5

Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F04037 # # - - - - - - R - -
F04038 # # - - - - - - - - -
F04039 # # - - - - - - - - -
F04040 # # - - - - - - - - -
F04041 - - - - - - - - - - -
F04042 - - - - - - - - - - -
F04043 # # - - - - - - - - -
F04044 - - - - - - - - - - -
F04045 # # - - - - - - - - -
F04046 - - - - - - - - - - -
F04047 - - - - - - - - - - -
F04048 # # - - - - - - - - .

Number of dams 5 5 12 i2 12 12 12 12 12 12 12

- 5 5 12 12 12 12 12 12 12 12 12
#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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HBRAEE 1 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 3-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 5-1-1. Detailed clinical observations of male rats

Control (vehicle: water for injection)

Cage-side observation ® - Observations made while handling * Open-field observations ©
Male No. Locomotor in home-cage Lacrimation Fur Gait

Pre“ T8" TI5 T24 T30 T36 T42 R7° R14 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RIl4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4
MO01001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MOi010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MOI1011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO0i1012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 1:0 0 1:0 1:0 [:0 1:0 1:0 1:0 1:0 4:0 4:0 40 4:0 4.0 40 40 1:0 I:0 10 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0
(N) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5)

* pre-treatment; ° day 7 of treatment; © day 7 of recovery

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity |
Lacrimation [ 2, normal; 4, reddish tear )

Fur { 2, normal; 1, soiled fur ]

Gait | 2, normal; 1, abnormal gait ]

Except the above findings, there were no changes in all animals; a) Cage-side observation {posture in home-cage, vocalization, tremor, convulsion), b) Observations made while handiing (behavior while removing from cage, heart beats,

body temperature, skin/mucous membranes color, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, stereotypy, bizarre
behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex).
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 5-1-1 (continued). Detailed clinical observations of male rats

Control (vehicle: water for injection)

Open-field observations ©

Male No. Urination Defecation

Pre® T8° T15 T24 T30 T36 T42 R7° R14 Pre T8 TJ5 T24 T30 T36 T42 R7 Rl4
MO1001 ¢ 0 0 0 O 0 O o 0 o0 0 0 0 0
MO01002 2 1 0 1 1 0 0 0o 0 ¢ o0 0 0 0
M01003 0 0 0 o0 0 0 O 0 0 ¢ 0 0 0 0
MO01004 ¢ 0 0 o0 0 o0 O o 0 0 0 0 0 o
MO1005 o 0 0 o 0 0 O o 0 0 0 0 0 o
MO1006 ¢ 1t 0 o0 1 0 O o 0 0 0 0 0 0
M01007 2 0 1 0 O 1 O 0o 0 0 0 0 0 o
MO01008 o t o o o0 0 o0 0 1 o o 0 0 0 0 0 0 O
MO01009 o o0 0 o O 0 o0 1 0 6 0 0 0 0 0 0 0 O
M01010 0o 0 0 o0 1 I 0 1 3 6 0 o0 0 0 0 o0 0 O
MO01011 2 0 0 0 O 0 o0 0 1 o 0 0 0 0 0 o0 0 O
M01012 0o 0 0 o0 0 0 O 0 O o 6 0 0o 0O 0 0 o0 O
Total 6 3 1 I 3 2 0 2 5 o o0 o0 0 0 0 0 0 O
(N) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5)

@ pre-treatment; b day 8 of treatment; ¢ day 7 of recovery

Urination [ frequency/30sec ]

Defecation | frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes
color, lacrimation, exophthalmos, pupillary size, salivation), and c¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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RS  R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of §-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 5-1-2. Detailed clinical observations of male rats

B-CH 100 mg/kg

Cage-side observation Observations made while handling Open-field observations ©
Male No. Locomotor in home-cage Lacrimation Fur Gait

Pre® T8 TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TIS5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42
MO02013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO02014 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO02015 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02016 2 2 2 2 2 2 2 2 2 -2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02017 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO02018 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02019 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02020 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02021 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02022 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02023 2 2 2 2 2 2 1 2 2 2 2 2 4 4 2 2 2 2 2 2 1 2 2 2 2 2 1 i
M02024 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 1:0 1:0 1:0 1:0 1:0 1:0 11 4:0 40 4:0 40 40 41 41 1:0 10 1:0 1:0 1:0 1:0 111 1:0 1:0 £:0 1:0 1O §1:1 11
(N) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

* pre-treatment; b day 7 of treatment; © day 7 of recovery

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Lacrimation [ 2, normal; 4, reddish tear |

Fur [ 2, normal; 1, soited fur ]

Gait [ 2, normal; 1, abnormal gait ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, heart beats,

body temperature, skin/mucous membranes color, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, stereotypy, bizarre
behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex).
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HEE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 5-1-2 (continued). Detailed clinical observations of male rats

B-CH 100 mg/kg

Open-field observations ©

Male No. Urination Defecation

PreaT8b T15 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42
M02013 0o 0 0 0 0 0 O 0o 0 0 0 0 0 O
M02014 0 1 1 1 1 I 1 0 0o 0 0 0 0 0
M02015 0o 0 0 0 0 0 o0 0o 0 0 0 0 0 0
M02016 1 0 1 1 1 | 1 0o 0 0 0 0 0 0
M02017 6 0 0 0 0 0 O 0o 0 0 0 0 0 O
M02018 60 0 0 0 0 0 o0 0 0 0o 0 0 0 O
M02019 0 0 0 (U] 0 0 0 0 0 0 0 0 0
M02020 o 0 0 0 t 0 o0 0o 0 0 0 0 0 O
M02021 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02022 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02023 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02024 1 6 0 0 o0 0 0 0o 0 0 0 o0 0 O
Total score 2 v 2 2 3 2 2 0o 0 0 0 0 0 O
(N) (12) (12) (12) (12) (12) (12) (12} (12) (12) (12) (12) (12) (12) (12}

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery

Urination [ frequency/30sec }

Defecation { frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes
color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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REREE R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 5-1-3. Detailed clinical observations of male rats

B-CH 300 mg/kg

Cage-side observation Observations made while handling ™ Open-field observations ©
Male No. Locomotor in home-cage Lacrimation Fur Gait

Pre” T8" T15 T24 T30 T36 T42 Pre T8 Ti5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42
MO3025 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03026 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03027 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03028 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03029 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03030 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03031 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03032 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03033 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03034 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2
MO03035 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03036 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 1:0 1:0 1:0 1:0 1:0 1:0 1:0 4:0 40 40 40 40 40 40 1:0 1:0 1:0 1:0 1:0 110 1:0 1:0 10 1:0 1:0 1:0 1:0 110
(N) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

* pre-treatment; b day 7 of treatment; ° day 7 of recovery

Locomotor in home-cage [ 2. normal; 1, decrease in locomotor activity ]
Lacrimation [ 2, normal; 4, reddish tear ]

Fur [ 2, normal; 1, soiled fur ]

Gait [ 2, normal; 1, abnormal gait ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, heart beats,

body temperature, skin/mucous membranes color, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, stereotypy, bizarre
behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex).
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HERE S 1 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 5-1-3 (continued). Detailed clinical observations of male rats

B-CH 300 mg/kg

Open-field observations ©
Male No. Urination Defecation

Pre® T8 T15 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42

M03025
M03026
M03027
M03028
M03029
M03030
M03031
M03032
M03033
M03034
M03035
M03036

O OO O O O O O O O O O
OO OO OO0 O OO0 OO0 -
OO O OO0 O OO0 O 0 O =
DO OO0 0 OO0 = O o =
O OO O OO0 O OO oo
[l - - - e e - -
[l = - e = - - e = =
O OO OO OO0 S OO O
O OO OO OO0 OO 0O
[« RNl = BN = =2 — 2 = I = )
O OO OO0 O O O o o0 O 0
[aBNeE eI« -2 = =l = )
[N e eI I = A= 2 = A B - -
SO O O OO OO0 O O NO

Total score 0 1 1 2 0 2 2 0 0 o 0 0 0 2
(N) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

2 pre-treatment; b day 8 of treatment; © day 7 of recovery

Urination [ frequency/30sec }

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes
color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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AHERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Appendix 5-1-4. Detailed clinical observations of male rats

B-CH 1000 mg/kg
Cage-side observation ¥ Observations made while handling v Open-field observations *
Male No. Locomotor in home-cage Lacrimation Fur Gait

Pre® T8 TI5 T24 T30 T36 T42 R7° Rl14 Pre T8 TI5 T24 T30 T36 T42 R7 Rli4 Pre T8 TIS T24 T30 T36 T42 R7 Ri4 Pre T8 TIS5 T24 T30 T36 T42 R7 Rl4

M04037
M04038
M04039
M04040
M04041
M04042
M04043
M04044
M04045
M04046
M04047
M04048

RN R NN RN NN NNN
NN NN NN RN R R
NRNN RN RNRRNNNDRNND R
NN N NN RNRNRNRD
NONN RN N DN RN RN P
BN RN R NNRN NN
NN RN NN NN NRNNDR
NORNN RN RN NN RN NN
RN RN N R NN RN DN
RONNN RN RN N RN R
NN N NN RN R RN
NORNORRNNN RN N NN
N R RN NN RN NN NN
RNORNN N R NN RPN NN
RN N RN NN NNNN
RN RN RN R RNNRNNRNN
N RN RN NRNRRNNRDN
NN RN R RN N R N R
NORORNNN RN R NN R NN
RN N RN NN NNRNRN
RN NN RN NN R RN NN
NN N RN RN RNNN R
NN RN R NNNRNDNN
NN NN RN NND NN
RN RNRNR NN NN
NN NN RNNR NN NN
RN RN N NRNRDRNNNR
RRRNN NN NDDNDRNRNR

SIS S S B S
NN NN
NORNON N
RORNN W
RN NN
RN R NN
(SN NS SIS
NN NN

Total 1:0 1:0 £:0 1:0 1:0 1:0 1:0 110 1:0 4.0 4.0 4:0 4.0 40 40 40 1:0 110 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 10 1:0 1:0
N) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) 5) (5) (12) (12) (12) (12) (12) (12) (12} (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5)

* pre-treatment; b day 7 of treatment; ° day 7 of recovery

Locomotor in home-cage [ 2, normal; |, decrease in locomotor activity ]
Lacrimation [ 2, normal; 4, reddish tear ]

Fur { 2, normal; 1, soiled fur ]

Gait { 2, normal; 1, abnormal gait ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, heart beats,
body temperature, skin/mucous membranes color, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, stereotypy, bizarre
behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex).
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AERE S R-12-006

Combined repeat dose and reproductive/developmenfal toxicity screening test of -Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 5-1-4 (continued). Detailed clinical observations of male rats

B-CH 1000 mg/kg

Open-field observations @

Male No. - Urination Defecation

PreaTgb T15 T24 T30 T36 T42 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4
M04037 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04038 1 o 0 o0 o0 0 0 1 o 0 0 -0 0 0
M04039 1 0 0 0 0 i 1 0 0 0 0 0 0 0
M04040 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04041 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04042 0o 0 0 0 o0 0 o0 6o 0 0 0 0 0 0
M04043 0 0 0 0 0 0 1 0 0 0 0 0 0 0
M04044 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04045 o o o0 o 0O 0 0 0 O o 0 o0 0O 0 O o0 0 O
M04046 0 0 0 1 0 0 0 0 3 0 0 0 0 0 0 0 0 0
M04047 o 0 0 o O 0 0 0 o0 o 0 o0 o0 o0 0 0 o0 o0
M04048 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 2 0 0 1 0 I 2 0 3 1 6 o0 O O 0 0 0 0
N) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5)

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery

Urination [ frequency/30sec ]

Defecation [ frequency/30sec }

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor,
convulision), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes
color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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ABRE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 6-1-1. Detailed clinical observations of female rats

Control (vehicle: water for injection)

Open-field observations
Female No. Urination

Pre® T8 TIS T24 T30 T36 ¢

o

F01001
F01002
F01003
F01004
F01005
FO1006
F01007
F01008
F01009
F01010
Fo1011
F01012

S O OO0 O O O o o C o o
(=R e i e B SN e B e e 2 e 2 e B = R = R e
[ R e =R == i == R R e S e R i
SO O OO O O o o o o o
S OO0 O O OO o o oo
[ 2 I e B - R o I o N w2 = 200 B == R - e
OO WO O o Cc o oo

Total score 0 0 1 0 0 0 5
(N) (12) (12) (12) (12 (12) (12) (12)

¢ pre-treatment; b day 8 of treatment; ¢ lactation period

Urination [ frequency/30sec ]

Defecation [ frequency/30sec |

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes
color, lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation).
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HEAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 6-1-2. Detailed clinical observations of female rats
B-CH 100 mg/kg

Open-field observations ?

Female No. Urination

Pre” T8b T15 T24 T30 T36 ¢

e

F02013
F02014
F02015
F02016
F02017
F02018
F02019
F02020
F02021
F02022
F02023
F02024

(=Rl e B =2 = — = =l = i e 2 I -
O OO0 O OO OO0 C o o O
[ B I« B 2 =T = Rt - RN e T o N - 2
S O OO0 OO0 oo o0 o o C
OO O O OO0 OO OO0 o o
[o-Ren P o 2 = 2 = BN = BN = B = 2 =2 =T - -]
SO O OO O C O O o oo

Total score 0 0 0 0 0 0 0
(N) (12) (12) (12) (12) (i2) (12) . (12)

8 pre-treatment; b day 8 of tréatment; ® lactation period

Urination { frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes
color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation).
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RERE = R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 6-1-3. Detailed clinical observations of female rats
B-CH 300 mg/kg

Open-field observations ©

Female No. Urination

T8b T15 T24 T30 T36 T42 T49 L

a c

Pre

F03025
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03034
F03035
F03036

_—0 0 O = O O o O O O O
[ o BN 2 — I — I = I e S o B e B e R e N = ]
[ B e B o= B = = I == B = i o B I N = A =]
[ B w I el el - e R - e B e 2 - 0
[ I e 2 =R =k e i o N o B = B = 2 =
OO0 OO0 00 O O 0 O
< OO OO O O O o O

Total score 2 0 0 0 0 0 0 0 0
(N) (12) (12) (12) (12) 12y @12y (1) (1) dn

? pre-treatment; b day 8 of treatment; © lactation period

Urination [ frequency/30sec ]

Defecation [ frequency/30sec |

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes
color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation).
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BT E R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 6-1-4. Detailed clinical observations of female rats
B-CH 1000 mg/kg

Open-field observations ©

Female No. Urination

Pre® T8Y TI5 T24 T30 T36

-

F04037
F04038
F04039
F04040
F04041
F04042
F04043
F04044
F04045
F04046
F04047
F04048

[l e R = I =R e R <o B e e i e S - S e
[=TN R B = 2 = = = 2 = = I = R ]
(=B - - -l =l o I - B = IR 2 -]
S OO0 OO0 0 — 0 O o C
S O OO0 OO OO oo
[=-R =R - B e AR o I = B - B - 2 = 2 = = I -
SO OO OO0 O o~ O O O

Total score 1 0 0 1 0 0 I
(N) (12) (12) (12) (12) (12) (12) (12)

N pre-treatment; b day 8 of treatment; ¢ lactation period

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes
color, lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation).
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REAE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 6-2-1. Detailed clinical observations of female rats, satellite group

Control (vehicle: water for injection)

Open-field observations ©

Female No. Urination

Pre® T8 TIS T24 T30 T36 T42 R7° RI4
F05049 0 0 0 0 0 0 0
F05050 0 0 0 0 0 0 0
F05051 0 0 0 0 0 0 0
F05052 0 0 0 0 0 0 0
F05053 0 0 0 0 0 0 0
F05054 0 0 0 0 | 0 0 0 0
F05055 0 0 0 0 0 0 0 0 0
F05056 0 0 0 0 0 0 0 0 0
F05057 0 0 0 0 0 0 0 0 0
F05058 0 0 0 0 0 0 0 0 0
Total score 0 0 0 0 1 0 0 0 0
(N) (10) (1) (1) (10) (10) (10) (1) )

a pre-treatment; b day 8 of treatment; ¢ day 7 of recovery
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color,
lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory
rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation).
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HEE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 6-2-2. Detailed clinical observations of female rats, satellite group

B-CH 1000 mg/kg

Open-field observations

Female No. Urination

Pre® T8® TIS T24 T30 T36 T42 R7° R4
-F06059 0 0 0 0 0 0 0
F06060 0 0 0 0 0 0 0
F06061 0 0 0 0 0 0 0
F06062 0 0 0 0 0 0 0
F06063 0 0 0 0 0 0 0
F06064 0 0 0 0 0 0 0 0 0
F06065 0 0 0 0 0 0 0 0 0
F06066 0 0 0 0 0 0 0 0 0
F06067 0 0 0 0 0 0 0 0 0
F06068 0 0 0 0 0 0 0 0 0
Total score 0 0 0 0 0 0 0 0 0
Ny (10) (100 (1) (10) (10) (10 (10) (5 (3

@ pre-treatment; b day 8 of treatment; ¢ day 7 of recovery

Urination [ frequency/30sec |

Defecation [ frequency/30sec |

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color,
lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory
rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation).
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HRERE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 7-1-1. Body weights of male rats

Control (vehicle: water for injection)

Male No. Days of administration
1 4 7 14 21 28 35 42
M01001 413.9 430.3 443.6 472.7 492.0 521.3 541.2 544.8
M01002 4204 433.1 4472 483.3 503.7 529.6 554.5 559.9
M01003 420.7 435.5 449.0 469.4 499.2 530.3 560.1 584.1
M01004 388.5 400.0 407.9 434.9 459.2 478.3 499.6 509.0
MO01005 430.4 437.6 4433 445.2 467.4 489.8 524.0 528.9
M01006 396.3 409.8 421.1 452.7 475.5 501.3 518.0 527.6
M01007 389.5 402.0 411.6 448.4 469.8 497.5 520.7 533.5
M01008 424.1 4214 443.6 466.9 475.5 499.1 521.0 541.7
M01009 409.3 417.9 425.7 452.7 468.8 497.0 506.5 528.8
M01010 414.4 419.8 437.1 468.4 495.8 528.4 544.7 561.2
MO101t 405.0 427.3 439.8 470.0 488.1 511.1 524.8 547.3
M01012 433.4 445.5 460.2 486.9 506.7 527.4 542.7 562.2
Number of males 12 12 12 12 12 12 12 12
Mean 412.2 4234 435.8 462.6 483.5 509.3 529.8 544.1
S.D. 15.0 14.2 15.9 15.8 16.0 17.8 18.7 20.4

135



HABRE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 7-1-2. Body weights of male rats

B-CH 100 mg/kg

Male No. Days of administration
1 4 7 14 21 28 35 42
M02013 428.6 4448 463.2 503.8 527.1 560.1 576.8 587.3
M02014 412.5 426.5 442.2 473.2 492.9 513.5 534.5 540.2
M02015 405.3 419.0 432.2 459.7 479.2 502.7 5124 513.4
M02016 395.2 397.5 403.4 426.9 453.3 480.6 496.4 4977
M02017 391.4 406.8 426.4 460.2 474.9 494.8 518.1 526.8
MO02018 377.2 378.9 386.4 407.8 408.8 437.9 4548 470.6
M02019 420.2 431.7 446.1 481.2 508.4 545.1 565.3 588.5
M02020 422.8 437.7 455.8 490.1 514.4 554.2 587.9 606.1
M02021 420.0 429.1 435.2 449.5 466.6 484.1 499.5 514.2
M02022 418.1 433.0 448.5 483.4 501.8 519.6 546.6 559.0
M02023 397.1 407.0 416.4 441.2 467.0 502.5 528.5 416.9
M02024 400.9 407.5 414.0 439.2 452.2 484.3 497.0 501.1
Number of males 12 12 12 12 12 12 12 12
Mean 407.4 418.3 430.8 459.7 478.9 506.6 526.5 526.8
S.D. 15.4 19.1 22.6 28.1 32.7 34.9 38.4 54.0
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN KW KW KW

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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REAEE R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 7-1-3. Body weights of male rats

B-CH 300 mg/kg

Male No. Days of administration
1 4 7 14 21 28 35 42
M03025 421.5 434.5 450.5 480.1 500.7 5214 549.6 567.6
M03026 408.0 422.2 4343 469.9 490.1 525.2 554.0 557.1
M03027 423.4 4421 459.8 497.5 518.1 549.7 578.4 587.7
M03028 407 .4 406.6 419.2 4433 451.0 454.8 469.8 477.0
M03029 397.0 400.9 418.7 442.9 457.0 473.6 488.1 500.4
M03030 425.8 440.3 454.6 483.1 497.7 524.2 553.5 568.5
M03031 408.1 417.0 430.5 461.4 471.8 490.5 514.7 529.9
M03032 391.2 406.8 415.0 436.3 466.9 490.3 510.8 518.8
M03033 4343 444.9 462.7 508.8 526.5 562.5 588.1 610.5
M03034 409.8 415.8 427.3 4449 443.2 485.6 500.5 520.7
M03035 408.8 413.1 425.6 451.7 471.0 499.0 515.6 529.6
M03036 393.4 402.9 4194 437.9 459.5 469.3 490.2 503.7
Number of males 12 12 12 12 12 12 12 12
Mean 410.7 420.6 434.8 463.2 479.5 503.8 526.1 539.3
S.D. 13.3 16.0 17.4 24.5 26.8 33.0 37.8 39.3
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN KW KW KW

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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HRERE R R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 7-1-4. Body weights of male rats

B-CH 1000 mg/kg

Male No. Days of administration
1 4 7 14 21 28 35 42
M04037 393.8 396.9 408.3 427.6 452.1 481.5 502.7 514.9
M04038 423.6 424.7 431.6 451.9 492.4 525.3 550.8 549.6
M04039 431.0 432.5 444 4 467.6 483.8 516.1 531.2 532.3
M04040 400.6 403.9 405.3 424.5 456.0 484.9 515.8 532.0
M04041 420.2 429.2 434.7 439.0 465.6 500.8 518.5 514.3
M04042 432.2 440.6 451.8 477.6 494.7 512.6 537.4 550.9
M04043 413.9 410.2 421.3 4453 469.1 501.3 522.3 541.9
M04044 382.3 393.0 388.0 417.9 446.8 474.1 499.7 523.9
M04045 405.1 418.9 435.8 466.1 489.2 509.9 527.6 539.4
M04046 3955 395.8 407.9 440.4 466.7 492.2 516.3 530.2
M04047 411.5 428.9 4433 457.9 489.8 526.9 545.4 566.0
M04048 410.7 407.3 413.5 452.0 477.8 513.8 541.8 558.9
Number of males 12 12 12 12 12 12 12 12
Mean 410.0 415.2 423.8 4473 473.7 503.3 525.8 537.9
S.D. 15.4 16.1 19.4 18.4 16.6 17.2 16.2 16.4
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN KW KW KW

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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HERE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 7-2-1. Body weights of male rats at the recovery period

Control (vehicle: water for injection)

Male No. Days of recovery
1 7 14
MO01008 545.6 558.3 576.2
MO1009 527.2 540.6 558.6
MO01010 559.7 571.6 582.3
MO1011 548.0 560.9 580.0
MO1012 562.3 580.4 607.5
Number of males 5 5 5
Mean 548.6 562.4 580.9
S.D. 13.9 15.0 17.5
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HBRE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 7-2-2. Body weights of male rats at the recovery period

B-CH 1000 mg/kg

Male No. Days of recovery
1 7 14
M04044 522.5 541.4 568.0
M04045 530.2 548.3 573.2
M04046 534.0 544.7 539.9
M04047 569.4 582.0 575.4
M04048 559.3 580.3 592.9
Number of males 5 5 5
Mean 543.1 559.3 569.9
S.D. 20.2 20.1 19.2
Significance NS NS NS
TT TT TT

Statistical method

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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HEREF:R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 8-1-1. Body weights of female rats

Control (vehicle: water for injection)

Female No. Days of administration
1 4 7 14 21
FO1001 231.9 232.1 235.9 249.5
F01002 258.9 264.5 268.1 268.6
F01003 232.2 244.6 251.9 261.0
F01004 243.4 248.6 246.1 246.9 269.4
F01005 253.0 263.2 273.3 2712
F01006 251.9 255.1 252.0 257.1
F01007 240.4 260.4 266.4 272.9
F01008 233.7 230.1 229.8 2479
F01009 262.3 266.0 274.6 283.3
F01010 262.0 270.8 282.6 2914
FO1011 238.5 254.1 259.4 263.2
F01012 266.4 269.6 286.7 309.4
Number of females 12 12 12 12
Mean 2479 254.9 260.6 269.0
S.D. 12.7 13.7 17.9 19.0
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HEREE:R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 8-1-2. Body weights of female rats

B-CH 100 mg/kg

Female No. Days of administration
1 4 7 14
F02013 226.9 231.5 236.4 249.6
F02014 248.4 253.6 267.5 279.6
F02015 243.4 243.1 256.1 259.6
F02016 266.8 264.2 270.8 280.5
F02017 252.4 255.8 259.9 268.2
F02018 264.2 272.3 284.1 289.5
F02019 249.7 261.0 263.0 278.4
F02020 260.5 271.0 277.6 285.8
F02021 250.9 254.0 262.7 278.9
F02022 269.4 265.8 283.8 298.6
F02023 254.2 257.2 268.4 280.9
F02024 256.1 252.7 272.0 283.7
Number of females 12 12 12 12
Mean 253.6 256.9 266.9 277.8
S.D. 11.5 11.5 13.0 13.2
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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HRERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of $-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 8-1-3. Body weights of female rats

B-CH 300 mg/kg

Female No. Days of administration
1 4 7 14 21 28 35 42 49
F03025 238.7 245.1 244.6 265.8
F03026 2421 246.5 247.9 248.6
F03027 263.4 255.9 266.8 277.1
F03028 239.7 253.1 259.8 269.9
F03029 2472 248.0 248.2 256.1
F03030 247.4 254.4 262.0 271.4
F03031 2522 258.9 2614 265.4
F03032 256.5 265.6 274.0 278.1
F03033 248.7 254.9 262.5 264.1
F03034 236.8 242.4 245.2 2575 281.9 292.2 280.9 282.3 295.7
F03035 236.3 239.8 245.3 261.3
F03036 264.6 270.3 275.7 283.2
Number of females 12 12 12 12
Mean 2478 252.9 257.8 266.5
S.D. 9.8 9.2 11.3 10.0
Significance NS NS NS NS - - - - -
Statistical method AN AN AN AN NA NA NA NA NA

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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BT R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 8-1-4. Body weights of female rats

B-CH 1000 mg/kg

Female No. Days of administration
1 4 7 14
F04037 248.8 250.0 258.1 261.5
F04038 263.3 276.8 289.9 296.4
F04039 234.7 248.1 255.2 258.3
F04040 254.3 258.1 257.4 264.6
F04041 271.7 269.7 289.8 297.5
F04042 236.5 244.2 248.5 251.4
F04043 239.0 250.7 248.3 265.2
F04044 264.4 272.6 275.7 298.1
F04045 241.2 238.0 249.3 258.2
F04046 257.2 256.6 260.4 274.3
F04047 249.7 254.2 263.1 2717
F04048 237.4 241.4 242.2 261.2
Number of females 12 12 12 12
Mean 249.9 255.0 261.5 272.0
S.D. 12.4 12.4 15.8 16.8
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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AR %5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 8-2-1. Body weights of female rats, satellite group

Control (vehicle: water for injection)

Female No. Days of administration
1 4 7 14 21 28 35 42
F05049 2247 240.1 251.0 260.3 269.5 271.7 280.2 278.0
F05050 258.9 264.4 274.7 265.2 285.6 284.0 297.2 300.9
F05051 254.8 259.7 261.5 263.8 269.7 271.8 275.0 279.3
F05052 258.5 271.3 277.6 286.7 293.8 306.5 310.6 310.5
F05053 255.7 272.9 270.6 278.9 284.5 298.0 301.9 297.7
F05054 268.8 282.4 286.3 286.8 300.0 3111 314.8 314.8
F05055 261.0 271.7 276.7 291.6 310.7 316.7 322.5 328.3
F05056 246.7 250.2 260.9 270.1 276.7 282.0 298.5 305.4
F05057 253.1 259.1 259.2 273.4 289.3 295.0 295.1 305.5
F05058 227.6 234.2 236.9 248.6 263.0 278.3 286.4 288.6
Number of females 10 10 10 10 10 10 10 10
Mean 251.0 260.6 265.5 272.5 284.3 292.1 298.2 300.9
S.D. 14.3 15.3 14.6 13.6 14.9 15.6 15.1 15.7
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of p-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 8-2-2. Body weights of female rats, satellite group

B-CH 1000 mg/kg

Female No. Days of administration
1 4 7 14 21 28 35 42
F06059 266.4 279.3 277.1 301.8 312.1 320.3 329.1 338.3
F06060 257.0 263.0 271.0 282.8 290.0 296.7 302.2 304.9
F06061 256.7 262.9 261.5 275.1 282.9 304.8 303.1 301.6
F06062 253.9 254.5 255.2 261.3 270.6 278.7 283.6 285.5
F06063 270.8 266.2 271.0 286.3 300.5 303.2 308.5 324.0
F06064 225.9 235.7 240.8 236.8 236.2 247.5 260.3 263.4
F06065 274.5 283.5 289.5 297.4 3159 334.0 3423 348.5
F06066 238.0 246.7 254.9 259.8 279.7 290.8 297.2 299.1
F06067 246.4 265.7 265.0 266.8 276.0 281.8 284.0 290.6
F06068 245.1 251.9 251.2 254.6 269.0 277.7 277.9 281.6
Number of females 10 10 10 10 10 10 10 10
Mean 253.5 260.9 263.7 2723 283.3 293.6 298.8 303.8
S.D. 15.1 14.4 14.1 20.3 23.3 24.3 24.3 26.4
Significance NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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RS R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 8-3-1. Body weights of female rats at the recovery period

Control (vehicle: water for injection)

Female No. Days of recovery
1 7 14
F05054 3184 320.1 326.2
F05055 326.8 336.9 3455
F05056 304.6 309.2 3139
F05057 299.9 314.3 316.3
F05058 293.6 303.4 295.3
Number of females 5 5 5
Mean 308.7 316.8 3194
S.D. 13.6 12.8 18.4
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B % B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 8-3-2. Body weights of female rats at the recovery period
B-CH 1000 mg/kg

Female No. Days of recovery
1 7 14
F06064 268.3 276.2 283.0
F06065 353.1 358.6 350.8
F06066 303.1 310.8 3184
F06067 291.8 303.1 290.1
F06068 285.9 293.9 300.6
Number of females 5 5 5
Mean 3004 308.5 308.6
S.D. 32.0 30.8 27.1
Significance NS NS NS
Statistical method TT T 1T

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 9-1. Body weights of dams during pregnancy

Control (vehicle: water for injection)

Dam No. Days of pregnancy
0 7 14 20
F01001 255.8 292.9 334.6 424.4
F01002 275.1 318.7 356.0 436.9
F01003 265.3 296.0 327.2 417.9
F01004 281.1 322.7 370.2 451.2
F01005 278.9 308.8 3415 424.0
F01006 267.3 308.1 338.1 417.3
F01007 279.1 320.8 358.8 4413
F01008 245.7 276.8 310.3 384.2
F01009 288.9 338.0 381.3 448.5
F01010 290.2 345.2 386.8 496.0
F01011 266.0 302.0 325.1 387.7
FO1012 293.3 345.8 385.0 472.5
Number of dams 12 12 12 12
Mean 273.9 314.7 351.2 433.5
S.D. 14.4 21.4 25.6 32.0
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HERE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 9-2. Body weights of dams during pregnancy

B-CH 100 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F02013 244.4 279.1 317.2 392.4
F02014 280.7 322.8 352.1 438.8
F02015 261.8 284.5 323.9 415.1
F02016 275.3 307.2 3353 416.1
F02017 274.4 292.1 325.6 400.8
F02018 291.1 323.9 362.1 461.4
F02019 269.5 317.6 363.1 460.8
F02020 294.0 320.5 362.4 457.2
F02021 277.0 3244 361.0 441.1
F02022 292.0 3347 363.0 4393
F02023 277.2 306.9 338.0 415.3
F02024 278.8 329.0 368.5 464.2
Number of dams 12 12 12 12
Mean 276.4 311.9 347.7 433.5
S.D. 13.8 18.1 18.5 25.0
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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REAFE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 9-3. Body weights of dams during pregnancy

B-CH 300 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F03025 275.2 303.2 3373 406.3
F03026 265.4 294.6 327.1 421.5
F03027 277.0 3124 351.4 437.6
F03028 270.1 308.0 333.7 402.8
F03029 263.6 293.2 328.8 405.6
F03030 268.5 301.1 331.0 409.9
F03031 277.8 309.7 345.9 436.7
F03032 287.2 324.3 356.4 432.6
F03033 275.2 3133 359.6 454.2
F03035 258.7 288.8 3212 390.5
F03036 288.9 334.4 365.3 460.2
Number of dams 11 11 11 11
Mean 273.4 307.5 341.6 423.4
S.D. 9.4 13.6 14.8 22.5
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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HEAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 9-4. Body weights of dams during pregnancy

B-CH 1000 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F04037 279.4 314.0 3573 455.3
F04038 306.5 335.3 378.6 467.1
F04039 263.7 295.9 336.1 413.7
F04040 276.7 308.2 341.8 438.4
F04041 287.8 345.0 389.5 484.6
F04042 258.1 294.1 334.7 403.2
F04043 266.0 291.5 3184 389.2
F04044 308.1 339.4 3874 461.9
F04045 254.6 295.1 335.9 418.1
F04046 281.3 312.0 341.8 4304
F04047 281.2 321.4 3524 410.0
F04048 274.6 309.7 347.3 443.8
Number of dams 12 12 12 12
Mean 278.2 313.5 351.8 434.6
S.D. 16.9 18.5 22.5 28.9
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 10-1. Body weights of dams during lactation

Control (vehicle: water for injection)

Dam No. Days of lactation
0 4
F01001 300.1 3193
F01002 342.1 357.6
F01003 307.7 322.1
F01004 362.7 375.3
F01005 3352 325.1
F01006 3203 3352
F01007 336.4 355.7
F01008 280.2 305.3
F01009 362.6 354.5
F01010 348.4 363.4
F01011 309.9 324.1
F01012 355.9 346.5
Number of dams 12 12
Mean 330.1 340.3
S.D. 26.5 214
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ABREH :R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 10-2. Body weights of dams during lactation

B-CH 100 mg/kg

Dam No. Days of lactation
0 4
F02013 315.6 312.4
F02014 326.8 3427
F02015 289.4 324.2
F02016 320.9 322.2
F02017 312.9 308.1
F02018 3433 3529
F02019 336.0 351.2
F02020 343.0 359.6
F02021 342.5 368.0
F02022 342.0 3514
F02023 3429 336.1
F02024 335.1 353.5
Number of dams 12 12
Mean 329.2 340.2
S.D. 16.8 19.4
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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HERE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodexirin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 10-3. Body weights of dams during lactation

B-CH 300 mg/kg

Dam No. Days of lactation
0 4
F03025 301.2 330.2
F03026 300.4 328.9
F03027 339.7 335.9
F03028 300.1 2717.1
F03029 299.5 331.6
F03030 304.0 304.0
F03031 352.5 3453
F03032 3321 340.7
F03033 3334 352.6
F03035 320.5 319.3
F03036 380.6 356.2
Number of dams 11 11
Mean 324.0 329.3
S.D. 26.6 22.7
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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AEAE S  R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 10-4. Body weights of dams during lactation

B-CH 1000 mg/kg

Dam No. Days of lactation
0 4
F04037 349.2 341.7
F04038 379.8 377.0
F04039 321.9 332.6
F04040 328.1 341.7
F04041 3594 3794
F04042 308.8 332.9
F04043 324.7 326.3
F04044 339.0 363.5
F04045 307.0 316.4
F04046 307.3 324.5
F04047 319.9 326.5
F04048 340.2 330.8
Number of dams 12 12
Mean 332.1 341.1
S.D. 22.4 20.9
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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B E = R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 11-1-1. Food consumption of male rats

Control (vehicle: water for injection)

Male No. Days of administration
1 7 14 29 35 41
MO01001 36.2 30.9 29.1 29.0 30.8 28.7
M01002 28.1 29.3 28.2 31.5 28.1 28.8
MO01003 29.1 28.3 27.3 329 335 28.5
M01004 30.9 30.5 27.6 25.9 311 31.9
M01005 32.7 25.9 25.6 30.6 334 32.1
MO01006 26.9 28.6 27.0 334 27.7 28.6
M01007 29.8 30.6 29.2 27.9. 31.1 29.6
MO01008 29.2 29.7 28.8 32.8 354 28.9
M01009 29.1 29.6 26.3 29.7 34.6 28.7
MO01010 29.1 31.1 30.6 36.6 33.2 32.7
M01011 333 30.8 26.5 26.1 29.0 29.5
MO01012 32.2 32.6 26.7 30.3 29.9 29.5
Number of males 12 12 12 12 12 12
Mean 30.6 29.8 27.7 30.6 315 29.8
S.D. 2.6 1.7 1.5 3.1 2.5 1.5
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 11-1-2. Food consumption of male rats

B-CH 100 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M02013 347 32.5 35.6 34.7 334 34.6
M02014 37.7 34.2 30.0 27.6 31.0 29.9
M02015 322 30.8 29.3 29.7 30.1 29.2
M02016 29.2 27.6 25.9 29.8 27.7 27.4
M02017 40.3 34.2 353 323 31.0 355
M02018 26.7 24.1 22.9 254 22.7 24.3
M02019 35.6 334 329 354 354 37.5
M02020 34.8 33.1 32.7 33.5 34.6 32.6
M02021 34.8 25.3 23.5 26.3 274 29.7
M02022 33.7 335 333 33.0 35.0 325
M02023 30.0 28.9 28.4 31.0 11.3 10.7
M02024 29.1 33.2 28.6 31.1 27.9 30.6
Number of males 12 12 12 12 12 12
Mean 332 30.9 29.9 30.8 29.0 29.5
S.D. 3.9 3.6 43 32 6.7 6.9
Significance NS NS NS NS NS NS
Statistical method DU DU KW AN KW KW

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

AN: Analysis by variance (one-way layout).
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HERE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 11-1-3. Food consumption of male rats

B-CH 300 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M03025 36.9 31.5 30.9 323 35.2 35.1
M03026 35.1 32.8 33.6 32.1 27.5 30.2
M03027 355 36.6 31.8 344 36.5 347
M03028 30.9 28.5 25.0 30.1 31.6 294
M03029 27.5 29.9 229 27.9 27.9 27.8
MO03030 35.4 31.2 294 32.0 34.5 30.2
MO03031 29.8 29.0 29.4 329 31.8 28.3
M03032 29.1 28.0 27.1 31.1 312 28.5
M03033 34.1 38.0 33.8 344 35.8 34.8
M03034 31.9 29.8 27.6 28.0 29.1 30.1
M03035 30.5 29.2 27.7 29.7 27.3 29.6
M03036 31.5 26.9 24.0 29.0 28.1 28.8
Number of males 12 12 12 12 12 12
Mean 324 31.0 28.6 31.2 314 30.6
S.D. 3.0 3.4 3.6 2.2 3.4 2.7
Significance NS NS NS NS NS NS
Statistical method DU DU KW AN KW KW

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.

AN: Analysis by variance (one-way layout).
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HER T B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 11-1-4. Food consumption of male rats

B-CH 1000 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M04037 26.3 26.3 25.1 29.0 303 29.1
M04038 29.5 25.5 31.0 35.9 334 29.2
M04039 31.8 25.9 26.8 30.6 30.2 26.6
M04040 27.6 24.5 26.5 30.5 33.1 30.2
M04041 28.5 28.7 24.8 31.9 26.7 29.4
M04042 31.1 31.1 28.8 355 313 30.0
M04043 29.1 27.8 27.0 31.7 302 319
M04044 29.2 25.3 26.6 29.5 26.1 329
M04045 33.2 28.0 29.5 32.4 28.6 31.8
M04046 26.1 29.3 30.2 33.8 29.7 333
M04047 31.6 33.5 29.4 32.7 349 34.6
M04048 20.6 27.5 27.1 30.5 28.7 30.7
Number of males 12 12 12 12 12 12
Mean 28.7 27.8 27.7 32.0 30.3 30.8
S.D. 3.4 2.6 2.0 2.2 2.6 2.2
Significance NS NS NS NS NS NS
Statistical method DU DU KW AN KW KW

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test. ‘
KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.

AN: Analysis by variance (one-way layout).
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RERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 11-2-1. Food consumption of male rats at the recovery period

Control (vehicle: water for injection)

Male No. Days of recovery
6 12
M01008 322 324
M01009 29.7 34.2
MO01010 319 31.7
MO01011 29.6 30.7
MO01012 32.5 31.9
Number of males 5 5
Mean 31.2 32.2
S.D. 1.4 1.3
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R 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 11-2-2. Food consumption of male rats at the recovery period

B-CH 1000 mg/kg

Male No. Days of recovery
6 12
M04044 31.5 34.2
M04045 28.0 30.8
M04046 34.5 34.3
MO04047 33.2 30.9
M04048 30.1 28.7
Number of males 5 5
Mean 31.5 31.8
S.D. 2.6 2.4
Significance NS NS
Statistical method TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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BT S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 12-1-1. Food consumption of female rats

Control (vehicle: water for injection)

Female No. Days of administration
1 7 14
F01001 18.3 19.9 15.7
F01002 17.1 25.8 21.2
F01003 19.5 21.5 19.8
F01004 14.9 20.0 18.7
FO1005 24.1 21.3 22.7
F01006 20.5 22.2 18.0
F01007 23.9 22.7 24.3
F01008 17.9 21.2 16.3
F01009 17.2 26.0 26.3
F01010 24.2 24.6 21.1
FO1011 229 20.4 20.8
FO1012 28.3 25.3 28.5
Number of females 12 12 12
Mean 20.7 22.6 21.1
S.D. 3.9 2.3 3.9
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HBERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodexirin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 12-1-2. Food consumption of female rats

B-CH 100 mg/kg

Female No. Days of administration
1 7 14
F02013 17.2 20.2 15.8
F02014 22.9 19.0 21.2
F02015 224 16.0 17.6
F02016 24.3 13.7 20.0
F02017 22.7 19.2 19.9
F02018 22.3 214 24.2
F02019 16.8 20.9 19.2
F02020 21.8 23.2 23.8
F02021 23.7 18.5 22.2
F02022 27.2 19.2 25.1
F02023 26.1 18.7 24.7
F02024 23.6 14.5 22.7
Number of females 12 12 12
Mean 22.6 18.7 21.4
S.D. 3.0 2.8 2.9
Significance NS *k NS
Statistical method AN DU AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test. v
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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REAEE 1 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 12-1-3. Food consumption of female rats

B-CH 300 mg/kg

Female No. Days of administration
1 7 14 29 35 41 48
F03025 23.6 19.8 16.7
F03026 15.9 22.4 18.4
F03027 23.0 16.5 20.4
F03028 20.9 20.5 21.5
F03029 20.4 19.0 13.9
F03030 22.3 21.9 18.3
F03031 17.8 22.4 215
F03032 21.7 23.1 23.8
F03033 15.2 213 15.7
F03034 21.7 17.2 13.8 12.6 18.5 16.5 24.0
F03035 19.1 16.9 223
F03036 16.7 21.1 222
Number of females 12 12 12
Mean 19.9 20.2 19.0
S.D. 2.9 2.3 34
Significance NS NS NS -—- - - -—-
Statistical method AN DU AN NA NA NA NA

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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ABRE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 12-1-4. Food consumption of female rats

B-CH 1000 mg/kg

Female No. Days of administration
1 7 14
F04037 19.8 24.0 24.8
F04038 25.6 26.1 26.3
F04039 25.2 21.7 243
F04040 20.1 20.9 14.7
F04041 25.6 17.5 253
F04042 21.3 19.3 18.7
F04043 19.4 223 21.3
F04044 24.4 24.0 21.1
F04045 23.0 12.8 20.3
F04046 23.7 22.7 18.1
F04047 17.0 214 24.4
F04048 21.5 21.2 16.3
Number of females 12 12 12
Mean 22.2 212 213
S.D. 2.8 3.5 3.8
Significance NS NS NS
Statistical method AN DU AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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HEAEE - R-12-006

Combined repéat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 12-2-1. Food consumption of female rats, satellite group

Control (vehicle: water for injection)

Female No. Days of administration
1 7 14 21 29 35 41
F05049 19.6 20.0 22.6 19.7 17.9 20.2 10.9
F05050 21.8 18.4 19.2 23.0 20.3 23.0 21.0
F05051 23.4 21.7 17.6 18.5 20.3 22.9 21.3
F05052 26.9 25.7 24.1 239 23.8 23.6 19.7
F05053 23.7 22.8 19.9 222 18.6 23.0 15.6
F05054 18.4 25.3 22.8 17.9 17.0 21.4 18.6
F05055 25.6 22.5 23.0 25.5 25.9 21.0 22.1
F05056 243 15.7 23.5 27.1 243 16.1 26.4
F05057 22.9 20.3 18.8 20.1 222 22.4 20.3
F05058 15.8 22.9 25.0 17.9 - 19.8 23.8 21.3
Number of females 10 10 10 10 10 10 10
Mean 22.2 21.5 21.7 21.6 21.0 21.7 19.7
S.D. 34 2.5 3.3 2.9 2.3 4.1

3.0
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RERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 12-2-2. Food consumption of female rats, satellite group

B-CH 1000 mg/kg

‘Female No. Days of administration
1 7 14 21 29 35 41
F06059 18.8 24.5 242 19.4 25.2 17.6 21.6
F06060 24.8 24.5 18.4 25.5 23.5 21.8 20.5
F06061 21.0 21.5 24.8 25.1 213 25.6 19.9
F06062 16.4 19.7 20.8 16.4 15.9 194 18.0
F06063 22.0 227 17.9 24.1 23.6 214 24.0
F06064 20.7 21.0 21.2 222 17.7 22.0 21.1
F06065 19.8 25.8 24.4 20.8 18.9 26.3 20.9
F06066 17.6 23.6 23.6 18.2 17.9 24.9 20.0
F06067 24.4 25.6 24.0 18.9 16.4 24.9 18.4
F06068 17.2 23.2 22.6 20.0 18.5 23.9 20.8
Number of females 10 10 10 10 10 10 10
Mean 20.3 23.2 222 21.1 19.9 22.8 20.5
S.D. 2.9 2.0 2.5 3.1 3.3 2.8 1.7
Significance NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT T AW

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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REAE 5 :R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 12-3-1. Food consumption of female rats at the recovery period

Control (vehicle: water for injection)

Female No. Days of recovery
6 12
F05054 19.8 19.5
F05055 20.3 19.8
F05056 22.5 253
F05057 20.5 16.8
F05058 23.8 23.1
Number of females 5 5
Mean 214 20.9
S.D. 1.7 3.3
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B 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 12-3-2. Food consumption of female rats at the recovery period

B-CH 1000 mg/kg

Female No. Days of recovery
6 12
F06064 19.8 21.6
F06065 24.3 24.7
F06066 21.6 21.5
F06067 233 19.4
F06068 222 21.1
Number of females 5 5
Mean 22.2 21.7
S.D. 1.7 1.9
Significance NS NS
Statistical method T TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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RERE A R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 13-1. Food consumption in dams during pregnancy

Control (vehicle: water for injection)

Dam No. Days of pregnancy
0 7 14 20
F01001 21.9 23.1 26.8 21.5
F01002 26.0 283 26.2 26.8
F01003 20.4 27.7 254 21.8
F01004 23.8 29.9 314 26.9
F01005 17.7 25.8 23.9 24.7
F01006 22.9 275 25.5 20.3
F01007 19.7 28.9 29.8 223
F01008 214 26.4 23.4 20.8
F01009 25.0 31.7 31.0 20.2
FO01010 247 33.0 333 26.5
FO01011 20.0 214 24.5 19.6
F01012 31.2 31.6 26.8 29.1
Number of dams 12 12 12 12
Mean 22.9 27.9 27.3 23.4
S.D. 3.6 3.5 3.2 3.2
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 13-2. Food consumption in dams during pregnancy

B-CH 100 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F02013 16.9 23.4 22.0 22.1
F02014 22.5 30.7 21.9 23.9
F02015 19.3 23.4 25.0 22.5
F02016 17.9 26.3 22.8 19.4
F02017 18.6 23.7 22.0 21.1
F02018 23.6 24.0 27.8 26.3
F02019 18.1 29.3 28.3 30.1
F02020 20.7 23.8 29.4 28.6
F02021 22.4 303 23.0 27.3
F02022 19.4 30.1 31.0 28.2
F02023 20.3 29.5 22.5 27.8
F02024 24.4 31.7 27.2 22.6
Number of dams 12 12 12 12
Mean 20.3 27.2 25.2 25.0
S.D. 2.4 34 3.3 3.5
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 13-3. Food consumption in dams during pregnancy

B-CH 300 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F03025 20.1 253 25.2 234
F03026 241 22.8 23.1 259
F03027 16.5 27.0 25.8 23.1
F03028 20.3 28.9 247 19.2
F03029 21.2 24.8 26.4 20.7
F03030 18.9 26.1 21.6 19.0
F03031 224 20.3 26.1 23.8
F03032 22.0 26.5 25.9 19.4
F03033 204 29.0 31.8 23.4
F03035 19.1 23.5 25.3 24.1
F03036 20.4 28.4 30.4 25.6
Number of dams 11 11 11 11
Mean 20.5 25.7 26.0 22.5
S.D. 2.0 2.7 2.9 2.5
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<(0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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HBRE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 13-4. Food consumption in dams during pregnancy

B-CH 1000 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F04037 23.8 29.1 29.6 21.7
F04038 15.9 30.1 30.5 21.0
F04039 23.6 24.5 28.1 22,9
F04040 21.7 27.6 26.6 22.0
F04041 23.1 32.0 35.0 34.0
F04042 20.3 26.3 24.7 22.8
F04043 21.7 249 24.0 26.4 -
F04044 22.9 304 304 14.9
F04045 20.3 23.7 21.8 14.7
F04046 21.8 30.7 28.3 23.4
F04047 22.8 29.3 23.7 22.6
F04048 24.1 27.0 28.8 26.9
Number of dams 12 12 12 12
Mean 21.8 28.0 27.6 22.8
S.D. 2.3 2.7 3.7 5.1
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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RS R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of p-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 14-1. Food consumption in dams during lactation

Control (vehicle: water for injection)

Dam No. Days of lactation
3
F01001 40.7
F01002 52.8
F01003 37.7
F01004 52.8
F01005 34.7
F01006 33.1
F01007 47.7
F01008 41.2
F01009 42.0
F01010 43.5
F01011 38.3
F01012 41.2
Number of dams 12
Mean 42.1
S.D. 6.3
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ABRE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 14-2. Food consumption in dams during lactation
B-CH 100 mg/kg

Dam No. Days of lactation
3
F02013 41.7
F02014 50.7
F02015 473
F02016 39.1
F02017 39.1
F02018 42.8
F02019 42.9
F02020 44.1
F02021 46.1
F02022 437
F02023 38.2
F02024 39.6
Number of dams 12
Mean 42.9
S.D. 3.8
Significance NS
Statistical method AN

Significantly different from the control group (*; P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout). :

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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REBRE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

~Appendix 14-3. Food consumption in dams during lactation

B-CH 300 mg/kg

Dam No. Days of lactation
3
F03025 459
F03026 41.3
F03027 43.6
F03028 28.2
F03029 43.6
F03030 32,6
F03031 379
F03032 40.9
F03033 41.9
F03035 355
F03036 39.1
Number of dams 11
Mean 39.1
S.D. 5.3
Significance NS
Statistical method AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.

177



HBREF R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 14-4. Food consumption in dams during lactation
B-CH 1000 mg/kg

Dam No. Days of lactation
3
F04037 : 41.6
F04038 42.0
F04039 41.1
F04040 45.5
F04041 48.4
F04042 44.5
F04043 37.2
F04044 41.7
F04045 44.6
F04046 48.9
F04047 43.2
F04048 42.5
Number of dams 12
Mean 43.4
S.D. 3.2
Significance NS
Statistical method AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.

178



HREREE R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 15-1. Functional findings of male rats at the last week of the dosing period

Control (vehicle: water for injection)

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
MO01001 2 2 2 2 + + +
M01002 2 2 2 2 + + +
M01003 2 2 2 2 + + +
M01004 2 2 2 2 + + +
MO01005 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +: 5 +: 5

2 or +, normal
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 15-2. Functional findings of male rats at the last week of the dosing period
B-CH 100 mg/kg

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M02013 2 2 2 2 + + +
MO02014 2 2 2 2 + + +
M02015 2 2 2 2 + + +
M02016 2 2 2 2 + + +
M02017 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5

2 or +, normal
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BT R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 15-3. Functional findings of male rats at the last week of the dosing period
B-CH 300 mg/kg

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M03025 2 2 2 2 + + +
M03026 2 2 2 2 + + +
M03027 2 2 2 2 + + +
M03028 2 2 2 2 + + +
M03029 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +:5

2 or +, normal
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HBRE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 15-4. Functional findings of male rats at the last week of the dosing period
B-CH 1000 mg/kg

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex

M04037 2 2 2 2 + + +
M04038 2 2 2 2 + + +
M04039 2 2 2 2 + + +
M04040 2 2 2 2 + + +
MO04041 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +:5 +:5

2 or +, normal
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A% B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 16-1. Functional findings of female rats at the last week of the dosing period

Control (vehicle: water for injection)
Female, dam

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F01003 2 2 2 2 + + +
F01005 2 2 2 2 + + +
F01007 2 2 2 2 + + +
F01010 2 2 2 2 + + +
F01012 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +: 5 +:5 +5

2 or +, normal
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REAZ S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 16-2. Functional findings of female rats at the last week of the dosing period

B-CH 100 mg/kg
Female, dam

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F02014 2 2 2 2 + + +
F02015 2 2 2 2 + + +
F02016 2 2 2 2 + + +
F02019 2 2 2 2 + + +
F02021 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5

2 or +, normal
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REAE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 16-3. Functional findings of female rats at the last week of the dosing period

B-CH 300 mg/kg
Female, dam

Female No. Righting reflex ‘Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F03027 2 2 2 2 + + +
F03028 2 2 2 2 + + +
F03030 2 2 2 2 + + +
F03032 2 2 2 2 + + +
F03035 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5

2 or +, normal
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REAE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 16-4. Functional findings of female rats at the last week of the dosing period

B-CH 1000 mg/kg
Female, dam

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F04038 2 2 2 2 + + +
F04041 2 2 2 2 + + +
F04043 2 2 2 2 + + +
F04045 2 2 2 2 + + +
F04047 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +5

2 or +, normal
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 16-5. Functional findings of female rats at the last week of the dosing period

Control (vehicle: water for injection)
Female, satellite groups

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F05049 2 2 2 2 + + +
F05050 2 2 2 2 + + +
F05051 2 2 2 2 + + +
F05052 2 2 2 2 + + +
F05053 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +: 5 +:5

2 or +, normal
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BRI R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Appendix 16-6. Functional findings of male rats and female rats at the end of the dosing period

B-CH 1000 mg/kg
Female, satellite groups

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F06059 2 2 2 2 + + +
F06060 2 2 2 2 + + +
F06061 2 2 2 2 + + +
F06062 2 2 2 2 + + +
F06063 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +:5

2 or +, normal
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HEAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 17-1. Assessment of grip strength of male rats at the last week of the dosing period

Male No. Administration period
Forelimb Hindlimb
(kg) kg

MO01001 0.791 0.210
M01002 0.732 0.536
MO01003 0.993 0.267
M01004 0.822 0.505
MO01005 1.098 0.367
Number of males 5 5
Mean 0.887 0.377
S.D. 0.153 0.143
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 17-2. Assessment of grip strength of male rats at the last week of the dosing period

B-CH 100 mg/kg

Male No. Administration period
Forelimb Hindlimb
kg) (kg)

M02013 1.057 0.359
M02014 1.072 0.408
M02015 1.022 0.452
M02016 0.972 0.397
MO02017 0.964 0.366
Number of males 5 5
Mean 1.017 0.396
S.D. 0.049 0.037

Significantly different from the control group (*: P<0.05, **: P<0.01).
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REAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of $-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 17-3. Assessment of grip strength of male rats at the last week of the dosing period

B-CH 300 mg/kg

Male No. Administration period
Forelimb Hindlimb
(kg) (kg)

M03025 0.883 0.531
M03026 0.877 0.610
M03027 0.911 0.473
M03028 0.996 0.393
M03029 0.978 0.422
Number of males 5 5
Mean 0.929 0.486
S.D. 0.055 0.087

Significantly different from the control group (*: P<0.05, **: P<0.01).
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AR E B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 17-4. Assessment of grip strength of male rats at the last week of the dosing period

B-CH 1000 mg/kg

Male No. Administration period
Forelimb Hindlimb
(kg) (kg)

M04037 0.946 0.416
M04038 1.176 0.474
M04039 0.992 0.449
M04040 1.198 0.590
M04041 0.943 0.415
Number of males 5 5
Mean 1.051 0.469
S.D. 0.126 0.072

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEAEZ 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of $-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 18-1. Assessment of grip strength of female rats at the last week of the dosing period

Control (vehicle: water for injection)

Female No. Administration period
Forelimb Hindlimb
(kg) kg)

F01003 1.045 0.482
F01005 0.743 0.360
F01007 0.939 0.733
F01010 0.959 0.476
FO1012 1.027 0.527
Number of females 5 5
Mean 0.943 0.516
S.D. 0.120 0.136
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FRERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 18-2. Assessment of grip strength of female rats at the last week of the dosing period

B-CH 100 mg/kg

Female No. Administration period
Forelimb Hindlimb
(kg) (kg)

F02014 0.952 0.512
F02015 0.902 0.608
F02016 0.920 0.346
F02019 0.841 0.654
F02021 0.890 0.483
Number of females 5 5
Mean 0.901 0521
S.D. 0.041 0.120

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEBREF R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 18-3. Assessment of grip strength of female rats at the last week of the dosing period

B-CH 300 mg/kg

Female No. Administration period
Forelimb Hindlimb
(kg) (kg)

F03027 0.799 0.332
F03028 0.809 0.309
F03030 1.129 0.301
F03032 1.138 0.371
F03035 0.847 0.353
Number of females 5 5
Mean 0.944 0.333 *
S.D. 0.174 0.029

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERZE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 18-4. Assessment of grip strength of female rats at the last week of the dosing period

B-CH 1000 mg/kg

Female No. Administration period
Forelimb Hindlimb

F04038 1.036 0.466
F04041 0.954 0.563
F04043 0.916 0.362
F04045 1.015 0.352
F04047 0.827 0.442
Number of females 5 5
Mean 0.950 0.437
S.D. 0.084 0.086

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE 5 :R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 19-1. Assessment of grip strength of female rats at the last week of the dosing period, satellite group

Control (vehicle: water for injection)

Female No. Administration period
Forelimb Hindlimb
(kg) (kg)

F05049 1.059 0.358
F05050 1.041 0.391
F05051 1.032 0.226
F05052 1.024 0.544
F05053 1.032 0.548
Number of females 5 S
Mean 1.038 0.413
S.D. 0.013 0.136

197



FRERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 19-2. Assessment of grip strength of female rats at the last week of the dosing period, satellite group

B-CH 1000 mg/kg

Female No. Administration period
Forelimb Hindlimb
(kg) (kg)

F06059 0.940 0.439
F06060 1.057 0.468
F06061 1.042 0.321
F06062 1.016 0.404
F06063 1.070 0.463
Number of females 5 5
Mean 1.025 0.419
S.D. 0.052 0.060

Significantly different from the control group (*: P<0.05, **: P<0.01).
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AR E S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 20-1. Motor activity of male rats at the last week of the dosing period

Control (vehicle: water for injection)

Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M01001 1181 973 989 881 4024 38 34 31 20 123
M01002 1278 1101 970 885 4234 49 33 24 20 126
M01003 1198 1248 1181 771 4398 36 41 34 22 133
M01004 1246 1203 1059 510 4018 28 29 26 5 88
M01005 1023 763 705 316 2807 20 17 14 6 57
Number of males 5 5 5 5 5 °5 5 5 5 5
Mean 1185 1058 981 673 3896 34 31 26 15 105
S.D. 98 196 175 251 629 11 9 8 8 32
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R E A R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 20-2. Motor activity of male rats at the last week of the dosing period

B-CH 100 mg/kg

Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M02013 1081 1047 991 950 4069 42 36 24 23 125
M02014 886 692 657 744 2979 23 9 11 13 56
M02015 1105 853 823 490 3271 37 29 26 14 106
M02016 1118 1349 1085 887 4439 20 25 17 10 72
M02017 1355 1210 1148 722 4435 46 36 25 15 122
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1109 1030 941 759 3839 34 27 21 15 96
S.D. 167 265 200 178 676 12 11 6 5 . 31

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 20-3. Motor activity of male rats at the last week of the dosing period

B-CH 300 mg/kg

Male No. Administration period
Ambulation (counts) Rearing (counts)
Smin 10min 15min 20min Total Smin 10min 15min 20min Total

M03025 1311 1392 1208 1237 5148 39 35 34 31 139
M03026 1205 1128 1064 979 4376 44 30 19 22 115
M03027 1360 1188 1166 1006 4720 50 32 39 20 141
M03028 1158 1067 981 882 4088 43 38 34 16 131
M03029 1158 796 872 747 3573 43 15 20 7 85
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1238 1114 1058 970 4381 44 30 29 19 122
S.D. 92 216 137 180 600 4 9 9 9 23

Significantly different from the control group (*: P<0.05, **: P<0.01).
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B E B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 20-4. Motor activity of male rats at the last week of the dosing period

B-CH 1000 mg/kg

Male No. Administration period
Ambulation (counts) Rearing (counts)
Smin 10min 15min 20min Total Smin 10min 15min 20min Total

M04037 1873 1932 1847 1665 7317 26 30 19 11 86
M04038 1320 1026 1105 748 4199 43 26 40 22 131
M04039 1098 959 880 589 3526 39 31 22 11 103
M04040 701 724 746 618 2789 27 44 24 20 115
M04041 937 1128 905 1058 4028 26 43 20 27 116
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1186 1154 1097 936 4372 32 35 25 18 110
S.D. 446 460 439 448 1735 8 8 9 7 17

Significantly different from the control group (*: P<0.05, **: P<0.01).
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REAE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 21-1. Motor activity of female rats at the last week of the dosing period

Control (vehicle: water for injection)

Female No. . Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F01003 1212 999 1006 541 3758 22 14 18 9 63
F01005 1880 1782 1460 1032 6154 35 14 9 3 61
F01007 1086 993 595 515 3189 42 34 12 13 101
F01010 1143 1019 1138 557 3857 29 24 16 1 70
F01012 1224 1167 823 1031 4245 33 26 27 13 99
Number of females 5 5 S 5 5 5 5 5 5 5
Mean 1309 1192 1004 735 4241 32 22 16 8 79
S.D. 324 337 326 271 1134 7 9 7 6 20
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 21-2. Motor activity of female rats at the last week of the dosing period

B-CH 100 mg/kg

Female No. Administration period
Ambulation (counts) Rearing (counts)
Smin 10min 15min 20min Total S5min 10min 15min 20min Total

F02014 1276 929 705 523 3433 37 11 10 2 60
F02015 1065 916 713 615 3309 38 24 11 10 83
F02016 678 593 419 402 2092 20 32 17 76
F02019 1304 945 970 732 3951 40 26 81
F02021 870 1161 930 290 3251 28 26 11 73
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1039 909 747 512 3207 33 24 11 7 75
S.D. 267 203 220 174 682 8 8 4 4 9

Significantly different from the control group (*: P<0.05, **: P<0.01).
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BT R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 21-3. Motor activity of female rats at the last week of the dosing period

B-CH 300 mg/kg

Female No. Administration period
Ambulation (counts) Rearing (counts)
Smin 10min 15min 20min Total Smin 10min 15min 20min Total

F03027 1156 923 339 144 2562 36 27 4 0 67
F03028 1048 684 852 693 3277 27 10 10 14 61
F03030 1084 608 607 413 2712 21 8 2 2 33
F03032 985 983 1027 849 3844 43 63 29 21 156
F03035 1102 960 960 630 3652 35 29 18 7 89
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1075 832 757 546 3209 32 27 13 9 81
S.D. 64 173 283 274 563 9 22 11 9 46

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 21-4. Motor activity of female rats at the last week of the dosing period

B-CH 1000 mg/kg

Female No. Administration period
Ambulation (counts) ' Rearing (counts)
Smin 10min 15min 20min Total Smin 10min 15min 20min Total

F04038 1154 882 887 595 3518 32 35 14 20 101
F04041 1275 915 671 225 3086 36 14 8 0 58
F04043 1132 969 663 531 3295 26 17 3 5 51
F04045 1279 937 807 710 3733 27 20 15 3 65
F04047 971 743 914 1066 3694 25 27 26 21 99
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1162 889 788 625 3465 29 23 13 10 75
S.D. 126 88 118 305 274 5 8 9 10 24

Significantly different from the control group (*: P<0.05, **: P<0.01).
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%5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 22-1. Motor activity of female rats at the last week of the dosing period, satellite group

Control (vehicle: water for injection)

Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F05049 1121 1161 1030 758 4070 48 44 37 7 136
F05050 1157 1172 1089 1020 4438 39 23 31 26 119
F05051 1101 1096 1026 1049 4272 33 48 35 31 147
F05052 1232 1079 1189 1046 4546 35 25 33 21 114
F05053 1205 1342 1350 1145 5042 36 66 59 42 203
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1163 1170 1137 1004 4474 38 41 39 25 144
S.D. 55 104 136 145 365 6 18 11 13 36
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AERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 22-2. Motor activity of female rats at the last week of the dosing period, satellite grou

B-CH 1000 mg/kg

Female No. Administration period
Ambulation (counts) Rearing (counts)
Smin 10min 15min 20min Total Smin 10min 15min 20min Total

F06059 1318 1122 1204 851 4495 33 23 44 10 110
F06060 793 798 635 694 2920 47 38 21 43 149
F06061 1368 1248 1496 1366 5478 48 48 72 33 201
F06062 1013 870 859 973 3715 29 24 17 13 83
F06063 1045 900 821 677 3443 22 28 24 16 90
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1107 988 1003 912 4010 36 32 36 23 127
S.D. 237 189 344 281 998 11 11 23 14 49

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 23-1-1. Urinalysis in male rats

Control (vehicle: water for injection)

Quality Urinary sediments ]
Male No. Color Turbidity pH Protein Glucose Ketone Bilirubin Oceult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
MO01001 Light yellow - 7.0 + - + - - + - - - + -
MO01002 Light yellow - 7.5 + - + - - + - - - * -
M01003 Light yellow - 7.0 + - + - - + - - - + -
M01004 Light yellow - 7.0 + - + - - + - - - + -
MO01005 Light yellow - 8.0 + - - - - + - - - - -
. . Electrolyte, density Electrolyte, gross volume
Male No. U(r:::i/vzillfgle Specific (mEq/L) (mEq/24 hr)
gravity K ai Na K ai
MO01001 14.2 1.070 1227 2184 137.8 1.74 3.10 1.96
M01002 11.7 1.070 1059  206.1 124.0 1.24 2.41 1.45
M01003 16.6 1.071 111.7 2368 § 1428 1.85 3.93 237
M01004 12.1 1.068 1003 2450 § 1227 1.21 2.96 1.48
M01005 22.4 1.049 1024  195.6 § 97.5 2.29 438 2.18°
Number of males 5 5 5 5 5 5 5 5
Mean 15.4 1.066 108.6 2204 125.0 1.67 3.36 1.89
+S.D. 4.4 0.009 9.0 20.6 17.6 0.45 0.79 0.41

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Turbidity, -: negative
Protein, +: 10=and<<30 mg/dL ; +: 30 =and < 100 mg/dL ; 2+: 100 =and <300 mg/dL
Glucose, -: negative

Ketone, -: negative ; +: 5=and <10 mg/dL ; +: 10=and <40 mg/dL

Bilirubin, - negative
Occult blood, -: negative ; +: 0.03 =and <0.06 mg/dL

Urobilinogen, +: normal ; +: 2.0=and<4.0 mg/dL ; 2+: 4.0=and < 8.0 mg/dL
Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed
Crystals, -: not observed; +; a few
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AERE B R-12~-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 23-1-2. Urinalysis in male rats

B-CH 100 mg/kg

Quality Urinary sediments
Male No. Color Turbidity pH Protein Glucose Ketone Bilirubin Oceult Urobilinogen Red blood  White blood Casts  Crystals Epithelial
blood cells cells cells
M02013 Light yellow - 7.0 2+ - + - - + - - - + -
M02014 Light yellow - 8.0 + - + - - + - - - + -
M02015 Light yellow - 8.0 + - + - - + - - - + -
M02016 Light yellow - 7.5 + - ES - - + - - - + -
M02017 Light yellow - 7.5 + - - - - + - - - - -
. . Electrolyte, density Electrolyte, gross volume
Male No. U(r:::i /‘;let‘:;e Spem.ﬁc (mEqg/L) (mEqg/24 hr)
gravity K Cl Na K Cl
M02013 20.7 1.039 457 1465 37.7 0.95 3.03 0.78
M02014 15.3 1.059 61.7 198.] 63.2 0.94 3.03 0.97
M02015 12.9 1.066 133.7 2371 § 1442 1.72 3.06 1.86
M02016 19.0 1.049 73.9 1856 83.0 1.40 3.53 1.58
M02017 28.2 1.038 69.7 1517 81.3 1.97 4.28 2.29
Number of males 5 5 5 5 5 S 5 5
Mean 19.2 1.050 76.9 183.8 81.9 1.40 3.39 1.50
+S.D. 5.9 0.012 33.5 37.0 39.3 0.46 0.54 0.62

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative :
Protein, £: 10=and <30 mg/dL ; +: 30=and<<100 mg/dL ; 2+: 100 =and <300 mg/dL
Glucose, -: negative

Ketone, -: negative ; +;: 5<and<10 mg/dL ; +; 10=and <40 mg/dL

Bilirubin, -: negative

Occult blood, -: negative ; +: 0.03 =and < 0.06 mg/dL

Urobilinogen, +: normal ; +: 2.0Sand<4.0 mg/dL ; 2+: 4.0=and < 8.0 mg/dL

Red blood cells, White blood cells, Casts and Epithelial cells, - not observed

Crystals, -: not observed; +; a few
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BT R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 23-1-3. Urinalysis in male rats

B-CH 300 mg/kg

Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Oceult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
lood cells cells cells
M03025 Light yellow - 7.0 + - - - - + - - - + -
M03026 Light yellow - 7.0 + - + - - + - - - + -
M03027 Light yellow - 7.0 + - + - - + - - - EX -
M03028 Light yellow - 7.0 + - - - - + - - - + -
M03029 Light yellow - 7.0 + - + - + + - - - + -
Urine volume  Specific Electrolyte, density Electrolyte, gross volume
Male No. (mL/24hr) aravity (mEg/L) (mEq/24 hr)
Na K Cl Na K Cl
M03025 21.2 1.057 101.1  199.7 117.7 2.14 423 2.50
M03026 16.7 1.054 963  180.0 83.9 1.61 3.01 1.40
M03027 22.7 1.049 858 1779 88.5 1.95 4.04 2.01
M03028 435 1.024 458 1112 § 53.7 1.99 4.84 2.34
M03029 15.1 1.065 1303 248.0 § 143.1 1.97 3.74 2.16
Number of males 5 5 5 5 5 5 5 5
Mean 23.8 1.050 91.9 183.4 97.4 1.93 3.97 2.08
+S.D. 11.4 0.016 30.6 49,2 342 0.19 0.67 0.42

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the controi group (*: P<0.05, **: P<0.01).

Turbidity, -; negative

Protein, +: 10=and <30 mg/dL ; +: 30=and < 100 mg/dL ; 2+: 100 = and <300 mg/dL
Glucose, -1 negative

Ketone, -: negative ; +: 5=and <10 mg/dL ; +: 10=and <40 mg/dL

Bitirubin, -: negative

Occult blood, -: negative ; +: 0.03 =and <0.06 mg/dL

Urobilinogen, +: normal ; +: 2.0=and<4.0 mg/dL ; 2+: 4.0=and <8.0 mg/dL

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed

Crystals, -: not observed; +: a few
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 23-1-4. Urinalysis in male rats

B-CH 100 mg/kg

Quality Urinary sediments
Male No. Color Turbidity pH Protein Glucose Ketone Bilirubin Oceult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
M04037 Light yellow - 6.5 2+ - + - - 2+ - - - + -
M04038 Light yellow - 7.0 + - - - - + - - - + -
M04039 Light yellow - 7.0 2+ - + - - + - - - + -
M04040 Light yellow - 7.0 + - + - - + - - - + -
M04041 Light yellow - 6.5 2+ - + - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Male No. UE:::E /‘;le?r‘;’e Specific (mEq/L) (mEq/24 hr)
gravity 3 K Cl Na K Ci
M04037 11.3 1.073 117.1 2296 § 1333 1.32 2.59 1.51
M04038 19.6 1.058 121.0 2223 § 1287 2.37 4.36 2.52
M04039 15.9 1.057 1048 2095 § 1047 1.67 3.33 1.66
M04040 18.8 1.053 70.8 208.1 § 103.8 1.33 391 1.95
MO04041 10.5 1.076 139.0 2524 § 1595 1.46 2.65 1.67
Number of males 5 5 5 5 5 5 5 5
Mean 15.2 1.063 110.5 224.4 126.0 1.63 3.37 1.86
+S.D. 4.2 0.010 25.4 18.0 23.1 0.44 0.77 0.40

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative

Protein, +: 10=and <30 mg/dL ; +: 30 <and < 100 mg/dL ; 2+: 100 =and <300 mg/dL
Glucose, -: negative

Ketone, -: negative ; &: 5<and<10 mg/dL ; +: 10=and <40 mg/dL

Bilirubin, -: negative

Occult blood, -: negative ; +: 0.03=and <0.06 mg/dl.

Urobilinogen, *: normal ; +: 2.0=and <4.0 mg/dL ; 2+: 4.0=and < 8.0 mg/dL

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed

Crystals, - not observed; £: afew

212



ABRE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 23-2-1. Urinalysis in male rats of the recovery period

Control (vehicle: water for injection)

Quality Urinary sediments
Male No. Color Turbidity pH Protein Glucose Ketone Bilirubin Oceult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
MO01008 Light yellow - 7.0 + - + - - + - - - + -
M01009 Light yellow - 7.0 + - + - - 2+ - - - + -
MO01010 Light yellow - 7.5 2+ - + - - + - - - + -
MO01011 Light yellow - 7.5 + - - - - + - - - - -
M01012 Light yellow - 7.5 + - + - - + - - - + -
. I Electrolyte, density Electrolyte, gross volume
Male No. Uz:}‘:z /szl}:'r';le Specific (mEq/L) (mEq/24 hr)
gavilty s K al Na K ]
M01008 233 1.052 833 2185¢§ 1094 1.94 5.09 2.55
M01009 20.8 1.054 82.8 2036 111.5 1.72 423 2.32
M01010 17.2 1.063 928 2359§ 1150 1.60 4.06 1.98
M01011 30.3 1.041 923 1624 96.1 2.80 4.92 291
M01012 19.1 1.062 1304 2227 148.8 2.49 4.25 2.84
Number of males 5 S S 5 5 5 5 5
Mean 22.1 1.054 96.3 208.6 116.2 2.11 4,51 2.52
+S.D. 5.1 0.009 19.6 28.3 19.6 0.52 0.46 0.38

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Turbidity, -: negative ,
Protein, £ 10=and <30 mg/dL ; +: 30=and <100 mg/dL ; 2+: 100=and<300 mg/dL
Glucose, -: negative
Ketone, -: negative ; +: 5=<and <10 mg/dL ; +: 10=and <40 mg/dL
Bilirubin, -; negative

Ocecult blood, -: negative

Urobilinogen, +: normal ; +: 2.0=and<4.0 mg/dL ; 2+: 4.0=and <8.0 mg/dL
Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed
Crystals, -: not observed; +: afew
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FERE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 23-2-2. Urinalysis in male rats of the recovery period

B-CH 1000 mg/kg

Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Oceult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
M04044 Light yellow - 7.0 + - + - - + - - - + -
M04045 Light yellow - 8.0 + - * - - + - - - & -
M04046 Light yellow - 7.0 + - + - - + - - - + -
M04047 Light yellow - 3.0 + - - - - + - - - - -
M04048 Light yellow - 7.0 + - + - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Male No. UZ::E /‘;j[;‘r';’e Specific (mEq/L) (mEg/24 hr)
gravity T K Ci Na K Cl
M04044 18.1 1.067 129.7 2236 150.9 2.35 4.05 2.73
M04045 15.4 1.072 111.8 2403 143.9 1.72 3.70 222
M04046 19.7 1.043 523 1416 § 46.5 1.03 2.79 0.92
M04047 20.3 1.035 554 1159 56.7 1.12 2.35 1.15
M04048 22.1 1.052 87.8 2189 § 1048 1.94 4.84 2.32
Number of males 5 5 5 5 5 5 5 5
Mean 19.1 1.054 87.4 188.1 100.6 1.63 3.55 1.87
=S.D. 2.5 0.016 34.1 55.5 48.2 0.56 0.99 0.79

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).
" Turbidity, -: negative
Protein, +: 10=and<<30 mg/dL ; +: 30 =and <100 mg/dL ; 2+: 100=and <300 mg/dL
Glucose, -: negative
Ketone, -: negative ; +: 5=and<10 mg/dL ; +: 10=and <40 mg/dL
Bilirubin, -: negative
Occult blood, -; negative
Urobilinogen, +: normal ; +: 2.0=and<4.0 mg/dL ; 2+: 4.0=<and < 8.0 mg/dL
Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed
Crystals, -: not observed, +. a few
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FABREBR-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 24-1-1. Urinalysis in female rats, satellite group

Control (vehicle: water for injection)

Quality Urinary sediments
Female No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Oceult Urobilinogen Red blood  White blood Casts  Crystals Epithelial
blood cells cells cells
F05049 Light yellow - 8.0 - - - - - + - - - + -
F05050 Light yellow - 7.0 - - - - - + - - - - -
F05051 Light yellow - 7.0 - - - - - + - - - + -
F05052 Light yellow - 6.0 - - + - - X - - - - -
F05053 Light yellow - 6.5 + - + - - + - - - - -
. . Electrolyte, density Electrolyte, gross volume
Female No. U(r:i /‘;le:lrl;le Spec1.ﬂc (mEg/L) (mEq/24 hr)
gavity K Ci Na K Cl
F05049 15.1 1.042 604 161.8 84.0 0.91 2.44 1.27
F05050 13.1 1.046 775 1771 77.2 1.02 232 1.01
F05051 1.5 1.061 1134 2215 § 1340 1.30 2.55 1.54
F05052 17.6 1.037 672 164.7 § 82.4 1.18 2.90 1.45
F05053 11.9 1.055 88.5 1974 117.2 1.05 2.35 1.39
Number of females 5 5 5 S 5 5 5 5
Mean 13.8 1.048 81.4 184.5 99.0 1.09 2.51 1.33
" +S.D. 2.5 0.010 20.8 25.0 252 0.15 0.23 0.20

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Turbidity, -: negative

Protein, -: negative ; +: 10 =<and <30 mg/dL ; +: 30=and <100 mg/dL

Glucose, -: negative

Ketone, -: negative ; £: 5=and < 10 mg/dL ; +: 10 =and <40 mg/dL

Bilirubin, -: negative ‘

Occult blood, -: negative

Urobilinogen, +: normal ; +: 2.0 = and <4.0 mg/dL

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed

Crystals, -: not observed; +: a few
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HEAEZ S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 24-1-2. Urinalysis in female rats, satellite group
B-CH 100 mg/kg

Quality Urinary sediments
Female No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Occult Urobitinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
F06059 Light yellow - 6.5 + - + - - + - - - + -
F06060 Light yellow - 7.0 - - - - - + - - - - -
F06061 Light yellow - 7.0 - - - - - + - - - + -
F06062 Light yeliow - 7.0 + - - - - + - - - + -
F06063 Light yellow - 7.0 - - - - - + - - - - -
. . Electrolyte, density Electrolyte, gross volume
Female No. U(r:]lzi/\;illl:;le Specn.ﬁc (mEq/L) . (mEq/24 hr)
gavity —\a K Cl Na K Ci
F06059 10.1 1.080 173.3 2399 202.0 1.75 242 2.04
F06060 19.0 1.035 57.0 1387 § 63.5 1.08 2.64 1.21
F06061 14.2 1.045 89.0 1744 § 81.4 1.26 2.48 1.16
F06062 11.0 1.060 115.3 2052 121.5 1.27 2.26 1.34
F06063 15.3 1.055 104.8  195.0 101.7 1.60 2.98 1.56
Number of females 5 5 5 5 5 5 5 5
Mean 13.9 1.055 107.9 190.6 114.0 1.39 2.56 1.46
+S.D. 3.6 0.017 42.7 37.5 53.8 0.27 0.27 0.36

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative

Protein, -: negative ; +: 10<and <30 mg/dL ; +: 30=and <100 mg/dL
Glucose, -: negative

Ketone, -: negative ; +: 5=and <10 mg/dL ; +: 10 =and <40 mg/dL
Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, : normal ; +: 2.0 =and <4.0 mg/dL

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed
Crystals, -: not observed; +: a few
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AR E S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 24-2-1. Urinalysis in female rats of the recovery period

Control (vehicle: water for injection)

Quality Urinary sediments
Female No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Oceult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
F05054 Light yellow - 7.0 + - - - - + - - - - -
F05055 Light yellow - 7.0 - - - - - + - - - - +
F05056 Light yellow - 7.0 + - - - - + - - - + -
F05057 Light yellow - 6.5 + - - - - + - - - - -
F05058 Light yellow - 6.5 + - - - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Female No. UZ:EE/‘;T]?SG Specx.ﬁc (mEq/L) (mEq/24 br)
gy " Na K al Na K cl
F05054 14.1 1.055 91.4 2043 128.0 1.29 2.88 1.80
F05055 13.4 1.052 1054 2045 § 111.8 1.41 2.74 1.50
F05056 12.3 1.059 1103 190.1 101.4 1.36 2.34 1.25
F05057 12.0 1.056 111.0 2194 § 129.1 1.33 2.63 1.55
F05058 134 1.040 663 1248 53.1 0.89 1.67 0.71
Number of females 5 5 5 5 5 5 5 5
Mean 13.0 1.052 96.9 188.6 104.7 1.26 245 1.36
+S.D. 0.9 0.007 18.8 37.2 31.1 0.21 0.48 0.41

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.

Turbidity, -: negative
Protein, -: negative ; +: 10 =and <30 mg/dL ; +: 30 = and <100 mg/dL
Glucose, -; negative

Ketone, -; negative ; +: 5<and <10 mg/dL

Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: normal ; +: 2.0 Sand <4.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed
Crystals and Epithelial cells, -: not observed; +: a few
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HERE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 24-2-2. Urinalysis in female rats of the recovery period
B-CH 1000 mg/kg

Quality Urinary sediments
Female No. Color Turbidity pH Protein Glucose Ketone Bilirubin Occult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
F06064 Light yellow - 6.5 * - * - - + - - - - +
F06065 Light yellow - 8.0 - - - - - + - - - + -
F06066 Light yellow - 6.5 + - + - - + - - - + -
F06067 Light yellow - 7.0 + - - - - + - - - + -
F06068 Light yellow - 7.0 + - + - - + - - - + -
. o Electrolyte, density Electrolyte, gross volume
Female No. U;‘si /‘;le:‘r‘;‘e Specific (mEg/L) (mEq/24 hr)
gravity K cl Na K Cl
F06064 10.3 1.062 1147 2152 106.0 1.18 222 1.09
F06065 29.2 1.020 41.0 650 § 27.6 1.20 1.90 0.81
F06066 14.9 1.052 86.8 2074 § 1122 1.29 3.09 1.67
F06067 12.7 1.037 622 108.8 § 50.8 0.79 1.38 0.65
F06068 15.1 1.049 81.9 199.9 117.2 1.24 3.02 1.77
Number of females 5 5 S S 5 5 5 5
Mean 16.4 1.044 77.3 159.3 82.8 1.14 2.32 1.20
+S.D. 7.4 0.016 27.6 68.1 40.8 0.20 0.73 0.50

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data.
Significantly different from the control group (*: P<0.05, **; P<0.01).
Turbidity, -: negative

Protein, -; negative ; +: 10 =and <30 mg/dL ; +: 30=and < 100 mg/dL
Glucose, -: negative

Ketone, -: negative ; +: 5=and <10 mg/dL

Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, £: normai ; +: 2.0 =and <4.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few

218



AR E S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 25-1-1. Hematological findings of male rats at the end of the dosing period

Control (vehicle: water for injection)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%uL)  (g/dL) (%) (L) (pg) (dl)  (X10Y¥uL)  (sec) (sec)
M01001 875 16.2 44,9 51.3 18.5 36.1 98.8 27.1 27.1
M01002 837 15.5 426 50.9 18.5 36.4 106.6 16.8 234
M01003 870 15.5 441 50.7 17.8 35.1 97.8 149 253
M01004 854 15.3 432 50.6 17.9 354 121.0 18.2 26.9
M01005 831 15.4 43.1 519 18.5 35.7 132.5 225 254 §
Number of males 5 5 5 5 5 5 5 5 5
Mean 853 15.6 43.6 51.1 18.2 357 111.3 19.9 25.6
S.D. 19 04 0.9 0.5 0.4 0.5 15.0 4.9 1.5
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(X107/pL) (%) (%) (%) (%) (%) (%)
MO01001 150.0 16.2 1.1 0.1 © 39 78.7 4.58
MO01002 92.6 8.6 1.6 0.0 35 86.3 3.39
MO01003 80.6 21.0 1.6 0.0 4.7 72.7 3.38
M01004 61.5 14.9 1.1 0.0 33 80.7 3.93
MO01005 48.0 289 1.7 0.0 7.7 61.7 3.30
Number of males 5 5 5 5 5 5 5
Mean 86.5 17.9 14 0.0 4.6 76.0 3.72
S.D. 394 7.6 0.3 0.0 1.8 9.4 0.54

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.
The re-measured values were employed as the data.
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RBRE R R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 25-1-2. Hematological findings of male rats at the end of the dosing period

B-CH 100 mg/kg

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%uL)  (gdL) (%) (L) (pg) (gdl)  (X10%uL)  (sec) (sec)
M02013 860 15.9 44.2 51.4 18.5 36.0 106.0 21.9 23.3
M02014 892 15.1 41.5 46.5 16.9 36.4 116.5 25.6 28.1
M02015 926 15.8 43.7 472 17.1 36.2 122.0 23.4 27.6
M02016 836 15.7 43.6 52.2 18.8 36.0 87.7 24.7 30.0
M02017 898 15.8 442 49.2 17.6 35.7 114.5 18.4 26.0
Number of males 5 5 5 5 5 5 5 5 5
Mean 882 15.7 43.4 49.3 17.8 36.1 109.3 22.8 27.0
S.D. 35 0.3 1.1 2.5 0.8 0.3 13.4 2.8 2.5
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(X 10% uL) (%) (%) (%) (%) (%) (%)

M02013 116.5 13.2 2.3 0.1 52 79.2 4.03

M02014 119.2 13.8 1.3 0.0 4.2 80.7 3.97

M02015 73.3 12.7 1.4 0.0 3.4 82.5 2.63

M02016 76.5 29.9 1.3 0.0 3.0 65.8 3.64

MO02017 60.1 18.6 1.5 0.2 4.0 75.7 2.77

Number of males 5 5 5 5 S 5 5

Mean 89.1 17.6 1.6 0.1 4.0 76.8 3.41

S.D. 27.0 7.2 0.4 0.1 0.8 6.6 0.66

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 25-1-3. Hematological findings of male rats at the end of the dosing period

B-CH 300 mg/kg

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%uL)  (g/dL) (%) (L) (pg) (/dL)  (X10%ul)  (sec) (sec)
MO03025 846 15.4 42.4 50.1 18.2 36.3 109.2 13.9 21.3
M03026 884 15.7 44.1 49.9 17.8 35.6 1054 13.2 23.2
M03027 842 15.7 43.2 51.3 18.6 36.3 96.0 20.9 254
M03028 864 15.6 43.2 50.0 18.1 36.1 105.3 17.3 29.3
M03029 857 16.0 457 53.3 18.7 : 35.0 108.8 15.7 24.5
Number of males 5 5 5 5 5 5 5 5 5
Mean 859 15.7 43,7 50.9 18.3 359 104.9 16.2 24.7
S.D. 17 0.2 1.3 1.4 04 0.6 53 3.1 3.0
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10% u L) (%) (%) (%) (%0) (%) (%)

M03025 92.4 16.7 1.1 0.0 4.1 78.1 3.20

M03026 91.2 31.1 2.1 0.0 4.4 62.4 1.92

M03027 71.1 15.7 1.7 0.0 2.7 79.9 3.58

MO03028 39.8 29.9 2.0 0.0 3.8 64.3 3.44

M03029 53.3 20.1 0.4 0.0 5.8 73.7 3.65

Number of males 5 5 5 5 5 5 5

Mean 69.6 22.7 1.5 0.0 4.2 71.7 3.16

S.D. 23.1 7.3 0.7 0.0 1.1 8.0 0.71

Significantly different from the control group (*: P<0.05, **: P<0.01).
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FREAZE R R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 25-1-4. Hematological findings of male rats at the end of the dosing period

B-CH 1000 mg/kg

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%uL)  (g/dL) (%) (fL) (p2) (gdl)  (X10%pl)  (sec) (sec)
M04037 861 16.3 46.0 534 18.9 354 100.2 13.5 22.0
M04038 819 14.8 41.0 50.1 18.1 36.1 104.6 14.6 22.0
M04039 842 15.3 43.5 51.7 18.2 35.2 94.8 14.9 23.8
M04040 865 15.9 45.1 52.1 18.4 353 100.5 14.0 21.1
M04041 865 15.1 42.7 494 17.5 35.4 108.6 15.1 21.7
Number of males 5 5 5 5 5 5 5 5 5
Mean 850 15.5 43.7 51.3 18.2 355 101.7 14.4 22.1
S.D. 20 0.6 2.0 1.6 0.5 04 5.2 0.7 1.0
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10%/uL) (%) (%) (%) (%) (%) (%)

MO04037 85.1 12.5 0.9 0.1 3.5 83.0 3.54

MO04038 53.8 15.2 1.9 0.0 3.0 79.9 3.06

M04039 55.6 17.8 1.4 0.2 3.6 77.0 2.95

M04040 88.8 17.1 1.5 0.0 3.7 77.7 3.31

M04041 48.4 24.2 1.7 0.0 3.9 70.2 3.73

Number of males 5 5 5 5 5 5 5

Mean 66.3 17.4 1.5 0.1 3.5 77.6 3.32

S.D. 19.0 43, 0.4 0.1 0.3 4.7 0.32

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HBRE A R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 25-2-1. Hematological findings of male rats at the end of the recovery period

Control (vehicle: water for injection)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%ul) (gdL) (%) (L) g)  (@dL) (X10Yul)  (seq) (se0)
MO01008 816 14.2 41.4 50.7 17.4 343 123.0 19.0 26.3
MO01009 815 14.1 422 51.8 17.3 334 106.1 14.5 240 §
M01010 803 13.6 40.3 50.2 16.9 33.7 129.4 19.4 26.8
MO01011 802 144 418 521 18.0 344 89.4 154 254
MO01012 728 12.1 37.0 50.8 16.6 32.7 105.6 16.0 255
Number of males 5 S 5 5 5 5 S S 5
Mean 793 13.7 40.5 51.1 17.2 33.7 110.7 16.9 25.6
S.D. 37 0.9 2.1 0.8 0.5 0.7 15.8 2.2 1.1
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10%7uL) (%) (%) (%) () (%) (%)
M01008 95.4 28.6 0.5 0.0 6.0 64.9 5.35
MO01009 119.9 16.6 0.7 0.0 3.9 78.8 3.73
MO1010 113.9 19.2 1.4 0.0 3.2 76.2 4.07
MO01011 64.5 16.4 1.2 0.0 33 79.1 3.99
MO01012 119.7 22.3 1.9 0.0 42 71.6 448
Number of males 5 5 5 5 5 5 5
Mean 102.7 20.6 1.1 0.0 4.1 74.1 432
S.D. 23.6 5.1 0.6 0.0 1.1 6.0 0.63

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.
The re-measured values were employed as the data.
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 25-2-2. Hematological findings of male rats at the end of the recovery period

B-CH 1000 mg/kg

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%uL)  (g/dL) (%) (fL) (pg2) (gdL)  (X10%uLl)  (sec) (sec)
M04044 766 13.6 40.6 53.0 17.8 33.5 102.4 14.1 24.5
M04045 808 14.3 41.5 51.4 17.7 34.5 118.8 19.8 25.8
M04046 859 14.5 42.8 49.8 16.9 33.9 98.1 15.9 27.1
MO04047 764 12.8 38.1 49.9 16.8 336 99.5 154 24.4
M04048 784 14.1 423 54.0 18.0 333 107.4 183 28.6
Number of males 5 5 5 5 5 5 5 5 5
Mean 796 13.9 41.1 51.6 17.4 33.8 105.2 16.7 26.1
S.D. 39 0.7 1.9 1.9 0.6 0.5 8.4 2.3 1.8
Male No. WBC NEUT EOSI BASO MONO  LYMPH RET
(X10%7uLl) (%) (%) (%) (%) (%) (%)
M04044 102.8 15.5 1.0 0.1 3.7 79.7 3.57
M04045 81.8 12.4 1.0 0.0 4.3 82.3 2.94
M04046 106.6 7.8 1.5 0.0 1.5 89.2 3.24
M04047 102.9 16.7 1.3 0.1 3.0 78.9 3.94
M04048 83.5 17.8 0.8 0.0 5.6 75.8 3.17
Number of males 5 5 5 5 5 5 5
Mean 95.5 14.0 1.1 0.0 3.6 81.2 3.37 *
S.D. 11.9 4.0 0.3 0.1 1.5 5.0 0.39

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 26-1-1. Hematological findings of female rats at the end of the dosing period

Control (vehicle: water for injection)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X 10% L) (g/dL) (%) (fL) (pg) (g/dL) (X 10% 1 L) (sec) (sec)
F01003 748 14.8 41.5 55.5 19.8 35.7 125.1 12.2 21.2
F01005 682 14.1 40.6 59.5 20.7 34.7 106.6 12.6 20.1
F01007 661 13.7 41.0 62.0 20.7 334 99.7 12.8 19.9
FO1010 649 12.6 374 57.6 194 33.7 115.6 123 21.2
F01012 692 13.4 40.0 57.8 194 33.5 112.7 12.3 194
Number of females 5 5 5 5 5 5 5 5 5
Mean 686 13.7 40.1 58.5 20.0 342 111.9 12.4 20.4
S.D. 38 0.8 1.6 2.4 0.7 1.0 9.6 0.3 0.8
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10%uL) (%) (%) (%) (%) (%) (%)

F01003 183.8 30.8 0.6 0.1 36 64.9 10.14

F01005 133.6 20.4 1.2 0.0 3.5 74.9 6.99

F01007 105.9 39.1 0.7 0.0 2.6 57.6 8.09

F01010 115.6 43.8 0.4 0.0 2.2 53.6 7.30

F01012 159.2 41.3 0.8 0.0 5.4 52.5 8.52

Number of females 5 5 5 5 5 5 5

Mean 139.6 35.1 0.7 0.0 3.5 60.7 8.21

S.D. 32.0 9.5 0.3 0.0 1.2 9.3 1.24

225



RS R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 26-1-2. Hematological findings of female rats at the end of the dosing period

B-CH 100 mg/kg

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%ul)  (g/dL) (%) (fL) (pg) (gdl)  (X10%ul)  (sec) (sec)
F02014 647 12.9 37.7 58.3 19.9 342 123.6 12.5 19.6
F02015 740 13.8 40.3 54.5 18.6 342 115.3 12.4 20.0
F02016 610 12.4 374 61.3 20.3 33.2 116.6 12.3 19.8
F02019 664 13.8 40.0 60.2 20.8 34.5 108.1 12.6 20.8
F02021 738 14.6 43.7 59.2 19.8 33.4 118.0 13.8 20.8
Number of females 5 5 5 5 5 5 5 5 5
Mean 680 13.5 39.8 58.7 19.9 33.9 116.3 12.7 20.2
S.D. 57 0.9 2.5 2.6 0.8 0.6 5.6 0.6 0.6
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10%/uL) (%) (%) (%) (o) (%) (%)

F02014 114.9 352 0.5 0.0 3.0 61.3 7.17

F02015 124.2 62.3 0.5 0.0 3.5 33.7 7.29

F02016 110.6 25.9 1.0 0.0 2.5 70.6 9.57

F02019 116.6 44.8 1.1 0.0 2.9 51.2 5.14

F02021 165.5 39.9 0.9 0.1 4.4 54.7 5.91

Number of females 5 5 5 5 5 5 5

Mean 126.4 41.6 0.8 0.0 33 54.3 7.02

S.D. 224 13.5 0.3 0.0 0.7 13.7 1.69

Significantly different from the control group (*: P<0.05, **: P<0.01).
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R E 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 26-1-3. Hematological findings of female rats at the end of the dosing period

B-CH 300 mgrkg

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%ul) _(g/dL) (%) (fL) (pg) (@dl) (X10Yul)  (seo) (sc0)
F03027 720 14.2 42.1 58.5 19.7 337 133.3 13.0 203 §
F03028 681 129 36.8 54.0 18.9 35.1 110.6 11.8 18.6
F03030 648 124 36.5 56.3 19.1 34.0 148.8 12.8 20.0
F03032 610 12.1 36.8 - 603 19.8 329 118.8 12.6 20.3
F03035 679 13.4 394 58.0 19.7 34.0 102.3 12.1 18.9
Number of females 5 5 5 5 5 5 5 5 5
Mean 668 13.0 383 57.4 19.4 339 122.8 12.5 19.6
S.D. 41 0.8 2.4 2.4 0.4 0.8 18.5 0.5 0.8
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10% L) (%) (%) (%) (%) (%) (%)
F03027 129.6 302 14 0.0 38 64.6 7.93
F03028 115.9 39.9 0.3 0.0 38 56.0 2.11
F03030 125.2 41.8 0.5 0.0 3.7 54.0 8.03
F03032 147.2 37.0 0.4 0.1 2.4 60.1 11.77
F03035 77.7 37.0 1.5 0.0 42 573 7.32
Number of females 5 5 5 5 S 5 5
Mean 119.1 372 0.8 0.0 3.6 584 7.43
S.D. 25.8 44 0.6 0.0 0.7 4.1 3.46

Significantly different from the control group (*: P<0.05, **: P<0.01).
§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.
The re-measured values were employed as the data.
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RER R R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 26-1-4. Hematological findings of female rats at the end of the dosing period
B-CH 1000 mg/kg

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%pL)  (g/dL) (%) (fL) (pg) (g/dl)  (X10%uL) (sec) (sec)
F04038 660 13.7 40.9 62.0 20.8 335 122.7 12.4 21.0
F04041 712 14.0 41.2 57.9 19.7 34.0 121.2 12.3 20.3
F04043 717 14.2 41.7 58.2 19.8 34.1 138.0 12.5 18.8
F04045 585 11.7 353 60.3 20.0 33.1 128.9 11.9 19.5
F04047 604 12.1 36.5 60.4 20.0 33.2 118.8 12.5 21.4
Number of females 5 5 5 5 5 5 5 5 5
Mean 656 13.1 39.1 59.8 20.1 33.6 125.9 12.3 20.2
S.D. 60 1.2 3.0 1.7 0.4 0.5 7.7 0.2 1.1
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10%/ L) (%) (%) (%) (%) (%) (%)

F04038 123.0 31.1 0.4 0.0 3.0 65.5 9.73

F04041 153.3 40.2 0.7 0.0 4.0 55.1 5.86

F04043 88.8 26.8 1.2 0.0 3.3 68.7 7.89

F04045 125.1 45.1 0.7 0.0 1.8 52.4 15.18

F04047 106.9 44.7 0.7 0.0 3.5 51.1 6.88

Number of females 5 5 5 5 5 5 5

Mean 119.4 37.6 0.7 0.0 3.1 58.6 9.11

S.D. 23.9 8.3 0.3 0.0 0.8 8.0 3.68

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 26-2-1. Hematological findings of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10% L) (g/dL) (%) (fL) (pg) (g/dl) (X 10°/ 1 L) (sec) (sec)
F05049 839 16.3 44,0 52.4 19.4 37.0 121.8 11.2 20.8
F05050 781 14.8 41.6 53.3 19.0 35.6 126.7 11.7 21.5
F05051 785 15.2 41.3 52.6 19.4 36.8 89.7 12.0 20.9
F05052 787 14.8 40.8 51.8 18.8 36.3 115.6 12.0 19.5
F05053 838 15.2 41.8 49.9 18.1 36.4 91.9 11.7 21.1
Number of females 5 5 5 5 5 5 5 5 5
Mean 806 153 419 52.0 18.9 36.4 109.1 11.7 20.8
S.D. 30 0.6 1.2 1.3 0.5 0.5 17.2 0.3 0.8
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10%pL) (%) (%) (%) (%) (%) (%)
F05049 79.5 12.8 2.0 0.1 3.1 82.0 495
F05050 43.3 104 2.1 0.0 1.8 85.7 4.61
F05051 45.9 19.7 1.5 0.0 3.9 74.9 3.81
F05052 49.1 19.8 2.0 0.0 4.1 74.1 2.40
F05053 51.7 11.7 1.5 0.0 2.9 83.9 2.48
Number of females 5 5 5 5 5 5 5
Mean 53.9 14.9 1.8 0.0 3.2 80.1 3.65
S.D. 14.7 4.5 0.3 0.0 09 53 1.18
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HEAE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 26-2-2. Hematological findings of female rats at the end of the dosing period, satellite group

B-CH 1000 mg/kg

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%uL)  (g/dl) (%) (fL) (p2) (g/dl)  (X10%uL)  (sec) (sec)
F06059 730 14.2 39.0 53.4 19.5 36.4 120.4 11.7 19.3
F06060 764 14.3 40.0 52.4 18.7 35.8 116.8 12.8 21.8
F06061 791 14.4 40.9 51.7 18.2 35.2 109.3 12.0 20.2
F06062 811 14.5 39.7 49.0 17.9 36.5 104.9 11.2 21.1
F06063 796 14.6 41.3 51.9 18.3 354 121.5 11.8 . 19.3
Number of females 5 5 5 5 5 5 5 5 5
Mean 778 144 * 402 * 51.7 18.5 35.9 114.6 11.9 20.3
S.D. 32 0.2 0.9 1.6 0.6 0.6 7.2 0.6 1.1
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10%uL) (%) (%) (%) (%) (%) (%)

F06059 33.8 16.6 2.4 0.0 4.1 76.9 3.23

F06060 49.8 15.1 3.0 0.0 3.2 78.7 2.79

F06061 40.4 17.4 4.2 0.0 5.9 72.5 2.05

F06062 47.6 13.6 1.3 0.0 3.8 81.3 2.64

F06063 95.0 7.2 1.3 0.1 2.2 89.2 3.59

Number of females 5 5 5 5 5 5 5

Mean 53.3 14.0 2.4 0.0 3.8 79.7 2.86

S.D. 24.1 4.1 1.2 0.0 14 6.2 0.59

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERFEH R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 26-3-1. Hematological findings of female rats at the end of the recovery period

Control (vehicle: water for injection)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X104 L)  (g/dL) (%) (fL) (pg) (g/dLy  (X10%uL) (sec) (sec)
F05054 762 14.3 41.1 53.9 18.8 34.8 954 11.1 22.1
F05055 729 13.9 40.4 554 19.1 344 98.2 11.6 22.5
F05056 754 13.9 39.9 529 18.4 34.8 102.6 10.9 21.5
F05057 743 13.9 41.1 55.3 18.7 33.8 93.6 11.0 21.8 §
F05058 809 14.9 443 54.8 18.4 33.6 103.5 11.7 19.7
Number of females 5 5 5 5 5 5 5 S 5
Mean 759 14.2 41.4 54.5 18.7 343 98.7 11.3 21.5
S.D. 30 04 1.7 1.1 0.3 0.6 43 0.4 1.1
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10%uL) (%) (%) (%) (%) (%) (%)
F05054 441 14.0 1.6 0.0 2.5 81.9 3.36
F05055 48.2 16.1 1.0 0.0 4.1 78.8 3.15
F05056 49.2 11.2 33 0.0 3.0 82.5 3.45
F05057 22.0 17.8 32 0.0 4.5 74.5 2.94
F05058 30.9 143 1.3 0.0 1.9 82.5 2.82
Number of females 5 5 5 5 S 5 5
Mean 38.9 14.7 2.1 0.0 32 80.0 3.14
S.D. 11.9 2.5 1.1 0.0 1.1 35 0.27

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.
The re-measured values were employed as the data.
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ABAEE R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 26-3-2. Hematological findings of female rats at the end of the recovery period

B-CH 1000 mg/kg

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10%uL) _ (gdL) (%) (fL) (g gdL)  (X10%ul)  (sec) (sec)
F06064 781 13.7 394 50.4 17.5 34.8 94.2 12.2 22.1
F06065 819 15.2 443 54.1 18.6 343 101.9 11.2 18.6
F06066 718 13.2 39.8 554 18.4 332 72.6 12.0 213
F06067 818 15.3 43.7 534 18.7 35.0 115.5 11.8 20.0 §
F06068 734 13.3 394 53.7 18.1 33.8 93.1 12.4 17.0
Number of females 5 5 5 5 5 5 5 5 5
Mean 774 14.1 41.3 534 18.3 342 95.5 119 #* 19.8
S.D. 47 1.0 25 1.8 0.5 0.7 15.6 0.5 2.1
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10%7ul) (%) (%) (%) (%) (%) (%)
F06064 52.6 16.3 1.9 0.0 4.0 77.8 430
F06065 274 19.7 1.5 0.0 1.8 77.0 3.03
F06066 29.8 21.5 2.0 0.0 3.7 72.8 3.06
F06067 33.9 13.8 0.9 0.0 2.1 83.2 3.35
F06068 27.8 12.3 1.4 0.0 2.5 83.8 2.86
Number of females 5 5 5 5 5 5 S
Mean 343 16.7 1.5 0.0 2.8 78.9 332
S.D. 10.5 39 0.4 0.0 1.0 4.6 0.58

Significantly different from the control group (*: P<0.05, **: P<0.01).
§. The re-measurement was carried out because the difference between two measured values exceeded the permissible limit.
The re-measured values were employed as the data.
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RS R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of p-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 27-1-1. Biochemical findings of male rats at the end of the dosing period

Control (vehicle: water for injection)

Mate No. Total protein Albumin A/G  Glucose Total cholesterol — Triglyceride Phospholipid AST ALT  y-GTP LDH Bileacid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L wmol/L mg/dL mg/dL mg/dL U/L

MO1001 5.9 3.8 1.81 166 40 78 85 69 37 0 279 278 15 0.5 0.07 344
M01002 5.6 3.6 1.80 118 47 40 77 67 27 0 110 15.3 16 0.6 0.08 413
MO01003 5.8 3.6 1.64 148 47 68 83 55 26 0 83 6.4 19 0.5 0.05 343
M01004 53 35 1.94 153 43 26 76 60 33 0 63 189 19 0.6 0.05 348
MO1005 5.3 3.6 2.12 132 43 60 77 76 32 0 77 11.2 20 0.5 0.07 276
Number of males 5 5 5 5 5 5 5 5 S 5 5 5 5 R 5 5
Mean 5.6 3.6 1.86 143 44 54 80 65 31 0 122 159 18 0.5 0.06 345

S.D. 0.3 0.1 0.18 19 3 21 4 8 5 0 89 8.1 2 0.1 0.01 48

Control (vehicle: water for injection)

Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEqL mEq/L

M01001 6.0 9.8 1433 3.86 105.7
M01002 5.7 85 1441 3.96 106.5
M01003 5.8 91 . 1437 395 107.1
M01004 5.2 86 143.8 3.82 108.2
M01005 5.8 9.2 144.8 3.50 108.2
Number of males 5 5 5 5 5
Mean 57 9.0 143.9 3.82 107.1

S.D. 0.3 0.5 0.6 0.19 1.1
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RERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 27-1-2. Biochemical findings of male rats at the end of the dosing period

B-CH 100 mg/kg

Mate No. Total protein Albumin A/G  Glucose Total cholesterol  Triglyceride Phospholipid AST ALT  y-GTP LDH Bileacid BUN Creatinine Total bilirubin ALP
g/dL g/dlL mg/dL mg/dL mg/dL ng/dL U/L U/L U/L U/L pmol/L mg/dL mg/dL mg/dL U/L

M02013 5.7 3.7 1.85 176 35 51 76 63 30 0 127 5.8 13 0.7 0.07 421
M02014 5.9 38 1.81 159 31 54 70 61 31 0 234 4.2 13 0.5 0.05 309
M02015 5.6 3.5 1.67 133 44 25 70 70 34 0 176 6.4 17 0.6 0.05 287
M02016 5.6 3.7 1.95 133 34 20 63 64 32 0 125 5.3 14 0.5 0.05 290
M02017 5.3 3.7 2.31 138 40 37 75 81 34 0 151 16.7 17 0.5 0.05 374
Number of males 5 N 5 5 5 5 5 s 5 5 5 5 5 5 5 5
Mean 5.6 3.7 1.92 148 37 37 71 68 32 0 163 7.7 15 0.6 0.05 336

S.D. 0.2 0.1 0.24 19 5 15 5 8 2 0 45 5.1 2 0.1 0.01 59
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN KW DU KW AN AN AN AN KW AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

B-CH 100 mg/kg

Male No. Inorganic phosphorus Ca Na K Cl
mg/dl,.  mg/dL.  mEq/L  mEg/L  mEgL

MO02013 6.5 10.1 143.6 4.62 106.0
M02014 6.8 93 143.0 3.83 104.2
MO02015 5.6 9.0 145.7 3.81 108.4
M02016 6.2 9.3 144.8 3.83 107.2
M02017 5.7 8.9 144.5 3,75 108.7
Number of males 5 5 5 5 5
Mean 6.2 9.3 144.3 3.97 106.9

S.D. 0.5 0.5 1.1 0.37 1.8
Significance NS NS NS NS NS
Statistical method DU AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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ABRE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 27-1-3. Biochemical findings of male rats at the end of the dosing period

B-CH 300 mg/kg

Male No. Total protein Alburmin A/G  Glucose Total cholesterol — Triglyceride Phospholipid AST ALT  y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L pmol/L  mg/dL mg/dL mg/dL U/L

M03025 6.1 3.7 1.54 145 76 50 109 62 39 0 324 5.6 17 0.5 0.06 315
M03026 6.2 3.9 1.70 150 53 44 98 64 30 0 318 8.5 16 0.6 0.06 271
M03027 59 3.7 1.68 137 38 27 68 74 39 0 300 5.9 16 0.6 0.07 284
M03028 59 38 1.81 128 35 38 69 63 33 0 206 4.6 18 0.5 0.05 372
M03029 5.7 3.6 1.71 120 41 26 70 71 45 0 62 5.9 22 0.5 0.06 300
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.0 3.7 1.69 136 49 37 83 67 37 0 242 6.1 18 0.5 0.06 308

S.D. 0.2 0.1 0.10 12 17 10 19 5 6 0 111 14 2 0.1 0.01 39
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN KW DU KW AN AN AN AN KW AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

B-CH 300 mg/kg

Male No. Inorganic phosphorus Ca Na K Cl
mg/dL  mg/dL  mEq/L mEg/L. mEgL

MO03025 6.4 9.7 143.4 3.87 105.5
M03026 6.3 9.7 143.7 4.01 106.0
M03027 6.1 9.4 144.4 4.05 107.1
M03028 5.9 9.3 143.8 3.82 105.7
M03029 6.0 9.8 144.4 4,10 107.6
Number of males 5 5 5 5 5
Mean 6.1 9.6 143.9 3.97 106.4

S.D. 0.2 0.2 0.4 0.12 0.9
Significance NS NS NS NS NS
Statistical method DU AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 27-1-4. Biochemical findings of male rats at the end of the dosing period

B-CH 1000 mg/kg
Male No. Total protein Albumin A/G Glucose Total cholesterol — Triglyceride Phospholipid AST ALT  y-GTP LDH Bileacid BUN Creatinine Total bilirubin ALP

g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L wmol/L mg/dL mg/dL mp/dL U/L

M04037 5.8 3.6 1.64 154 55 20 83 66 38 0 265 7.3 17 0.6 0.04 390
M04038 5.9 3.8 1.81 134 43 28 75 80 44 0 301 47 13 0.6 0.08 404
M04039 5.6 3.7 1.95 136 46 19 77 55 30 0 118 42 18 0.6 0.05 287
M04040 5.2 3.6 2.25 139 41 31 70 89 47 0 275 6.5 16 0.5 0.06 336
M04041 5.4 3.3 1.57 120 58 21 84 64 36 0 146 5.0 17 0.5 0.07 298
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.6 3.6 1.84 137 49 24 78 71 39 0 221 5.5 16 0.6 0.06 343

S.D. 0.3 0.2 0.27 12 8 5 6 14 7 0 83 1.3 2 0.1 0.02 53
Significance NS NS NS NS NS * NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN KW DU KW AN AN AN AN KW . AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

B-CH 1000 mg/kg

Male No. Inorganic phosphorus Ca Na K Cl
mg/dl.  mg/dL mEq/L  mEq/L mEq/L

M04037 5.9 9.0 143.7 4.07 104.5
M04038 5.3 94 143.6 3.98 106.7
M04039 5.1 8.9 143.6 4.22 106.8
M04040 52 9.1 1453 3.87 108.3
M04041 5.4 8.5 144.9 3.63 108.2
Number of males 5 5 5 5 5
Mean 5.4 9.0 144.2 3.95 106.9

S.D. 0.3 0.3 0.8 0.22 1.5
Significance NS NS NS NS NS
Statistical method DU AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysts by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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RBRE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 27-2-1. Biochemical findings of male rats at the end of the recovery period

Control (vehicle: water for injection)

Male No. Total protein Albumin A/G  Glucose Total cholesterol  Triglyceride Phospholipid AST ALT  y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L uU/L umol/L  mg/dL mg/dL mg/dL U/L
M01008 5.8 3.8 1.90 145 38 35 70 68 26 0 110 513 16 0.5 0.07 221
MO1009 58 4.0 222 142 48 47 79 73 27 0 315 274 12 0.5 0.07 286
M01010 5.7 3.7 1.85 159 40 49 73 57 23 0 182 124 15 0.5 0.05 204
MO1011 5.6 3.6 1.80 132 51 48 83 63 27 0 228 49 16 0.5 0.02 201
M01012 5.6 3.6 1.80 125 45 24 76 64 33 0 195 24.3 15 0.5 0.06 237
Number of males 5 5 5 5 5 5 5 5 5 5 S 5 5 5 5 5
Mean 5.7 37 1.91 141 44 41 76 65 27 0 206 24.1 15 0.5 0.05 230
S.D. 0.1 0.2 0.18 13 5 11 5 6 4 0 75 17.7 2 0.0 0.02 35
Control (vehicle: water for injection)
Male No. Inorganic phosphorus Ca Na K Cl
mg/dL  mg/dL  mEq/L  mEq/L  mEq/L
M01008 8.1 9.8 1425 4.50 103.8
MO01009 6.0 9.5 143.7 3.84 106.9
MO01010 6.8 9.4 143.8 3.71 107.9
MO1011 6.3 9.3 144.9 3.61 109.4
MO01012 5.4 9.2 143.9 3.65 107.7
Number of males 5 5 5 5 5
Mean 6.5 9.4 143.8 3.86 107.1
S.D. 1.0 0.2 0.9 0.37 2.1
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 27-2-2. Biochemical findings of male rats at the end of the recovery period

B-CH 1000 mg/ke

Male No. Total protein Albumin A/G  Glucose Total cholesterol ~ Triglyceride Phospholipid AST ALT  y-GTP LDH  Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L umol/L  mg/dL mg/dL mg/dL U/L

M04044 5.9 3.9 1.95 142 53 44 86 70 29 0 284 9.4 16 0.6 0.05 265
M04045 54 3.5 1.84 137 39 22 65 68 27 0 272 13.7 15 0.5 0.06 275
M04046 5.1 3.4 2.00 153 43 26 70 58 25 0 205 11.8 13 0.5 0.04 243
M04047 5.7 3.7 1.85 137 52 16 76 74 30 0 310 9.0 12 0.5 0.07 174
M04048 5.7 3.7 1.85 135 49 42 84 60 27 0 96 7.9 17 0.5 0.04 203
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.6 3.6 1.90 141 47 30 76 66 28 0 233 104 15 0.5 0.05 232

S.D. 0.3 0.2 0.07 7 6 12 9 7 2 0 86 2.4 2 0.0 0.01 43
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AW TT T TT T TT T TT TT T T AW T TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0,01).

NS: Not significantly different from the control group.

AW: Analysis by Aspin-Welch t-test.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

B-CH 1000 mg/kg

Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL  mEg/L  mEq/L  mEgL

M04044 6.6 9.5 143.0 3.99 105.9
M04045 7.0 9.5 144.2 3.89 106.3
M04046 5.9 8.8 145.0 3.45 107.9
M04047 6.1 9.1 144.4 3.56 109.2
M04048 6.0 9.5 144.4 3.52 107.9
Number of males 5 5 5 5 5
Mean 6.3 9.3 1442 3.68 107.4

S.D. 0.5 0.3 0.7 0.24 1.3
Significance NS NS NS NS NS
Statistical method TT T TT T T

Significantly different from the control group (*: P<0.05, ** P<0.01).

N8: Not significantly different from the control group.

AW: Analysis by Aspin-Welch t-test.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Appendix 28-1-1. Biochemical findings of female rats at the end of the dosing period

Control (vehicle: water for injection)

Female No. Total protein Albumin A/G  Glucose Total cholesterol — Triglyceride Phospholipid AST ALT  y-GTP LDH Bileacid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L wmol/L mg/dL mg/dL mg/dL U/L

F01003 6.2 4.1 1.95 151 61 40 123 72 46 0 71 132 15 0.5 0.11 130
F01005 6.2 4.2 2.10 151 54 42 112 57 36 0 50 13.7 12 0.5 0.09 111
FO1007 6.0 4.2 2.33 148 62 84 140 62 41 0 46 193 17 0.6 0.11 176
FO1010 6.2 43 226 146 65 93 149 81 56 0 123 213 14 0.6 0.10 139
F01012 6.1 4.2 2.21 137 61 51 124 107 46 0 49 22.1 15 0.6 0.09 244
Number of females 5.0 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.1 42 2.17 147 61 62 130 76 45 0 68 17.9 15 0.6 0.10 160

S.D. 0.1 0.1 0.15 [ 4 25 15 20 7 0 32 4.2 2 0.1 0.01 53

Control (vehicle: water for injection)

Female No. Inorganic phosphorus Ca Na K Cl
mg/dL. mg/dL mEq/L  mEq/L  mEq/L

F01003 6.5 9.5 139.5 4.14 101.3
F01005 5.5 10.2 140.0 4.42 105.4
F01007 74 9.4 140.8 3.87 104.1
F01010 53 9.7 139.8 3.87 104.8
F01012 7.2 9.5 142.0 3.86 107.1
Number of females 5 5 5 5 5
Mean 6.4 9.7 140.4 4.03 104.5

S.D. 1.0 0.3 1.0 0.25 2.1
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Appendix 28-1-2. Biochemical findings of female rats at the end of the dosing period

B-CH 100 mg/kg

Female No. Total protein Albumin A/G  Glucose Total cholesterol  Triglyceride ~Phospholipid AST ALT  y-GTP LDH Bileacid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L uU/L U/L pmol/L mg/dL mg/dL mg/dL U/L

F02014 5.7 4.0 2.35 139 53 32 104 79 54 0 101 10.4 13 0.5 0.06 159
F02015 6.0 4.0 2.00 145 72 41 146 93 46 0 68 10.0 21 0.7 0.06 210
F02016 6.2 4.2 2.10 149 57 37 121 55 39 0 46 115 13 0.5 0.07 125
F02019 5.4 3.7 2.18 101 74 32 137 77 36 0 46 129 16 0.5 0.12 225
F02021 6.2 4.3 2.26 143 66 78 132 89 40 0 180 13.8 18 0.7 0.12 271
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 S
Mean 5.9 4.0 2,18 135 64 44 128 79 43 0 88 11.7 16 0.6 0.09 198

S.D. 0.3 0.2 0.14 20 9 19 16 15 7 0 56 1.6 3 0.1 0.03 57
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN KW AN AN KW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

B-CH 100 mg/kg

Female No. Inorganic phosphorus Ca Na K Cl
mg/dL  mg/dl.  mEq/LL.  _mEq/L __ mEg/L

F02014 6.5 9.5 140.6 3.73 106.5
F02015 7.7 9.7 141.6 4.08 105.4
F02016 6.4 9.8 142.2 3.97 106.7
F02019 6.0 9.3 142.0 3.60 107.2
F02021 6.7 10.1 141.9 3.73 103.2
Number of females 5 5 5 5 5
Mean 6.7 9.7 141.7 3.82 105.8

S.D. 0.6 0.3 0.6 0.20 1.6
Significance NS NS NS NS NS
Statistical method AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 28-1-3. Biochemical findings of female rats at the end of the dosing period

B-CH 300 mg/kg

Female No. Total protein Albumin A/G  Glucose Total cholesterol  Triglyceride Phospholipid AST ALT  4-GTP LDH Bileacid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L pmol/L  mg/dL mg/dL mg/dL U/L

F03027 6.1 4.0 1.90 119 59 35 112 70 42 0 162 21.5 18 0.5 0.08 247
F03028 53 3.8 2.53 141 58 60 112 59 46 0 44 9.4 10 0.5 0.07 245
F03030 5.8 4.1 2.41 142 56 54 111 65 43 0 62 25.2 19 0.5 0.10 153
F03032 59 3.9 1.95 157 62 49 122 85 52 0 119 6.0 12 0.5 0.07 232
F03035 6.2 4.4 2.44 145 51. 44 107 103 82 0 97 12.6 16 0.6 0.07 193
Number of females 5 5 5 5 5 5 5 5 N 5 5 5 5 5 5 5
Mean 59 4.0 2.25 141 57 48 113 76 53 0 97 14.9 15 0.5 0.08 214

S.D. 0.4 0.2 0.30 14 4 10 6 18 17 0 47 8.1 4 0.0 0.01 40
Significance NS NS NS NS NS NS NS NS NS NS - NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN KW AN AN Kw AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

B-CH 300 mng/kg

Femate No. Inorganic phosphorus Ca Na K Cl
mg/dl.  mg/dl.  mEq/L  mEg/L  mEgL

F03027 6.7 9.4 140.2 3.68 107.5
F03028 7.2 9.5 143.8 4.21 105.5
F03030 6.1 92 142.6 4.11 107.9
F03032 5.4 9.4 141.9 3.64 106.3
F03035 5.9 9.7 140.8 4.04 106.2
Number of females 5 5 5 5 5
Mean 6.3 9.4 141.9 3.94 106.7

S.D. 0.7 0.2 14 0.26 1.0
Siguificance NS NS NS NS NS
Statistical method AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **; P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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B E B R-12-006
Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 28-1-4. Biochemical findings of female rats at the end of the dosing period

B-CH 1000 mg/kg

Female No. Total protein Albumin A/G  Glucose Total cholesterol — Triglyceride Phospholipid AST ALT  y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL. U/L U/L U/L U/L wmol/L.  mg/dL mg/dL mg/dL U/L

F04038 6.0 42 2.33 138 47 58 102 65 46 1 59 10.6 12 0.5 0.09 100
F04041 6.0 4.1 2.16 144 50 76 113 80 70 0 39 16.9 14 0.5 0.08 118
F04043 5.6 38 2.11 110 51 14 92 67 31 0 47 10.7 14 0.6 0.07 158
F04045 6.0 4.1 2.16 137 78 39 148 96 56 0 59 10.2 17 0.6 0.08 354
F04047 5.9 4.2 2.47 131 57 36 119 71 46 0 104 7.8 14 0.6 0.07 160
Number of females 5 5 5 5 5 5 5 5 5 5 5 s S 5 5 S
Mean 5.9 4.1 2.25 132 57 45 115 76 50 0 62 11.2 14 0.6 0.08 178

S.D. 0.2 0.2 0.15 13 13 23 21 13 14 0 25 3.4 2 0.1 0.01 102
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN KW AN AN Kw AN

Significantly different from the control group (*: P<0.05, **; P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

B-CH 1000 mg/ke

Female No. Inorganic phosphorus Ca Na K Cl
mg/dL.  mg/dl.  mEq/L  mEg/L  mEg¢L

F04038 5.7 9.6 140.0 4.65 105.3
F04041 6.3 10.0 140.5 4.01 104.7
F04043 6.6 9.4 144.3 4.12 110.2
F04045 6.1 9.4 143.8 3.67 109.5
F04047 6.3 9.9 143.3 3.13 108.5
Number of females 5 5 5 5 5
Mean 6.2 9.7 142.4 3.92 107.6

S.D. 0.3 0.3 2.0 0.56 2.5
Significance NS NS NS NS NS
Statistical method AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 28-2-1. Biochemical findings of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)

Female No. Total protein Albumin A/G  Glucose Total cholesterol ~ Triglyceride Phospholipid AST ALT  y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L pmol/lL  mg/dL mg/dL mg/dL U/L

F05049 6.1 4.2 2.21 113 62 13 113 79 49 0 69 294 18 0.6 0.07 147
F05050 6.3 4.5 2.50 145 56 15 110 52 21 0 44 14.2 15 0.6 0.07 240
F05051 5.7 4.1 2.56 115 66 14 119 65 24 0 42 9.5 16 0.6 0.10 207
F05052 59 39 195 103 63 12 113 65 25 0 71 273 19 0.5 0.06 215
F05053 6.2 4.2 2.10 123 69 18 131 69 27 0 92 15.4 21 0.7 0.08 176
Nurnber of females 5 5 b 5 5 5 S 5 5 5 5 5 5 5 5 5
Mean 6.0 42 2.26 120 63 14 117 66 29 0 64 19.2 I8 0.6 0.08 197

S.D. 0.2 0.2 0.26 16 5 2 8 10 11 0 21 8.7 2 0.1 0.02 36

Control (vehicle: water for injection)

Female No. Inorganic phosphorus Ca Na K Cl
mg/dL.  mg/dL mEq/L mEq/L mEq/L

F05049 4.0 9.1 143.2 3.74 108.1
F05050 4.6 9.1 144.4 347 107.6
F05051 4.1 9.0 1418 3.75 106.2
F05052 42 9.4 142.7 371 108.5
F05053 5.0 9.1 142.6 3.68 106.9
Number of females 5 5 5 5 5
Mean 4.4 9.1 1429 3.67 107.5

S.D. 0.4 0.2 1.0 0.12 0.9
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B E 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 28-2-2. Biochemical findings of female rats at the end of the dosing period, satellite group

B-CH 1000 mng/kg

Female No. Total protein Albumin A/G  Glucose Total cholesterol — Triglyceride Phospholipid AST ALT  y-GTP LDH  Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L pmol/L  mg/dL mg/dL mg/dL U/L

F06059 6.1 4.2 221 128 59 L5 113 97 85 1 86 6.5 5 0.7 0.08 151
F06060 6.2 4.4 2.44 134 68 17 132 58 29 1 50 119 19 0.6 0.08 175
F0G061 6.6 4.8 2.67 120 66 12 133 291 141 0 210 16.1 16 0.6 0.14 226
F06062 6.9 4.9 245 154 67 28 134 186 142 0 175 20.1 20 0.7 0.08 164
F06063 5.6 3.8 2.11 153 52 18 104 84 61 1 54 7.0 16 0.7 0.07 218
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.3 4.4 238 138 62 18 123 143 92 1 115 123 17 0.7 0.09 187

S.D. 0.5 0.4 0.22 15 7 6 14 96 50 1 73 5.9 2 0.1 0.03 33
Significance NS NS NS NS§ NS NS NS NS * * NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT AW AW TT AW T T TT TT TT

Siguificantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student’s t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

B-CH 1000 mg/kg

Female No. Inorganic phosphorus Ca Na K Cl
mg/dL  mg/dl. mEg/L  mEqL mEgL

F06059 4.6 9.5 1419 3.82 106.4
F06060 34 9.1 1427 3.44 106.9
F06061 4.1 10.0 1439 3.67 108.3
F06062 42 9.8 143.3 3.70 105.9
F06063 4.8 9.5 142.9 3.39 105.8
Number of females 5 5 5 5 5
Mean 42 9.6 142.9 3.60 106.7

S.D. 0.5 0.3 0.7 0.18 1.0
Significance NS ® NS NS NS
Statistical method TT TT T T TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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BT E R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 28-3-1. Biochemical findings of female rats at the end of the recovery period

Control (vehicle: water for injection)

Female No. Total protein Albumin A/G  Glucose Total cholesterol — Triglyceride Phospholipid AST ALT  y-GTP LDH Bileacid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L gmol/L  mg/dL mg/dL mg/dL U/L

F05054 6.6 4.6 230 127 92 49 172 58 23 0 155 13.7 19 0.7 0.07 128
F05055 6.6 4.6 2.30 118 58 16 117 56 21 0 73 10.7 18 0.6 0.09 124
F05056 6.3 4.4 2.32 115 68 13 117 70 42 0 77 93 18 0.6 0.06 139
F05057 6.6 4.7 2.47 130 73 15 137 68 36 0 56 159 23 0.8 0.10 106
F05058 5.5 3.9 2.44 105 53 12 97 62 22 0 77 11.2 18 0.6 0.07 105
Number of females 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.3 4.4 2.37 119 69 21 128 63 29 0 88 122 19 0.7 0.08 120

S.D. 0.5 0.3 0.08 10 15 16 28 6 10 0 39 2.6 2 0.1 0.02 15

Control (vehicle: water for injection)

Female No. Inorganic phosphorus Ca Na K Cl

mg/dL mg/dL  mEg/L mEg/L mEgL

F05054 39 10.2 144.6 3.25 108.1
F05055 4.7 9.6 142.5 3.49 108.3
F05056 4.0 93 143.2 347 107.9
F05057 3.6 9.8 142.2 3.65 107.0
F05058 4.1 9.0 145.7 3.08 111.5
Number of fernales 5 5 5 5 5
Mean 4.1 9.6 143.6 3.39 108.6
$.D. 0.4 0.5 1.5 0.22 1.7
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HERE 5 :R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 28-3-2. Biochemical findings of female rats at the end of the recovery period

B-CH 1000 mg/kg

Female No. Total protein Albumin A/G  Glucose Total cholesterol ~ Triglyceride  Phospholipid AST ALT  y-GTP LDH  Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L wmol/l,  mg/dL mg/dL mg/dL U/L

F06064 5.7 3.9 2.17 135 48 i3 99 106 63 0 149 6.2 16 0.7 0.13 139
F06065 6.0 4.2 2.33 141 61 18 103 65 22 0 200 5.5 15 0.7 0.06 119
F06066 5.7 4.1 2.56 122 50 25 101 65 30 0 102 6.2 19 0.6 0.09 124
F06067 5.9 43 2.69 151 58 14 101 73 34 0 88 6.2 15 0.6 0.07 107
F06068 6.0 4.0 2.00 106 62 11 123 58 24 0 48 12.2 18 0.6 0.08 156
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 59 4.1 2.35 131 56 16 105 73 35 0 117 7.3 17 0.6 0.09 129

S.D. 0.2 0.2 0.28 17 6 6 10 19 17 0 59 2.8 2 0.1 0.03 19
Significance * NS NS NS NS NS NS NS NS NS NS * NS NS NS NS
Statistical method AW TT AW TT TT T TT AW TT TT T T TT TT TT T

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AW: Analysis by Aspin-Welch t-test.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the samne as the value in the control group.

B-CH 1000 mg/kg

Female No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dl.  mEq/L  mEg/L  mEg/L
F06064 4.7 8.9 143.4 3.22 108.8
F06065 2.5 9.1 143.7 3.40 109.1
F06066 3.0 9.1 144.8 3.06 109.5
F06067 33 8.9 144.4 2.86 110.6
F06068 3.6 9.0 145.0 3.06 111.0
Number of females 5 5 5 5 5
Mean 34 9.0 144.3 312 109.8
S.D. 0.8 0.1 0.7 0.20 1.0
Significance NS * NS NS NS
Statistical method TT AW TT TT T

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AW: Analysis by Aspin-Welch t-test.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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AR S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of p-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 29-1-1. Organ weights of male rats at the end of the dosing period

Control (vehicle: water for injection)
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e)

M01001 507.0 21223 4.186 262.1 0.517 1563.5 3.084 14445.5 28.492 1565.9 3.089 1581.3 3.119 3147.2 6.207 954.5 1.883
M01002 526.2 21529 4.091 287.7 0.547 1491.4 2.834 12936.4 24.585 1680.6 3.194 1717.8 3.265 3398.4 6,458 718.3 1.365
MO01003 550.6 2050.9 3.725 274.7 0.499 1638.2 2975 182609 33.165 1790.6 3252 1793.8 3.258 3584.4 6.510 742.5 1.349
M01004 478.4 1923.0 4.020 304.3 0.636 1726.0 3.608 12178.9 25.458 1636.6 3.421 1562.9 3.267 31995 6.688 822.7 1.720
M01005 489.1 2007.8 4.105 201.4 0.412 1297.0 2.652 12058.7 24.655 1504.6 3.076 14741 3.014 2978.7 6.090 624.7 1.277
M01006 499.8 2002.7 4.007 215.1 0.430 1327.1 2.655 12188.7 24.387 1666.8 3.335 1582.5 3.166 32493 6.501 848.1 1.697
M01007 502.8 2042.2 4.062 314.2 0.625 1694.2 3.370 155871 31.001 1894.1 3.767 21547 4.285 4048.8 8.053 865.8 1.722
Number of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Mean 507.7 2043.1 4.028 265.6 0.524 15339 3,025 13950.9 27.392 1677.0 3.305 1695.3 3.339 33723 6.644 796.7 1.573

S.D. 24.1 77.1 0.146 43.0 0.087 170.8 0.360 2322.1 3.552 131.6 0.239 228.6 0.427 354.5 0.653 109.3 0.237

Appendix 29-1-1 (continued). Organ weights of male rats at the end of the dosing period

Coutrol (vehicle: water for injection)

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L} Epididymides
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/s) (mg) (mg/g)
M01001 1618.1 3.192 1571.0 3.099 3189.1 6.290 606.6 1.196 598.2 1.180 1204.8 2.376
M01002 1572.7 2.989 1642.1 3.121 3214.8 6.109 576.6 1.096 622.7 1.183 1199.3 2.279
M01003 1770.3 3.215 1825.6 3.316 3595.9 6.531 713.6 1.296 7304 1.327 1444.0 2.623
M01004 1503.2 3.142 1564.2 3.270 3067.4 6.412 639.1 1.336 635.5 1.328 1274.6 2.664
MO1005 1715.6 3.508 1685.1 3.445 3400.7 6.953 610.8 1.249 618.7 1.265 1229.5 2514
M01006 1684.3 3.370 1698.5 3.398 3382.8 6.768 641.3 1.283 617.9 1.236 1259.2 2.519
MO1007 1679.2 - 3,340 1654.1 3.290 33333 6.629 668.6 1.330 668.0 1.329 1336.6 2.658
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 1649.1 3.251 1662.9 3.277 3312.0 6.527 636.7 1.255 641.6 1.264 1278.3 2519
S.D. 90.7 0.170 88.4 0.130 172.4 0.287 45.0 0.085 44.6 0.067 86.9 0.147
Control (vehicle: water for injection) :
Male No. Prostate, ventral Seminal vesicies Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) {mg) (mg/g)
MO01001 540.0 1.065 1257.9 2481 18.0 0.036 26.6 0.052 29.1 0.057 55.7 0.110
M01002 453.9 0.863 2058.4 3.912 17.6 0.033 283 0.054 28.8 0.055 571 0.109
Mo01003 679.2 1.234 21231 3.856 18.8 0.034 281 0.051 293 0.053 574 0.104
M01004 538.7 1.126 1455.4 3.042 19.4 0.041 247 0.052 212 0.044 459 0.096
MO01005 519.6 1.062 1551.8 3.173 14.1 0.029 322 0.066 324 0.066 64.6 0.132
MO01006 645.6 1.292 21863 4.374 12.9 0.026 26.4 0.053 30.6 0.061 57.0 0.114
M01007 726.8 1.446 22523 4.480 24.6 0.049 23.7 0,047 28.0 0.056 51.7 0.103
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 586.3 1.155 1840.7 3.617 17.9 0.035 271 0.054 285 0.056 55.6 0.110
S.D. 98.6 0.188 405.7 0.739 3.8 0.008 28 0.006 3.5 0.007 5.7 0.011
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 29-1-2. Organ weights of male rats at the end of the dosing period

B-CH 100 mg/kg

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/e) (mg) (me/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M02013 557.9 1992.7 3.572 260.1 0.466 1646.8 2.952 15787.6 28.298 1629.4 2.921 1751.1 3.139 3380.5 6.059 733.5 1315
M02014 509.9 1945.0 3.814 476.7 0.935 1534.6 3.010 15513.3 30.424 1985.0 3.893 2055.7 4.032 4040.7 7.924 8572 1.681
M02015 484.6 2032.0 4.193 3774 0.779 1530.2 3.158 13569.2 28.001 1502.7 3.101 1475.5 3.045 2978.2 6.146 734.0 L1518
M02016 4720 2021.0 4.282 258.4 0.547 1534.2 3250 11439.6 24,236 1717.4 3.639 1728.4 3.662 3445.8 7.300 1091.4 2312
M02017 4912 1940.4 3.950 306.3 0.624 1453.1 2.958 11888.2 24.202 1550.6 3.157 1449.1 2.950 2999.7 6.107 695.8 1.417
M02018 4430 2024.9 4.571 363.5 0.821 1170.5 2.642 11501.6 25.963 1708.0 3.856 1585.9 3.580 3293.9 7.435 726.8 1.641
M02019 544.7 2097.8 3.851 329.6 0.605 17143 3.147 17021.9 31.250 1680.4 3.085 1764.8 3.240 3445.2 6.325 839.9 1.542
M02020 579.4 2296.9 3.964 393.7 0.679 1662.9 2.870 16206.6 27.971 1794.0 3.096 1889.5 3.261 3683.5 6.357 917.4 1.583
M02021 4822 1972.1 4.090 190.6 0.395 1309.1 2.715 11526.8 23.905 1645.0 3411 1654.9 3.432 3299.9 6.843 847.3 1.757
M02022 523.4 1967.7 3.759 338.9 0.647 1469.9 2.808 14772.0 28223 1683.4 3216 1637.2 3.128 3320.6 6.344 972.0 1.857
M02023 404.3 2024.5 5.007 88.0 0218 1259.6 3.116 9041.1 22,362 1403.0 3.470 1368.7 3,385 27717 6.856 622.4 1.539
M02024 466.1 1986.5 4.262 507.6 1.089 1602.5 3.438 12281.3 26.349 1821.0 3.907 1849.9 3.969 3670.9 7.876 860.6 1.846
Number of males 12 12 12 2 12 12 12 12 12 12 12 12 12 12 2 12 12
Mean 496.6 2025.1 4.110 3242 0.650 1490.6 3.005 13379.1 26.765 1676.7 3.39 1684.2 3.402 3360.9 6.798 824.9 1.667

S.D. 49.7 96.0 0.392 116.3 0.237 168.6 0.230 2459.9 2,735 152.7 0.353 198.1 0.349 345.2 0.685 130.8 0.260
Significance NS NS NS NS NS NS N$ NS NS NS NS NS NS NS NS NS NS
Statistical method KW AN KW AN AN AN KW AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

KW: Analysis by Kruskai-Wallis' test (one-way layout).

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 29-1-2 (continued). Organ weights of male rats at the end of the dosing period

B-CH 100 mg/kg

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides

(mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M02013 1586.9 2.844 1565.0 2.805 3151.9 5.650 6123 1.098 662.6 1.188 1274.9 2.285
M02014 1591.6 3121 15922 3123 3183.8 6.244 636.8 1.249 651.4 1.278 12882 2.526
M02015 1531.7 3.6t 1546.5 3191 3078.2 6.352 620.6 1.281 594.6 1.227 12152 2.508
M02016 1648.3 3.492 1637.7 3.470 3286.0 6.962 649.8 1.377 639.5 1.355 12893 2.732
M02017 1739.6 3.542 1725.1 3.512 3464.7 7.054 630.0 1.283 624.0 1.270 1254.0 2.553
M02018 1792.6 4.047 1841.5 4.157 3634.1 8.203 675.5 1.525 586.5 1.324 12620 2.849
M02019 1585.5 2911 1529.5 2.808 31150 5719 625.0 1.147 620.0 1138 1245.0 2.286
M02020 1612.1 2.782 1624.7 2,804 3236.8 5.586 599.1 1.034 590.6 1.019 1189.7 2.053
M02021 1852.3 3.841 1800.6 3.734 3652.9 7.575 683.1 1.417 701.0 1.454 1384.1 2.870
M02022 1651.5 3.155 1644.5 3.142 3296.0 6.297 756.0 1.444 739.6 1.413 1495.6 2.857
M02023 1738.7 4.301 1635.5 4.045 3374.2 8.346 615.5 1.522 576.6 1.426 11921 2.949
M02024 1695.8 3.638 1768.4 3.794 3464.2 7432 636.1 1.365 619.9 1.330 1256.0 2.695
Number of males 2 12 12 12 12 12 12 12 12 12 12 12
Mean 1668.9 3.403 1659.3 3.382 3328.2 6.785 645.0 1.312 633.9 1.285 1278.8 2.597

S.D. 96.3 0.489 102.2 0.478 192.9 0.962 42.8 0.160 48.9 0.127 85.5 0.280
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN KW AN KW AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 29-1-2 (continued). Organ weights of male rats at the end of the dosing period

B-CH 100 mg/kg

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

Mo02013 599.2 1.074 1605.0 2877 225 0.040 21.3 0.038 219 0.039 432 0.077
M02014 746.5 1.464 22972 4.505 24.8 0.049 275 0.054 26.1 0.051 536 0.105
M02015 558.8 1153 1572.5 3.245 15.0 0.031 20.4 0.042 223 0.046 427 0.088
M02016 819.1 1.735 2058.2 4.361 16.7 0.035 278 0.059 30.1 0.064 579 0.123
M02017 699.6 1.424 2122.1 4.320 19.9 0.041 24.6 0.050 248 0.050 49.4 0.101
MO02018 604.3 1.364 17579 3.968 232 0.052 29.9 0.067 345 0.078 64.4 0.145
M02019 598.3 1.098 1506.0 2.765 193 0.035 25.0 0.046 224 0.041 474 0.087
M02020 830.0 1.433 1754.5 3.028 19.0 0.033 339 0.059 378 0.065 7.7 0.124
M02021 683.5 1.417 1954.0 4.052 14.1 0.029 22.0 0.046 27.1 0.056 49.1 0.102
M02022 519.7 0.993 1618.2 3.092 21.2 0.041 279 0.053 28.0 0.053 55.9 0.107
M02023 537.1 1.328 1244.7 3.079 19.9 0.049 327 0.081 39.6 0.098 723 0.179
M02024 440.1 0.944 1480.7 3.177 23.2 0.050 24.1 0.052 25.0 0.054 49.1 0.105
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 636.4 1.286 1747.6 3.539 19.9 0.040 26.4 0.054 283 0.058 54.7 0.112

S.D. 121.0 0.233 306.3 0.646 3.3 0.008 4.3 0.012 6.0 0.017 10.1 0.028
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout),
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Appendix 29-1-3. Organ weights of male rats at the end of the dosing period

B-CH 300 mg/kg

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (mg/g) (ng) (mg/g) (mg) (mg/g) (mg) _(mg/g) (mg) (mg/g) {mg) (mg/g) (mg) (mg/g)

M03025 540.6 22100 4.088 219.8 0.407 1554.1 2.875 16454.0 30.437 1580.8 2.924 15733 2.910 3154.1 5.834 10103 1.869
M03026 521.0 2074.4 3.982 317.1 0.609 1551.6 2.978 13749.4 26.390 1661.9 3.190 1688.5 3.241 3350.4 6.431 783.1 1.503
M03027 546.6 1984.6 3.631 487.2 0.891 1504.3 2.752 14253.4 26.076 1619.3 2.962 16193 2.962 3238.6 5.928 8443 §.545
M03028 449.7 2063.6 4.589 168.5 0.375 1308.9 2911 12189.9 27.107 1532.3 3.407 1460.6 3.248 29929 6.655 827.0 1.839
M03029 471.7 1915.8 4.061 219.4 0.465 1451.2 3.077 13582.7 28.795 1707.6 3.620 1704.5 3.614 3412.1 7.234 858.4 1.820
M03030 5353 1889.7 3.530 184.8 0.345 14303 2.672 13224.8 24.705 1618.3 3.023 1648.3 3.079 3266.6 6.102 909.8 1.700
M03031 4972 2154.4 4.333 383.7 0.772 1449.8 2916 127320 25.607 1893.4 3.808 1890.4 3.802 3783.8 7.610 1158.8 2331
M03032 491.8 2069.2 4,207 244.6 0.497 1442.1 2.932 13053.2 26.542 1682.4 3.421 1673.6 3.403 3356.0 6.824 834.0 1.696
M03033 575.3 18522 3.220 3375 0.587 17123 2.976 18268.4 31.755 2101.1 3.652 1954.8 3.398 4055.9 7.050 813.0 1.413
M03034 489.0 2038.7 4.169 231.9 0.474 1398.6 2.860 15202.6 31.089 1661.1 3.397 17445 3.567 3405.6 6.964 641.3 [.311
M03035 497.5 1911.7 3.843 195.7 0.393 1492.3 3.000 13580.8 27.298 1684.5 3.386 1622.7 3.262 33072 6.648 846.6 1.702
M03036 475.4 1974.8 4.154 367.9 0.774 1377.9 2.398 12474.7 26.240 1498.0 3.151 1474.6 3.102 2972.6 6.253 908.2 1.910
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 507.6 2011.6 3.984 279.8 0.549 1472.8 2.904 14063.8 27.670 1686.7 3.328 1671.3 3.299 3358.0 6.628 869.6 1.720

S.D. 36.5 109.5 0.376 98.0 0.179 103.0 0.109 1779.3 2.302 164.1 0.284 145.7 0.270 304.8 0.543 125.7 0.269
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method KW AN KW AN AN AN KW AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01),

NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

AN: Analysis by variance (one-way layout),

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 29-1-3 (continued). Organ weights of male rats at the end of the dosing period

B-CH 300 mg/kg

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides

(mg) (mg/g) (mg) (mg/g) (mg) (mgfg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M03025 1783.6 3.299 1787.2 3.306 3570.8 6.605 653.4 1.209 616.3 1.140 1269.7 2.349
M03026 1617.0 3.104 1620.2 3110 3237.2 6.213 715.6 1.374 691.1 1.326 1406.7 2.700
M03027 1724.8 3.156 V777.7 3.252 3502.5 6.408 608.4 L1113 639.1 1.169 12475 2.282
M03028 1403.1 3.120 14452 3214 28483 6.334 629.1 1.399 618.4 1.375 12475 2.774
M03029 1636.9 3.470 1593.5 3.378 32304 6.848 656.8 1.392 633.8 1.344 1290.6 2.736
M03030 1870.4 3.494 1827.8 3.415 3698.2 6.909 704.8 1.317 717.2 1.340 1422.0 2.656
M03031 2045.4 4114 2037.2 4,097 4082.6 8.211 7442 1.497 7H.5 1.431 1455.7 2.928
M03032 1657.1 3.369 1566.2 3.185 32233 6.554 564.9 1.149 4913 0.999 1056.2 2.148
M03033 1862.7 3.238 1790.1 312 3652.8 6.349 630.0 1.095 623.1 1.083 1253.1 2.178
M03034 1714.0 3.505 1781.3 3.643 34953 7.148 5432 111t 557.9 1141 1101.1 2.252
M03035 1499.2 3.013 1468.3 2.951 2967.5 5.965 649.8 1.306 585.6 L7 1235.4 2.483
M03036 1838.7 3.868 1819.2 3.827 3657.9 7.694 736.5 1.549 770.8 1.621 15073 3.171
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 17211 3.396 1709.5 3.374 3430.6 6.770 653.1 1.293 638.0 1.262 1291.1 2.555

S.D. 175.2 0.326 172.1 0.330 343.9 0.649 63.8 0.156 76.2 0.174 136.3 0.324
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN KW AN Kw AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 29-1-3 (continued). Organ weights of male rats at the end of the dosing period

B-CH 300 mg/kg

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (me/e) (mg) (ng/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M03025 864.9 1.600 2269.9 4.199 18.1 0.033 224 0.041 23.0 0.043 45.4 0.084
M03026 647.6 1.243 2050.5 3.936 159 0.031 318 0.061 35.7 0.069 67.5 0.130
MO03027 566.5 1.036 1886.4 3.451 16.6 0.030 322 0.059 316 0.058 63.8 0.117
M03028 629.2 1.399 1573.8 3.500 9.5 0.021 243 0.054 295 0.066 53.8 0.120
M03029 619.2 1313 1905.5 4.040 17.4 0.037 26.1 0.055 27.7 0.059 53.8 0.114
M03030 384.1 0.718 1436.1 2.683 133 0.025 213 0.040 229 0.043 44.2 0.083
M03031 661.6 1.331 1909.8 3.841 16.0 0.032 209 0.042 22.7 0.046 43.6 0.088
M03032 535.0 1.088 1660.2 3.376 17.2 0.035 21.7 0.044 23.2 0.047 449 0.091
M03033 632.1 1.099 1628.0 2.830 14.8 0.026 37.6 0.065 387 0.067 763 0.133
M03034 399.4 0817 1716.2 3.510 18.6 0.038 294 0.060 30.6 0.063 60.0 0.123
M03035 598.2 1.202 1711.7 3.441 223 0.045 33.7 0.068 37.1 0.075 70.8 0.142
M03036 707.2 1.488 1516.4 3.190 21.8 0.046 279 0.059 274 0.058 55.3 0.116
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 603.8 1.195 1772.0 3,500 16.8 0.033 274 0.054 29.2 0.058 56.6 0.112
S.D. 128.6 0.260 239.8 0.459 3.5 0.008 5.5 0.010 5.8 0.011 11.2 0.020
Significance NS NS NS NS NS NS NS NS NS NS NS NS
S | method AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of $-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 29-1-4. Organ weights of male rats at the end of the dosing period

B-CH 1000 mg/kg
Male No. Body Brain Thymus Heart Liver Kidney (R} Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (me/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M04037 4852 2112.9 4.355 263.3 0.543 1524.0 3.141 13656.3 28.146 1790.1 3.689 1658.9 3.419 3449.0 7.108 876.6 1.807
M04038 519.9 2112.1 4.063 3073 0.591 1437.0 2.764 13070.2 25.140 1547.6 2.977 1592.3 3.063 3139.9 6.039 697.3 1.341
M04039 503.2 2079.9 4.133 410.1 0815 1674.1 3.327 14750.8 29.314 1542.5 3.065 1576.4 3.133 31189 6.198 998.7 1.985
M04040 501.1 2013.9 4.019 2355 0.470 13755 2.745 12502.7 24951 1563.7 3121 1582.3 3.158 3146.0 6.278 862.7 1722
M04041 490.6 1925.2 3.924 298.2 0.608 1262.6 2.574 12964.2 26.425 1469.8 2.996 1502.8 3.063 2972.6 6.059 699.2 1.425
M04042 511.8 2123.2 4.148 250.8 0.490 1405.3 2.746 14138.6 27.625 1885.8 3.685 1815.7 3.548 37015 7.232 840.4 1.642
M04043 502.2 2019.9 4.022 250.6 0.499 1403.4 2.795 12935.5 25.758 1663.4 3.312 1628.4 3.243 3291.8 6.555 713.6 1.421
Number of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Mean 502.0 2055.3 4.095 288.0 0.574 1440.3 2.870 13431.2 26.766 1637.6 3.264 1622.4 3.232 3260.0 6.496 8126 1.620
S.D. 11.8 72.6 0.137 59.9 0.118 129.1 0.264 790.4 1.643 150.7 0.309 98.0 0.186 245.5 0.493 114.0 0.236
Signiftcance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method KW AN KW AN AN AN KW AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 29-1-4 (continued). Organ weights of male rats at the end of the dosing period

B-CH 1000 mg/kg

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides
(mg) (mg/g) (mg) (ma/g) (mg) (mg/g) (mg) (mg/g) (mg) (ng/g) (mg) (mg/g)
M04037 1620.2 3339 1632.0 3.364 32522 6.703 652.5 1.345 679.5 1.400 1332.0 2.745
M04038 1629.0 3133 1668.1 3.209 3297.1 6.342 591.6 1.138 5879 1131 11795 2.269
M04039 1724.8 3.428 1667.2 3313 3392.0 6.741 627.0 1.246 646.2 1.284 1273.2 2.530
M04040 1559.9 3113 1542.9 3.079 31028 6.192 601.2 1.200 606.7 1.211 1207.9 2.410
M04041 1920.5 3915 1940.1 3.955 3860.6 7.869 6427 1.310 6364 1.297 1279.1 2.607
M04042 1746.5 3.412 1732.6 3.385 3479.1 6.798 655.0 1.280 614.1 1.200 1269.1 2.480
M04043 1826.5 3.637 1805.6 3.595 3632.1 7.232 722.6 1.439 719.4 1.432 1442.0 2.871
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 1718.2 3.425 1712.6 3414 3430.8 6.840 641.8 1.280 641.5 1.279 1283.3 2.559
S.D. 126.6 0.281 129.2 0.287 253.8 0.564 43.2 0.098 45.5 0.109 86.0 0.203
Significance NS N§ NS NS NS NS NS NS NS NS NS N§
Statistical method AN AN AN KwW AN KW AN AN AN AN AN AN
Significantly different from the control group (*: P<0.05, *¥: P<0.01),
NS: Not significantly different from the control group.
KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
B-CH 1000 mg/kg
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (ma/g) {mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M04037 3713 0,765 1525.1 3.143 241 0.050 25.6 0.053 259 0.053 51.5 0.106
M04038 5922 1.139 1941.3 3.734 22.8 0.044 313 0.060 312 0.060 62.5 0.120
M04039 680.3 1.352 1828.2 3.633 20.6 0.041 27.0 0.054 28.2 0.056 55.2 0.110
M04040 637.1 1271 1818.9 3.630 142 0.028 323 0.064 363 0.072 68.6 0.137
M04041 501.4 1.022 1481.6 3.020 18.2 0.037 26.4 0.054 26.5 0.054 52.9 0.108
M04042 659.7 1.289 1731.3 3.383 211 0.041 24.9 0.049 26.7 0.052 51.6 0.101
M04043 393.3 0,783 2024.6 4.031 183 0.036 34.5 0.069 339 0.068 68.4 0.136
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 547.9 1.089 1764.4 3.511 19.9 0.040 289 0.058 29.8 0.059 58.7 0.117
S.D. 1273 0.241 201.8 0.352 3.3 0.007 3.8 0.007 4.1 0.008 7.7 0.015
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **; P<0.01).

NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 29-2-1. Organ weights of male rats at the end of the recovery period

Control (vehicle: water for injection)

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M01008 541.% 2101.3 3.881 288.5 0.533 1602.4 2.959 13844.0 25.566 1623.2 2.998 1606.2 2.966 3229.4 5.964 902.8 1.667
M01009 526.9 2076.9 3.942 353.1 0.670 1501.0 2.849 13627.9 25.864 1563.8 2.968 1614.1 3.063 31779 6.031 906.5 1.720
Mol010 555.4 2061.7 3.712 3377 0.608 1608.8 2.897 17873.1 32.181 1765.6 3.179 1688.7 3.041 34543 6.219 1026.5 1.848
Mol011 550.5 1882.6 3.420 388.6 0.706 1489.2 2.705 14850.7 26977 1628.2 2,958 1603.9 2914 32321 5871 856.8 1.556
M01012 577.2 2184.3 3.784 411.5 0.713 1573.8 2.727 14217.6 24.632 1575.0 2.729 1596.2 2.765 3171.2 5.494 964.4 1.671
Number of males 5 5 S 5 5 N 5 5 5 5 5 5 5 5 5 5 5
Mean 550.3 2061.4 3.748 355.9 0.646 1555.0 2.827 14882.7 27.044 1631.2 2.966 1621.8 2.950 3253.0 5916 931.4 1.692
S.D. 18.5 110.6 0.203 47.5 0.076 56.4 0.109 1734.9 2.991 80.4 0.160 37.9 0.119 116.0 0.268 65.5 0.106

Appendix 29-2-1 (continued). Organ weights of male rats at the end of the recovery period

Control (vehicle: water for injection)

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides

mg) _ (mglg) mg) __ (mgl) g (g mg)  (mp) (mg)  (mglg) g (g

M01008 1710.5 3.159 17533 3.238 3463.8 6.397 586.9 1,084 586.2 1.083 1173.1 2.166
M01009 1770.8 3.361 1758.7 3.338 3529.5 6.699 7335 1.392 711.9 1.351 1445.4 2.743
MO1010 1647.2 2.966 1665.2 2.998 33124 5.964 804.5 1.449 800.6 1.441 1605.1 2.890
MO1011 15763 2.863 16125 2.929 31888 5.793 611.2 1.110 567.2 1.030 1178.4 2.141
MO1012 1600.2 2.772 1606.4 2.783 3206.6 5.555 710.9 1.232 693.3 1.201 1404.2 2.433
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 1661.0 3.024 1679.2 3.057 33402 6.082 689.4 1.253 671.8 1.221 1361.2 2475

S.D. 79.9 0.237 737 0.227 152.2 0.462 89.8 0.164 96.1 0.174 185.2 0.336

Control (vehicle: water for injection)
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R} Adrenal gland (L) Adrenal glands

(mg) (mg/g) (ng) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

MO01008 594.9 1.099 1622.8 2.997 214 0.040 23.6 0.044 211 0.039 44.7 0.083
M01009 661.9 1.256 1734.2 3.291 20.0 0.038 29.0 0.055 312 0.059 60.2 0.114
MO1010 702.7 1.265 1621.3 2919 222 0,040 25.4 0.046 27.3 0.049 52.7 0.095
Mo1011 765.5 1.391 1526.8 2.773 259 0.047 239 0.043 270 0.049 509 0.092
MO1012 343.4 0.595 1570.4 2.721 15.1 0.026 28.1 0.049 29.2 0.051 57.3 0.099
Number of mates 5 S 5 5 5 5 5 5 5 5 5 5
Mean 613.7 1.121 1615.1 2.940 209 0.038 26.0 0.047 272 0.049 532 0.097

S.D. 163.3 0312 77.6 0.225 3.9 0.008 2.4 0.005 3.8 0.007 6.0 0.011
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 29-2-2. Organ weights of male rats at the end of the recovery period

B-CH 1000 mg/kg

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M04044 536.1 2075.1 3.871 3578 0.667 1537.1 2.867 13847.1 25.829 1533.2 2.860 1611.5 3.006 31447 5.866 860.1 1.604
M04045 544.0 2133.9 3.923 288.2 0.530 1474.5 2.710 13826.7 25.417 17417 3.202 1840.2 3.383 3581.9 6.584 859.8 1.581
M04046 519.5 2093.2 4.029 242.6 0.467 1477.1 2.843 14323.9 27.572 1742.7 3.355 1735.7 3341 3478.4 6.696 1039.6 2.001
M04047 553.8 2077.5 3.751 2342 0.423 1451.5 2,621 15187.4 27.424 1619.1 2,924 1552.9 2.804 3172.0 5.728 893.8 1.614
M04048 564.6 2140.7 3.792 174.2 0.309 1399.6 2.479 15477.4 27.413 1565.6 2.973 1596.4 2.827 31620 5.600 965.6 1.710
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 S
Mean 543.6 2104.1 3873 259.4 0479 1468.0 2.704 14532,5 26,731 1640.5 3.023 1667.3 3.072 33078 6.095 923.8 1.702
S.D. 17.2 31.2 0.110 68.4 0.132 49.6 0.161 763.7 1.024 97.8 0.246 118.1 0.276 206.5 0.508 77.8 0.174
Significance NS NS NS * * * NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT AW T TT 1T TT 1T TT T 1T 1T AW T T 1T 1T TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 29-2-2 (continued). Organ weights of male rats at the end of the recovery period

B-CH 1000 mg/kg

Male No. Testis (R) Testis {L) Testes Epididymis (R) Epididymis (L) Epididymides
(ng) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M04044 1675.5 3.125 1678.6 3131 3354.1 6.256 763.8 1.425 748.7 1.397 15125 2.821
M04045 1692.4 3111 1703.8 3.132 3396.2 6.243 659.4 1212 662.2 1217 1321.6 2.429
M04046 1533.0 2.951 1483.7 2.856 3016.7 5.807 594.4 1.144 598.2 1151 1192.6 2.296
M04047 1825.6 3.296 1806.3 3.262 3631.9 6.558 680.5 1.229 646.9 1.168 1327.4 2.397
M04048 1774.5 3.143 1726.9 3.059 35014 6.202 688.9 1.220 £693.0 1.227 13819 2.448
Number of males 5 5 S H 5 5 S 5 5 5 5 5
Mean 1700.2 3.125 1679.9 3.088 3380.1 6.213 677.4 1.246 669.8 1.232 1347.2 2478
S.D. 111.7 0.123 119.6 0.149 229.7 0.268 60.9 0.106 558 0.098 115.6 0.200
Significance NS NS N§ NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT 1T TT TT TT TT TT TT TT TT
Significantly different from the contro! group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the controt group.
B-CH 1000 mg/kg
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M04044 880.0 1.641 1906.0 3,555 227 0.042 234 0.044 283 0.053 51.7 0.096
M04045 §56.1 1.574 1746.1 3.210 18.3 0.034 385 0.071 396 0.073 781 0.144
M04046 576.5 1110 1419.9 2.733 16.5 0.032 22,6 0.044 21.4 0.041 44.0 0.085
M04047 678.7 1.226 2452.9 4.429 18.0 0.033 288 0.052 321 0.058 60.9 0.110
M04048 649.0 1.149 1971.5 3.492 22.2 0.039 23.5 0.042 25.6 0.045 49.1 0.087
Number of males 5 5 5 S 5 5 5 5 5 5 5 5
Mean 728.1 1.340 18993 3.484 19.5 0.036 274 0.051 294 0.054 56.8 0.104
S.D. 133.4 0.249 375.8 0.620 2.7 0.004 6.7 0,012 6.9 0.013 13.4 0.024
Significance NS NS NS NS N§ NS NS NS NS NS NS NS
Statistical method TT TT AW TT TT TT TT T TT T T TT

Significantly different from the control group (*: P<0.03, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 30-1-1. Organ weights of female rats at the end of the dosing period

Control (vehicle: water for injection)

Female No. Body Brain Thymus Heart Liver Kidney (R} Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (ng/g) (mg) {mg/g)

Fo1001 2927 1939.1 6.625 1229 0.420 9434 3.223 10767.7 36,787 889.7 3.040 988.9 3.379 1878.6 6.418 587.6 2.008
F01002 308.2 1817.7 5.898 186.3 0.604 1042.6 3.383 10244.4 33.239 883.2 2.866 852.6 2.766 1735.8 5.632 736.1 2.388
FO1003 302.0 1928.2 6.385 158.1 0.524 977.8 3.238 9807.8 32476 1078.4 3.571 1034.5 3.425 21129 6.996 649.2 2.150
FO1004 3173 1852.8 5.839 255.1 0.804 i116.0 3.517 11064.2 34.870 1179.9 3.719 1199.9 3.782 2379.8 7.500 814.2 2.566
FOl100S 304.7 1805.5 5.926 388.9 1.276 893.5 2932 9324.1 30.601 977.4 3.208 909.6 2.985 1887.0 6.193 557.9 1.831
F01006 2948 1804.4 6.121 2182 0.740 1032.1 3.501 8983.0 30.472 937.6 3.180 915.1 3.104 1852.7 6.285 640.1 2.171
FOl007 3275 1855.5 5.666 2010 0.614 969.6 2.961 io122.1 30.907 934.1 2.852 963.3 2.941 1897.4 5.794 660.5 2.017
F01008 280.0 1887.6 6.741 168.5 0.602 931.9 3.328 9410.1 33.608 988.2 3.529 1042.4 3.723 2030.6 7252 609.0 2.175
F01009 316.6 1891.5 5.974 185.6 0.586 936.6 2,958 10078.3 31.833 937.6 2.961 950.9 3.003 1888.5 5.965 598.4 1.890
Fololo 336.7 1938.7 5.758 196.7 0.584 1032.4 3.066 11750.3 34,898 1015.1 3.015 992.3 2.947 2007.4 5.962 702.8 2.087
Folo11 303.0 1854.0 6.119 188.6 0.622 939.6 3.101 9227.0 30.452 926.7 3.058 967.4 3.193 1894.1 6.251 656.6 2.167
FO1012 318.8 1896.4 5.949 153.8 0.482 1025.3 3.216 10277.6 32.238 977.4 3.066 910.7 2.857 1888.1 5.923 547.9 1.719
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 308.5 1872.6 6.083 202.0 0.655 986.7 3.202 10088.1 32.698 977.1 3172 977.3 3.175 1954.4 6.348 646.7 2.097
S.D. 15.8 48.8 0.337 67.7 0.221 63.4 0.204 816.0 2.045 83.6 0.285 88.9 0.333 164.8 0.596 76.5 0.233

Appendix 30-1-1 (continued). Organ weights of female rats at the end of the dosing period

Control (vehicle: water for injection)

Female No. Qvary (R) Ovary (L) QOvaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

’ (mg) (mg/g) (ing) (mg/c) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
FO1001 48.4 0.165 52.0 0.178 100.4 0.343 521.0 1.780 13.8 0.047 44.6 0.152 4238 0.146 87.4 0.299
FO1002 60.4 0.196 52.0 0.169 112.4 0.365 5117 1.660 11.3 0.037 399 0.129 442 0.143 84.1 0.273
F01003 42.6 0.141 49.5 0.164 92.1 0.305 541.8 1,794 14.4 0.048 36.2 0.120 379 0.125 74.1 0.245
F01004 54.3 0171 55.5 0.175 109.8 0.346 658.3 2,075 15.7 0.049 397 0.125 45.7 0.144 85.4 0.269
F01005 54.8 0.180 364 0.119 91.2 0.299 5542 1.819 17.4 0.057 31.5 0.103 31.6 0.104 63.1 0.207
F01006 48.5 0.165 41.1 0.139 89.6 0.304 483.8 1.641 13.2 0.045 346 0.117 402 0.136 74.8 0.254
F01007 397 0.121 54.0 0.165 93.7 0.286 556.9 1.700 8.2 0.025 39.1 0.119 40.4 0.123 79.5 0.243
F01008 424 0.151 41.8 0.149 842 0.301 440.2 1.572 13.7 0.049 40.0 0.143 43.3 0.155 83.3 0.298
F01009 46.2 0.146 65.1 0.206 1113 0.352 548.6 1.733 19.6 0.062 453 0.143 42,5 0.134 87.8 0277
Fol010 54.1 0.161 54.5 0.162 108.6 0.323 545.6 1.620 10.9 0.032 41.4 0.123 39.9 0.119 81.3 0.241
FO1011 39.4 0.130 44.7 0.148 84.1 0.278 469.2 1.549 14.3 0.047 304 0.100 32.6 0.108 63.0 0.208
F01012 54.7 0.172 63.6 0.199 118.3 0.371 597.8 1.875 16.8 0.053 383 0.120 43.1 0.135 81.4 0.255
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 48.8 0.158 509 0.164 99.6 0.323 5358 1.735 T 141 0.046 384 0125 40.4 0.131 78.8 0.256
S$.D, 6.9 0.021 8.7 0.024 i2.0 0.032 58.0 0.147 3.1 0.010 4.6 0.016 4.4 0.016 8.5 0.030
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodexitrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 30-1-2. Organ weights of female rats at the end of the dosing period

B-CH 100 mg/kg

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) {mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F02013 287.0 1906.5 6.643 146.8 0.511 1053.4 3.670 10756.5 37.479 1036.5 3.611 1021.1 3.558 2057.6 7.169 802.4 2.796
F02014 326.8 1880.5 5.754 159.7 0.489 937.7 2.869 10218.2 31.267 1005.5 3.077 1010.6 3.092 2016.1 6.169 841.9 2.576
F02015 290.2 1838.1 6.334 246.8 0.850 891.4 3.072 9895.9 34.100 1007.0 3.470 956.5 3.296 1963.5 6.766 780.8 2.691
Fo2016 301.4 1820.6 6.040 376.5 1.249 1088.3 3.611 10864.1 36.045 1090.6 3618 1039.6 3.449 2130.2 7.068 669.8 2222
F02017 288.9 1810.6 6.267 196.0 0.678 901.5 3.120 9998.6 34.609 945.4 3272 890.6 3.083 1836.0 6.355 668.3 2313
F02018 3216 1948.7 6.059 2427 0.755 1040.9 3.237 107017 33.276 1046.1 3.253 1019.1 3.169 2065.2 6.422 704.5 2.191
F02019 340.6 1990.5 5.844 251.7 0.739 1078.3 3.166 9898.6 29.062 1002.6 2.944 1042.8 3.062 2045.4 6.005 805.6 2.365
F02020 336.7 1797.5 5.339 225.7 0.670 i211.5 3.598 11408.9 33.884 1164.8 3.459 i170.3 3.476 23351 6.935 658.7 1.956
F02021 3294 1830.1 5.556 196,7 0.597 1053.1 3.197 103311 31.363 973.2 2.954 931.5 2.828 1904.7 5.782 712.7 2.164
F02022 319.5 1999.2 6.257 171.1 0.536 1063.5 3.329 10283.6 32.187 998.6 3.126 965.3 3.021 1963.9 6.147 599.5 1.876
F02023 302.7 1922.6 6.352 2723 0.900 998.0 3.297 95524 31.557 1136.1 3.753 1159.3 3.830 22954 7.583 695.5 2.298
F02024 321.2 1900.5 5917 291.3 0,907 978.6 3.047 10495.7 32.677 1067.1 3.322 1044.4 3.252 21115 6.574 589.2 1.834
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 3138 1887.1 6.030 2314 0.740 1024.7 3.268 10367.1 33.126 1039.5 3.322 1020.9 3.260 2060.4 6.581 710.7 2.274
S.D. 19.0 69.3 0.370 64.3 0.216 89.7 0.248 512.0 2.293 65.3 0.267 82.7 0.278 145.8 0.535 81.5 0.305
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN Kw KW

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 30-1-2 (continued). Organ weights of female rats at the end of the dosing period

B-CH 100 mg/kg

Female No. Ovary (R) Ovary (L) Qvaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (ma/g) (mg) (mg/g) (mg) (mafg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F02013 45.5 0.159 55.8 0.194 101.3 0.353 539.2 1.879 12.8 0.045 40.7 0.142 429 0.149 83.6 0.291
F02014 579 0.177 53.0 0.162 1109 0.339 550.2 1.684 1.3 0,035 332 0.102 354 0.108 68.6 0.210
F02015 452 0.156 60.6 0.209 105.8 0.365 5202 1.793 19.7 0.068 42.1 0.145 49.0 0.169 91.1 0314
F02016 39.9 0.132 47.0 0.156 86.9 0.288 760.8 2.524 12.9 0,043 42.1 0.140 44.0 0.146 86.1 0.286
F02017 473 0.164 65.0 0.225 1123 0.389 5594 1.936 15.0 0.052 35.4 0.123 39.1 0.135 74.5 0.258
F02018 36.8 0.114 59.3 0.184 96.1 0.299 551.7 1.715 208 0.065 432 0.134 47.9 0.149 91.1 0.283
F02019 59.4 0.174 449 0.132 1043 0.306 613.3 1.801 117 0.034 42.1 0.124 43.5 0.128 85.6 0.251
F02020 62,0 0.184 46.2 0.137 108.2 0.321 557.8 1.657 10.6 0.031 33.1 0.098 35.8 0.106 68.9 0.205
F02021 63.0 0.191 50.5 0.153 1135 0.345 607.7 1.845 13.9 0.042 45.0 0.137 46.8 0.142 91.8 0.279
F02022 53.5 0.167 50.9 0.159 104.4 0.327 574.8 1.799 143 0.045 36.8 0.115 33.8 0.106 70.6 0.221
F02023 47.2 0.156 458 0.151 93.0 0.307 653.7 2.160 15.2 0.050 30.6 0.101 338 0.112 64.4 0.213
F02024 66.5 0.207 458 0.143 112.3 0.350 6252 1.946 17.6 0.055 41.1 0.128 45.1 0.140 86.2 0.268
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 52.0 0.165 521 0.167 104.1 0.332 592.8 1.895 14.7 0.047 388 0.124 41,4 0.133 80.2 0.257

S.D. 9.7 0.025 6.7 0.029 8.4 0.030 66.0 0.240 3.2 0.012 4.7 0.017 5.6 0.021 10.1 0.037
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **; P<0.01).

NS: Not significantiy different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the vatue in the control group.
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HEAEE R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 30-1-3. Organ weights of female rats at the end of the dosing period

B-CH 300 mg/kg

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F03025 301.6 1877.8 6.226 211.7 0.702 974.1 3.230 10339.0 34281 935.1 3.100 980.6 3.251 1915.7 6.352 686.4 2276
F03026 294.8 1817.0 6.164 254.2 0.862 1045.2 3.545 10123.5 34.340 1067.0 3.619 1025.6 3.479 2092.6 7.098 763.3 2.589
F03027 309.5 1979.3 6.395 266.3 0.860 975.6 3.152 9769.3 31.565 898.7 2.904 830.6 2.684 17293 5.587 847.0 2.737
F03028 2678 1921.1 7174 98.6 0.368 929.7 3.472 10521.8 39.290 912.9 3.409 863.8 3.226 1776.7 6.634 588.5 2.198
F03029 312.7 1918.8 6.136 213.9 0.684 968.6 3.098 9631.4 30.801 1057.3 3.381 1011.1 3.233 2068.4 6.615 750.6 2.400
F03030 298.7 1860.3 6.228 111.6 0.374 947.6 3.172 9418.0 31.530 962.0 3.221 961.4 3.219 1923.4 6.439 734.4 2.459
F03031 315.1 1898.6 6.025 148.7 0.472 982.4 3.118 9729.6 30.878 941.2 2.987 964.4 3.061 1905.6 6.048 776.0 2.463
F03032 322.4 1833.4 5.687 2746 0.852 1000.8 3.104 10999.9 34119 1099.3 3410 1023.4 3.174 21227 6.584 8173 2.535
F03033 297.0 1808.0 6.088 165.8 0.558 1039.1 3.499 10583.0 35.633 1030.5 3.470 985.2 3.317 2015.7 6.787 919.0 3.094
F03034 2955 a) 18242 a) 6.173 a) 235.9 a) 0.798 a) 877.0 a) 2.968 a) 10512.6 a) 35.576 a) 1057.2 a) 3578 a) 10192 a) 3.449 a) 20764 a) 7.027 a) 502.0 a) 1.699 a)
F03035 2921 1945.9 6.662 164.6 0.564 915.5 3.134 9446.1 32339 995.0 3.406 976.7 3.344 1971.7 6.750 548.6 1.878
F03036 327.8 1847.9 5.637 395.9 1.208 1060.5 3.235 9796.3 29.885 1099.2 3.353 1057.4 3.226 2156.6 6.579 553.8 1.689
Number of females il 1 11 11 1 1 1t 8 Lt il 11 11 1 1 it 11 11
Mean 303.6 1882.6 6.220 209.6 0.682 985.4 3.251 10032.5 33.151 999.8 3.29 970.9 3.201 1970.8 6.498 725.9 2.393
S.D. 16.6 55.2 0.427 85.9 0.252 47.2 0.170 517.7 2.732 744 0.218 68.2 0.201 137.7 0.401 121.0 0.386
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statisticat method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN KW KW

a) Excluded from data analysis (not copulated).

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the sante as the value in the control group.

262



ARERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Appendix 30-1-3 (continued). Organ weights of female rats at the end of the dosing period

B-CH 300 mg/kg

Female No. Ovary (R} Ovary (L) Qvaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/e) (mg) (mg/g) (mg) (mg/o) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F03025 44.0 0.146 50.0 0.166 94.0 0.312 550.7 1.826 13.7 0.045 365 0.121 353 0.117 718 0.238
F03026 40.0 0.136 55.1 0.187 95.1 0323 438.1 1.486 15.8 0.054 39.0 0.132 45.4 0.154 84.4 0.286
F03027 53.0 0.171 57.9 0.187 1109 0.358 525.7 1.699 17.4 0.056 36.2 0117 39.2 0.127 75.4 0.244
F03028 54.6 0.204 48.4 0.181 103.0 0.385 594.1 2218 83 0.031 368 0.137 41.4 Q.155 78.2 0.292
F03029 41.2 0.132 51.9 0.166 93.1 0.298 545.4 1.744 16.9 0.054 383 0.122 422 0.135 80.5 0.257
F03030 373 0.125 52.8 0.177 90.1 0.302 5704 1.910 13.8 0.046 30.9 0.103 343 0.115 65.2 0.218
F03031 514 0.163 44.2 0.140 95.6 0.303 598.0 1.898 91 0.029 377 0.120 38.8 0123 76.5 0.243
F03032 42.7 0.132 62.7 0.194 105.4 0.327 592.2 1.837 19.1 0.059 50.5 0.157 50.8 0.158 101.3 0.314
F03033 59.8 0.201 56.9 0.192 116.7 0.393 635.0 2.138 12.8 0.043 39.0 0.131 41.7 0.140 80.7 0.272
F03034 41.6 a) 0.141 a) 39.2 a) 0.133 a) 80.8 a) 0273 a) 964.9 a) 3.265 a) 9.0 a) 0.030 a) 278 a) 0.094 a) 26,1 a) 0.088 a) 53.9 a) 0.182 a)
F03035 47.1 0.161 50.8 0.174 97.9 0.335 466.7 1.598 14.0 0.048 37.0 0.127 388 0.133 75.8 0.260
F03036 55.0 0.168 36.0 0.110 ) 91.0 0.278 594.3 1.813 15.9 0.049 353 0.108 38.0 0.116 73.3 0.224
Number of females 11 11 11 n 11 11 11 11 1 11 11 11 11 1 11 1
Mean 478 0.158 51.5 0.170 99.3 0.329 555.5 1.833 14.3 0.047 379 0.125 40.5 0.134 78.5 0.259
S.D. 73 0.027 7.2 0.025 8.6 0.037 59.5 0.213 3.3 0.010 4.7 0.015 4.6 0.016 9.1 0.030
Significance NS NS N§ NS N§ NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

) Excluded from data analysis (not copulated).

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance {one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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HEAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Appendix 30-1-4. Organ weights of female rats at the end of the dosing period

B-CH 1000 mg/ke

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (me/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F04037 3182 1914.2 6.016 236.7 0.744 1000.3 3.144 10276.5 32.296 1005.8 3.161 994.6 3.126 20004 6.287 669.6 2.104
F04038 336.8 1827.3 5.425 309.3 0.918 1108.0 3.290 10739.0 31.885 10443 3.101 1034.6 3.072 20789 6.173 812.9 2.414
F04039 299.4 1864.2 6.226 2142 0.715 928.8 3.102 10035.3 33.518 (099.5 3.672 1028.7 3.436 21282 7.108 595.5 1.989
F04040 299.5 1929.1 6.441 135.8 0.453 897.0 2.995 9737.1 32511 982.6 3.281 1011.5 3.377 1994.1 6.658 676.0 2.257
F04041 345.1 1901.9 5.511 167.7 0.486 1167.8 3.384 11399.8 33.033 1221.7 3.540 11124 3.223 2334.1 6.764 713.1 2.066
F04042 295.0 1866.1 6.326 253.0 0.858 990.1 3.356 9845.7 33.375 1035.0 3.508 966.0 3.275 2001.0 6.783 703.9 2.386
F04043 297.1 1948.5 6.558 188.8 0.635 967.2 3.255 91273 30.721 1003.1 3.376 1006.8 3.389 2009.9 6.765 629.1 2117
F04044 316.0 1947.6 6.163 183.8 0.582 1017.6 3.220 10241.4 32.409 1157.6 3.663 1103.2 3.491 2260.8 7.154 733.7 2322
F04045 2935 1853.4 6.315 168.7 0.575 1030.6 3.511 10730.5 36,560 1058.7 3.607 1021.5 3.480 2080.2 7.088 1763.1 6.007
F04046 297.1 1816.4 6.114 193.7 0.652 1013.8 3.412 10294.1 34,649 9334 3209 950.7 3.200 1904.1 6.409 7316 2.462
F04047 3029 1900.7 6.275 1714 0.565 993.5 3.280 9489.9 31.330 887.6 2,930 786.2 2.596 1673.8 5,526 712.1 2.351
F04048 302.4 1866.2 6.171 166.4 0.550 950.6 3.144 10167.6 33.623 1005.0 3.323 1001.4 3.312 2006.4 6.635 708.2 2.342
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 3086 1886.3 6.128 199.1 0.644 1005.4 3.258 10173.7 32.993 1037.9 3.364 1001.5 3.248 2039.3 6.613 787.4 2.568

S.D. 17.0 44.1 0.341 47.5 0.142 74.0 0.146 606.2 1.552 89.7 0.239 82.7 0.246 166.8 0.464 312.1 1.094
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN KwW KW

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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HEBRE 5 1 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 30-1-4 (continued). Organ weights of female rats at the end of the dosing period

B-CH 1000 mg/kg

Female No. Qvary (R) Ovary (L) Qvaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (ng/g) (mg) (mg/s)

F04037 47.4 0.149 45,1 0.142 92.5 0.291 685.2 2,153 152 0.048 477 0.150 534 0.168 1011 0318
F04038 46.0 0.137 44.6 0.132 90.6 0.269 754.7 2.241 15.0 0.045 30.0 0.089 356 0.106 65.6 0.195
F04039 62.2 0.208 46.5 0.155 108.7 0.363 531.0 1.774 18.5 0.062 423 0.141 41.6 0.139 83.9 0.280
F04040 49.2 0.164 49.7 0.166 98.9 0.330 573.5 1915 13.6 0.045 41.7 0.139 46.4 0.155 88.1 0.294
F04041 69.5 0.201 54.7 0.159 1242 0.360 7289 2112 16.4 0.048 524 0.151 57.1 0.165 109.2 0.316
F04042 385 0.131 453 0.154 83.8 0.284 706.7 2.396 4.8 0.050 39.7 0.135 432 0.146 82.9 0.281
F04043 529 0.178 40.5 0.136 93.4 0.314 6222 2.094 153 0.051 310 0.104 328 0.110 63.8 0.215
F04044 51.8 0.164 483 0.153 100.1 0.317 468.9 1.484 15.3 0.048 51.9 0.164 56.7 0.179 108.6 0.344
F04045 38.8 0.132 424 0.144 81.2 0.277 3854 1.995 10.8 0.037 T 422 0.144 48.1 0.164 90.3 0.308
F04046 54.3 0.183 51.5 0.173 105.8 0.356 499.1 1.680 17.4 0.059 413 0.139 442 0.149 85.5 0.288
F04047 391 0.129 48.9 0.161 88.0 0.291 509.9 1.683 14.5 0.048 35.2 0.116 41.6 0.137 76.8 0.254
F04048 46.2 0.153 56.0 0.185 102.2 0.338 711.8 2,354 11.8 0.039 46.8 0.155 52.3 0.173 99.1 0.328
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 49.7 0.161 47.8 0.155 97.5 0.316 614.8 1.990 14.9 0048 -~ 41.8 0.136 46.1 0.149 87.9 0.285

S.D. 9.4 0.027 4.7 0.015 12.0 0.034 100.3 0.288 2.1 0.007 7.2 0.022 7.8 0.023 14.9 0.045
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS N§ NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

265



HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 30-2-1. Organ weights of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L} Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (ng/g) (mg) (mg/g) (mg) (ng/g) (mg) (mglg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F05049 265.1 1759.7 6.638 305.3 1.152 902.2 3.403 6865.6 25.898 8493 3204 868.3 3.275 1717.6 6.479 581.1 2.192
F05050 285.0 1885.3 6.615 275.0 0.965 898.6 3.153 7408.7 25.995 907.7 3.185 904.1 3.172 I811.8 6.357 594.3 2.085
FO5051 262.4 1885.3 7.185 2375 0.905 925.8 3.528 6610.8 25.194 970.1 3.697 924.5 3.523 1894.6 7.220 5383 2.051
F05052 291.2 1907.5 6.550 286.2 0.983 924.0 3.173 7677.8 26.366 918.3 3.154 895.3 3.075 1813.6 6.228 638.8 2.194
F05053 284.8 1792.4 6.294 291.9 1,025 930.0 3.265 7517.7 26.396 944.8 3317 913.5 3.208 1858.3 6.525 473.0 1.661
Number of females 5 5 5 5 5 5 5 N 5 5 5 5 5 5 5 5 5
Mean 2717 1846.0 6.656 279.2 1.006 916.1 3.304 7216.1 25.970 918.0 3311 901.1 3.251 1819.2 6.562 565.1 2.037
S.D. 13.0 65.6 0.326 25.7 0.092 14.6 0.159 455.6 0.486 45.4 0.224 21.3 0.169 66.4 0.386 62.7 0.219

Appendix 30-2-1 (continued). Organ weights of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (ng) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F05049 384 0.145 42.7 0.161 81.1 0.306 420.2 1.585 12.5 0.047 372 0.140 346 0.131 71.8 0.27m
F05050 33.1 0.116 374 0.131 70.5 0.247 7979 2.800 14.5 0.051 359 0.126 384 0.135 743 0.261
F05051 44.0 0.168 46.3 - 0176 90.3 0.344 402.4 1.534 15.0 0.057 368 0.140 379 0.144 74.7 0.285
F05052 384 0.132 454 0.156 83.8 0.288 487.1 1.673 16.7 0,057 39.7 0.136 38.0 0.130 7.7 0.267
F05053 42.5 0.149 50.9 0.179 93.4 0.328 409.8 1.439 14.6 0.051 34,8 0.122 36.7 0.129 71.5 0.251
Number of females 5 5 5 5 5 5 5 5 5 5 5 N 5 5 5 5
Mean 393 0.142 445 0.161 838 0.303 503.5 1.806 14.7 0.053 36.9 0.133 37.1 0.134 74.0 0267

S.D. 43 0.019 5.0 0.019 8.9 0.038 168.0 0.562 1.5 0.004 1.8 0.008 1.5 0.006 2.5 0.013

266



HEREF R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Appendix 30-2-2. Organ weights of female rats at the end of the dosing period, satellite group

B-CH 1000 mg/kg

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) {mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (my/g) (mg) (mg/g)
F06059 3222 1918.0 5.953 335.5 1.041 1015.2 3.151 9093.6 28223 1080.9 3.355 1040.7 3.230 2121.6 6.585 595.8 1.849
F06060 2908 1855.9 6.382 270.5 0.930 854.8 2.939 8009.0 27.541 933.2 3.209 909.7 3.128 1842.9 6.337 673.9 2.317
F06061 290.1 2041.2 7.036 222.1 0.766 998.2 3.441 8234.0 28.383 1017.1 3.506 986.5 3.401 2003.6 6.907 531.8 1.833
F06062 266.1 1944.5 7307 2343 0.880 837.1 3.146 73284 27.540 941.9 3.540 967.6 3.636 1909.5 7.176 564.5 2.121
F06063 303.8 1901.5 6.259 236.0 0.777 1033.7 3.403 8385.8 27.603 1005.0 3.308 926.2 3.049 1931.2 6,357 7228 2.379
Number of females 5 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 294.6 1932.2 6.587 259.7 0.879 947.8 3.216 8210.2 27.858 995.6 3.384 966.1 3.289 1961.8 6.672 6178 2.100
S.D. 20.6 68.9 0.564 46.1 0.114 94.0 0,207 638.3 0411 60.4 0.138 51.9 0.234 106.2 0.363 78.9 0.255
Significance NS NS NS NS NS NS NS * o NS NS * NS * NS NS NS
Statistical method T TT TT TT TT AW T TT TT TT TT TT TT 1T TT TT T

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

Appendix 30-2-2 (continued). Organ weights of female rats at the end of the dosing period, satellite group

B-CH 1000 mg/kg

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F06059 50.3 0.156 44.4 0.138 94.7 0.294 457.6 1.420 12.7 0.039 38.7 0.120 36.3 0,113 75.0 0233
F06060 48.6 0.167 511 0.176 99.7 0.343 495.4 1.704 141 0.048 303 0.104 328 0.113 63.1 0217
F06061 65.0 0.224 573 0,198 122.3 0.422 423.5 1.460 14.8 0.051 31.7 0.109 33.1 0.114 64.8 0.223
F06062 336 0.126 33.1 0.124 66.7 0.251 471.0 1.770 14.0 0.053 298 0.112 314 0118 612 0230
F06063 514 0.169 44.4 0.146 95.8 0315 5598 1.843 17.5 0.058 383 0.126 40.1 0.132 78.4 0258
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5. 5 5 5
Mean 49.8 0.168 46.1 0.156 95.8 0.325 481.5 1.639 14.6 0.050 338 0.114 347 0.118 68.5 0.232

S.D. 11.2 0.036 9.0 0.030 19.8 0.064 50.9 0.189 1.8 0.007 4.4 0.009 3.5 0.008 7.7 0,016
Significance NS NS NS NS NS NS NS NS NS NS NS i NS ok NS ok
Statistical method TT TT T TT 1T TT AW TT TT TT TT T TT TT T TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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HEAE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 30-3-1. Organ weights of female rats at the end of the recovery period

Control (vehicle: water for injection)
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (my/g) (mg) (mg/g) {mg) (mg/g) (mg) (mg/g) (mg) (ng/g) (mg) (mg/g) (mg) (mg/g)
F05054 305.0 1935.4 6.346 329.1 1.079 957.0 3.138 7498.3 24.585 948.1 3.109 1023.5 3.356 1971.6 6.464 636.2 2.086
F05055 3273 1907.0 5.826 260.8 0.797 912.2 2,787 77433 23.658 881.1 2.692 888.2 2714 1769.3 5.406 645.4 1.972
F05056 2969 1859.7 6.264 352.4 1.187 961.0 3.237 7737.8 26.062 914.4 3.080 925.5 3117 1839.9 6.197 568.5 1.915
F05057 296.0 1863.9 6.297 2270 0.767 917.1 3.098 7728.9 26,111 947.7 3.202 910.4 3.076 1858.1 6.277 525.0 1.774
F05058 280.1 1865.7 6.661 3499 1.249 932.3 3.328 6669.2 23.810 906.7 3.237 770.6 2.751 16773 5.988 5325 1.901
Number of females 5 5 5 5 5 5 5 S 5 5 5 5 5 5 5 5 5
Mean 3011 1886.3 6.279 303.8 1.016 935.9 3118 7475.5 24.845 916.6 3.064 903.6 3.003 1823.2 6.066 581.5 1.930
S.D. 17.2 33.4 0.298 56.7 0.222 22.4 0.205 462.4 1.187 28.6 0.218 90.6 0.269 109.2 0.407 56.7 0.113

Appendix 30-3-1 (continued).

Organ weights of female rats at the end of the recovery period

Contro! (vehicle: water for injection)
Female No. QOvary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F05054 38.1 0.125 384 0.126 76.5 0.251 985.4 3.231 14.5 0.048 254 0.083 28.8 0.094 542 0.178
F05055 43.8 0.134 49.1 0.150 N9 0.284 482.0 1473 10.1 0.031 291 0.089 31.0 0.095 60.1 0.184
F05056 40.2 0.135 41.9 0.141 82.1 0.277 581.9 1.960 13.5 0.045 35.1 0.118 352 0.119 70.3 0.237
F05057 404 0.136 44.9 0.152 853 0.288 552.6 1.867 118 0.040 31.8 0.107 318 0.107 63.6 0.215
F05058 56.4 0.201 378 0.135 942 0.336 798.2 2.850 12.1 0.043 30.3 0.108 343 0.122 64.6 0.231
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 438 0.146 424 0.141 86.2 0.287 680.0 2276 12.4 0.041 303 0.101 322 0.107 62.6 0.209
S.D. 73 0.031 47 0.011 7.4 0.031 207.5 0.734 1.7 0.007 3.6 0.015 2.6 0.013 5.9 0.027
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HEAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 30-3-2. Organ weights of female rats at the end of the recovery period

B-CH 1000 mg/kg

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F06064 265.2 1911.9 7.209 2384 0.899 872.0 3.288 6730.8 25.380 785.7 2.963 771.2 2.908 1556.9 5.871 530.4 2.000
F06065 3337 1986.9 5.954 270.8 0.812 898.8 2.693 7566.2 22.674 9159 2.745 886.1 2.655 1802.0 5.400 613.6 1.839
F06066 296.3 1833.6 6.188 335.0 1.131 7717 2.604 6677.1 22.535 829.9 2.801 792.8 2.676 1622.7 5.477 484.2 1.634
F06067 276.4 i881.0 6.805 358.8 1.298 8729 3.158 7208.0 26.078 866.0 3.133 881.2 3.188 17472 6.321 544.6 1.970
F06068 279.4 1975.0 7.069 202.5 0.725 849.5 3.040 6406.4 22.929 8774 3.140 874.4 3.130 1751.8 6.270 559.0 2.001
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 290.2 1917.7 6.645 281.1 0.973 853.0 2.957 6917.7 23.919 855.0 2.956 841.1 2911 1696.1 5.868 546.4 1.889

S.D. 26.7 64.3 0.550 65.3 0.236 487 0.296 463.4 1.676 49.4 0.183 54.7 0.248 102.1 0.430 46.9 0.157
Significance NS NS NS NS NS ok NS NS NS * NS NS NS NS NS N§ NS
Statistical method TT TT TT TT T TT T TT TT TT TT T TT TT TT T TT

Significantly different from the control group (*; P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student'’s t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

Appendix 30-3-2 (continued). Organ weights of female rats at the end of the recovery period
B-CH 1000 mg/kg

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(g) (gl g)  (mg) Mg (mgo) mg)  (mgg) mg) ___(mge) (mg)  (mg) g (mglg) g (mgl

F06064 39.7 0.150 392 0.148 78.9 0.298 560.6 2114 11.9 0.045 272 0.103 28.1 0.106 55.3 0.209
F06065 44.9 0.135 41.9 0.126 86.8 0.260 1082.9 3.245 198 0.059 316 0.095 339 0.102 65.5 0.196
F06066 352 0.119 42.0 0.142 77.2 0.261 9233 3.116 112 0.038 240 0.081 26.5 0.089 50.5 0.170
F06067 42.5 0.154 419 0.152 84.4 0.305 835.0 3.021 14.5 0.052 323 0.117 379 0.137 702 0.254
F06068 39.1 0.140 35.4 0.127 74.5 0.267 1033.7 3.700 13.5 0.048 29.3 0.108 27.9 0.100 57.2 0.205
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 S 5 5
Mean 403 0.140 40.1 0.139 80.4 0278 887.1 3.039 14.2 0.048 28.9 0.100 309 0.107 59.7 0.207

S.D. 3.7 0.014 2.9 0.012 5.1 0.022 206.4 0.579 34 0.008 34 0.013 4.9 0.018 8.0 0.030
Significance NS NS NS NS NS N§ NS NS NS NS NS NS NS NS N§ NS
Statistical method TT T TT TT TT TT TT TT T TT T TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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R %A R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 2-Methylvaleraldehyde by oral administration in rats

Appendix 31-1. Macroscopic findings of male rats at the end of the dosing period

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg

Findi Animal N MOl MOl MOl MOl MOI MO1 Mol M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 MO03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M04 M04 M04 M04 M04 M04 M04
maings nimal No. 001 002 003 004 005 006 007 Q013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043
Epididymis

Nodule, yellowish white,

caudal, unilateral - - - - e - - - - - - - - P - - - T - - - - - e

Liver

Dark colored spot, scattered - - - - - - - F T - T S R S TN S S
Skin

Soiled fur, eyelid/perinasal area - - - - - - - D T T S S L T T R L T
Thymus

Small - - - - - - - R R L R

- : No abnormal changes P : Non-graded change
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 2-Methylvaleraldehyde by oral administration in rats
Appendix 31-2. Macroscopic findings of male rats at the end of the recovery period

Group Control (vehicle: water for injection) B-CH 1000 mgrkg
Findi Animal N MO1 MOl MO1 MO1I MOt M04 MO4 M04 M04 MO4
indmgs nimai o 008 009 010 011 012 044 045 046 047 048
All organs

- : No abnormal changes P : Non-graded change
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HEE 5 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 2-Methylvaleraldehyde by oral administration in rats

Appendix 32-1. Macroscopic findings of female rats at the end of the dosing period

Group Control (vchicle: water for injection) B-CH 100 mp/kg B-CH 300 mg/kg B-CH 1000 mg/kg
Animal No. FO1 FO1 FOl FOI FO[ ol FO1 FO1 FO1 FOI FO1 FOL FO2 102 FO% F02 102 FO2 FO2 FO2 FO2 FO2 FO2 FO2 170.? TF03 FO3 FO3 FO3 FO3 T03 FO3 FO3 T03 F().'f FO3 F04 F04 F04 FO4 FO4 FO4 TO4 FO4 1704} ¥04 T04 FO4
Findings 00t 002 Q03 004 005 006 Q07 008 009 010 O1F 012 013 014 015 016 017 08 019 020 021 022 023 024 025 026 027 028 029 030 03] 032 033 03? 035 036 037 038 039 040 041 042 043 044 045 046 047 048
Fate NC
Glandular stomach
Recessed arca, mucosa, dark - - - - - - P P . 4 - - - 4 - - - - - - - P - - - - - - - 4 < - 4 - - - - - - - - 4 - P - - P
Reddish area, mucosa L T S S S
Splcen
T

Adhesion with adiposc tissuc T
Atrophy, partially R A
- : No abnormal changes P : Non-graded change

Fate : blanks, Subjected to autopsy on day 5 of lactation: NC, Not copulated.
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AR S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 2-Methylvaleraldehyde by oral administration in rats
Appendix 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) B-CH 1000 mg/kg
Findings Animal No. FO5 FO5 F05 FOS FO5 FO6 F06 FO06 FO6 FO6
049 050 051 052 053 059 060 061 062 063
All organs

- : No abnormal changes P : Non-graded change
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HBERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 2-Methylvaleraldehyde by oral administration in rats

Appendix 32-3. Macroscopic findings of female rats at the end of the recovery period
Group

Control (vehicle: water for injection) B-CH 1000 mg/kg
Findin Animal N FO5 FO05 FOS FOS FOS FO6 F06 F06 F06 F06
ndings fimat o 054 055 056 057 058 064 065 066 067 068

All organs

- : No abnormal changes P : Non-graded change
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HERE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 2-Methylvaleraldehyde by oral administration in rats

Appendix 33. Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Group Com oil (vehiele: water for injcction) B-CH 100 maskp B-CI1 300 mg'kg B-CH 1000 mgkg
Findings Animal No. MOL MO1 MOL MO1 MO1 MO MOY MO1 MOI MOE MOI MO1L MO2 MO2 M02 MO2 M02 MO2 M02 M02 MO2 MO2 MO2 MO2  MO3 MO3 M03 M03 M03 M03 M03 M03 M3 M03 MO3 M03 M04 MO4 MO4 MO MO4 MO4 MO4 MO MO4 MO4 MO4 M04
L niina : 001 002 003 G04 005 006 007 008 009 0L0 Ot 012 013 014 GIS 016 017 0i8 019 020 021 022 023 024 035 036 027 028 (29 030 031 032 033 034 035 036 037 038 039 040 041 042 043 044 045 046 047 048
Brain NIf. NE NIE NE NE NE NE NI NE NE NE NE NE NE NfE Nii NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NiE NE NE NE
Spinal cord NE NE NIE NE NE NE NBE NE NE NE NE NE NE NE NE NE NE NE NE NIi NE NE NE NE NE NE NE NE NE NE NE Nii NE NE NE NE NE NE
Pituitary gland NE NE NI NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NIii NE NE NE NE NE NE
Submandibular gtand NE NE NE NE NE NE NC NE NE NE NE NE NE NE NE NE NE NE NE NI NIE NE NE NI NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Sublingual gland NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lymph node. submandibular NE NE NE NE NE NE NE NE Ni NI NE NE NE NE NE NE NE NE NI NE NE Nli NE NE NE NE NE NE NE NE NE NI NE NE N NE NE NE
Thyroid gland Nii NE NE NE NE NE NE NIE NE NI NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE N NE NE NE NE NE NE NI NE
Ultimobranchial body N S
Parathyroid gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE N NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NLE NE
Fhymus NE NE NE NE NE NE NE NE NI NE NE Nii NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Atrophy S 2 .
Heart NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE N NE NE NE NE NE NE
Degeneration:fibrosis. myocardial, focal - - - 3 - - - - -
Trachea NE NE NE NI NE NE NE NE NE NE NE N NE NIi NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NLE NI NI NE NE NE
Lung NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NI NE NE NE NE NI NE NE NE NE NE NE NE
Accumulation, foam cell, alveolus ke e e . . P
Bronchus NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE N NE NE NE NE NE NI NE NIE NE NE NE NE NE NE NE NI NE NE NE NE NE NE
NE NE NE NE NE NE NE NE NE NE NE NE NI NEE NI NE NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE Ni NE NE
I ion. vacuolar, heputocyte, contri - = - - -
Fatty change. hepatocyte. periporlal = - & x 2 B + o E ok
Elypertrophy. hepatoeyte, centrilobular - - % - - - .
Microgranuloma = 4 =z oz ® | F
Neerosis. focal, scattered L + - e e - .
Pancreas NE NE NE NE NE NE NE NE NE NLE NE NE NE NE NI NE NI NE NE NEE NE NE NE NE NE NE NE NI NE NE NE NIi NE NE NE NE NE NE
Stomach NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE N NE NE NE NE N NE NE
Duodenum NE NE NE NK NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NI NE NE NE NE NE NE NI
Jejununm NE NE NE NE NE NE NE NE N NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Teum NE NE NE NE NL NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NG
Cecum NE NE NE NE NE NE NE NE NE NE N NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE
Cofon NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Reetum NE NE NE NE NI NE NE NE NI NE NE NI N NI NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lymph node, mesenteric NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE

- : No abnormal changes 41 Very slight +: Stight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing Az Autolysis
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-Methylvaleraldehyde by oral administration in rats

Appendix 33 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

BRI E- . R-12-006

Group

Corn oil (vehiele: water for injection)

MO MOT MOt MO1 MO1 M01 MOT MOt MOt MO1 MO1 MO1

Tindings Animal No, 001002

‘Spicen
Deposil. pigment, brown 4
FHematopoicsis. extramedullary 2

Kidney
Basophilic tubule, cortex £t
Mincralization, cortico-medullary jusction: medulla .

Urinary bladder

Adrenal gland
Flypertrophy. zona glamerulosa - -

Vacuolaion. zona fascicutata - -

Testis
Atrophy. seminiferous tubule, unilaterat -

Epididymis
Granulome. spermatic, caudal. wnilateral -

Prostate

Cellular infiltration. lymphocyte. interstitial
Seminal vesicle
Coaguiating gland

1}

Harderian gland
Cellular infiltration. lymphouyte. interstitial - -

Sciatic nezve
Skeletal musele
Femur

Marow. femur

Q03 004 005 006G 007

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

B-C11 100 mg/k,
MO2 MO2 MO2 MO2 M02 MO2 M02 M02 MO2 M2 M02 MO2

B-CH 300 mg'k
MO03 M03 M03 M03 M03 M03 M03 M03 M03 M03 MO3 M03
029 030 031 032 033

008 009 010 011 012 013 014 015 016 017 018 019 020 021 022 023 024 025 026 037 028
NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE
NE NE NI NE NE Ni NE NE NE NE Nif NE NE NE NE NE NE NE NI NE NI NE NE NI NE
NE NE NE NE NE NE NE NE NI N NE NE NE NE NE NE NE N NI NE NLE NE N NE NE
NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE NI NIE NE NE NE NE NE NE
1
NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE N
NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NI
NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE Ng§ NIii NE NE NE NE NE NE
NE NE NE NE NE NE NE NE NE NE Nii N NE NE NE NE NE NE NI NE NI NE NE NE N
NE NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE NE NE NE NE
NE NE NE NE NI NE NE Nii NE NE NE NE NI NE NE NE NE NI NE NE NE NE NE NE NE
NE NE NE NE Ni NE NE NE NE NE NE NE NE NE NE NE NE N NE NE NE NE NE NE NE
NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE Ni NE NE NI NE NE NE NE NE
NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE

NE

NE

NE

NE

NI

NE

C NE

L NE

P NE

i NE

NE

2 NE

NE

NE

NE

NL

NI

NE

034 035 (36
NE NE N

NE

NI

N

NE

NE

NE

T NE

2 NE

NE

NiE

NE

NE

NIZ

NE

: NE

NE

NE

NE

NE

i NE

NE

NE

NE

NE

NE

B-CH 1000 mgrkg

M04 MO4 MO4 MO MO4 MO MO4 MO4 MO4 M4 MO4 MO4
045 046 047 048

037 038

039

2+

040 041 042 043 044

NE

NE

NE

NI

NI

NE

NE

NE

NE

NE

NI

NI

NE

NE

NE

NE

NE

NE

NL

NE

NE

NE

Ni

i NE

Nii

NE

NI

NE

NI

NI

i NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NE

NI

NE

NI

NE

2 NE

: NE

i NE

NE

NE

NE

NE

NE

i NE

NE

NI

NE

i NE

NE

NE

NE

NE

NE

: NE

NE

i NE

L NE

NE

- : No abnormal changes & Very slight +: Slight 2+ Maderate 3:
P : Non-graded change NE: Nol examined M: Missing A: Autolysis
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HERE S 1 R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 2-Methylvaleraldehyde by oral administration in rats

Appendix 34-1. Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Group Conirol {vehicle: water lor injection) B-CH 100 mgrkg. B-CH 300 me-kg B-CH 1000 mg'kg
FOL TO1 FOI FOI FO1 FOE O FO1 FOI FO1 FOl FOI F02 F02 F02 ¥02 F02 FO2 I02 F02 F02 FO2 FO2 02 FO3 T03 FO3 03 FO3 FO3 FO3 FO3 FO3 F03 FO3 [03 FO3 TFO4 [O4 TO4 FO4 FO4 FO4 FO4 FOJ 104 FO4 TO4

Findings Animal No 001 002 003 004 005 006 007 QOR 009 010 011 012 013 0(4 015 016 017 OI8 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043 Gdd 045 046 D47 048
Fate, NC
Brain NE NE NE NE WE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NG NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Spinat cord NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NENi NE NE; NE NE
Pititary gland NE NI NE NE NE NE NE NE NE NE NE NE NG NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE NE NE N NE NE NE NE NE NE
Submandibular gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE NE NE N NE NI NE NE NE NE
Sublingual gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NI NE NE NE NE
Lymph node, submandibular NE NI NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Thyroid gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Ectopic thymie tissue . . . . . - - 4 . .
Parathyroid gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Thynws NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE N NE NE NE NE
Hemorehage - - . . - : - - . .
Heart NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NI NE NE NE NE
Trachea NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Lung NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Accumlation. foam cetl, alveolus . . - B - . . . . .
Bronchus NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Liver NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Fatty change, hepatocyte, periportal . B N . = R . . . .
Microgranaloma - . . - . N . . R
Pancreas NE NI NE NE NFE NE NE NE NI NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE
Stomach NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE
Cellular infiftration, inflammatory, submucosa. glandulue stomach . - - . . - - . . e
Edema. submucasa. glandular stotmach . . ro- . . . . . - Lo
Erosion. glandular stomacls . - - . - . . . . L.
Hemorrhage, mucosa, glandutar stomach - . - - - . - . - e
Duodenum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE N&  NE NE NE NE NE NE NE
Jejunum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE

" No abnormal changes ; Very slight + : Slight 2+ Moderate 3+ Marked
P Non-graded change NE: Not examined M: Missing A: Autolysis NC: Not copulated
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HERE 5 :R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 2-Methylvaleraldehyde by oral administration in rats

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Group

Contyol (vehicl

o: water fur iny

tion)

B-CH 100 mgikg

B-CII 300 mprke

Findings Al N FO1 FO1 FOI FOI FOI FOi TOT FO1 FOI FOT IOl FO1 02 F02 T02 F02 FOZ [02 FO2 FO2 TOZ F02 FO2 102 V03 FO3 FU3 FO3 FO3 [03 FO3 03 FO3 FO3 TO3 TO3 04 F04 F04 F04 TO4 FO4 FO4 FO3 04 FOF 104 FOT
neing mimal Fo- 001 002 003 004 005 006 007 008 009 010 Q11 012 013 014 015 0I6_0i7_0I8 019 020 021 022 023 024__ 025 02G_027 028 020 030 031 032 033 034 035 036 037 038 039 040 041 042 043 04 045 _O046 047 048
Fale NG
Tleum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE ME  NE NE NE NE NE NE N§ NE NE NE NE NE  NE NE NE NE NE NE NE
Ceeum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Colon NE NI NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Rectum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lymph node, mescoteric NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Spleen NE NE NE NE NE NE NE NE NE NE NE NE NE NE NL Nf NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Deposit. pigment. brown ' . - . ! - .
Fibrosis. capsule - . . - - - - . - -
Hematopoiesis. extramedullary 2 2 2 2 2 2 2 2 2- 2
Kidnoy NE NI NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  Ng NE WE NE NE NE NE
Basophilic whule, canex - - - - . . - - . N
Cast, hyatin - - - R - . - - . .
Cellular infilteation. lymphocyte. interstitiat - = - - + = - . - B
Mineratization. cortico-medullary junction - - - . - N - . .
Urinury bladder NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  WE NE NI NE NE NE NE
Adrenal gland NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE  NE NE Ni NE NE NE NE NE NE NE NE NI NE NE NE NE NE NE NE
Hypertrophy. zona faxciculata - - - - - - : . . .
Ovary NE NE NF NE NE NE NE NE NE NE NE NE NE N NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NI NE NE  NE NE Ny NE NE NE NE
Uterus NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Vagina NE NI NE NE NE NI NE NE NE NE NE ME NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NG NE NE  NE NE NE NE NE NE NE
Eyeball NE NE NE NE NE NI NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NL NE  NE NE NI NE NE NE NE
Hacderian gland NE NE NE NE NE NE NE NE NE NE NgE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Celtular infiltration. bymphacyte, intorstitial - - & - - - - - - -
Sciatic nerve NE NE NE NE NE NE NE NE Ni NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Skelctal muscle NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE
Femur NE NE NE NE NE NE NE NE NE NFE NE NE NE NE NE NE NE NE NE  NE NE NE NI NE NE N NE NE NE NE NE  NE NE NE NE NE NE NE
Marrow, femur NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE NE NE NE NE NE  NE NE NE NE NE NE NE

~ Na abormal changes : Very slight + : Shight 2+ Moderate 3+ Marked
NC: Not copulated

P: Non-graded change NE: Not examined M: Missing A: Auto
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HEAE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 2-
Methylvaleraldehyde by oral administration in rats
Appendix 34-2. Histopathological findings of female rats at the end of the dosing period,

satellite group [H.E. staining]

Group Corn oil (vehicle: water for injection) B-CH 1000 mg/kg

Findings Animal No FO5 FO05 FO5 F05 FOS F06 F06 F06 F06 FO6

8 : 049 050 051 052 053 059 060 061 062 063
Brain
Spinal cord
Pituitary gland
Submandibular gland
Sublingual gland

Lymph node, submandibular

Thyroid gland
Ultimobranchial body - P - - - - - - ..

Parathyroid gland
Thymus

Heart

Trachea

Lung
Accumulation, foam cell, alveolus - + - - - - - - - +

Bronchus

Liver
Anisonucleosis, hepatocyte - - - - - - - % - -
Fatty change, hepatocyte, periportal + o+ o+ - - + - - - +
Hypertrophy, hepatocyte, centrilobular - - - - - - - + - -
Microgranuloma + - o - & + £ = x &

Pancreas

- : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis

279



FRERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of 2-
Methylvaleraldehyde by oral administration in rats

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period,
satellite group [H.E. staining]

Group Corn oil (vehicle: water for injection) B-CH 1000 mg/kg
F05 F05 FO5 FO5 F05 F06 F06 06 F0G6 F06
049 050 051 052 053 059 060 061 062 063

Findings Animal No.

Stomach

Duodenum

Jejunum

lleum

Cecum

Colon

Rectum

Lymph node, mesenteric

Spleen
Deposit, pigment, brown + 2+ o+ o+ o+ 24+ o+ 2+
Hematopoiesis, extramedullary £+ + £ + %

+
H
K
W

Kidney
Basophilic tubule, cortex -
Cellular infiltration, lymphocyte, interstitial -
Cyst, medulla -
Mineralization, cortico-medullary junction N - - - .

RN
.
IS
,
ot

.
.
.
.

Urinary bladder
Adrenal gland

Ovary
Increase, atretic follicle - - - - + - - - - -

Uterus

Vagina

Eyeball
Harderian gland
Sciatic nerve
Skeletal muscle
Femur

Marrow, femur

- : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats
Appendix 35-1. Results of observations about estrous cycle

Control (vehicle: water for injection)

Pre-mating period Mating period

Animal Pre-treatment period Treatment period Times of vaginal
No. Stage Type Mean length Stage Type Mean length Stage estrus observed

(days) (days)
F01001 DDDEDDDEDDPEDD 4-day 4.0 PEDDPEDDPEDDDE 4-day 4.0 DDPPL 1
F01002 DPEDDDEDDPEDDP 4-day 4.0 EDDDEDDPEDDPED 4-day 4.0 D P PL [
F01003 DEDDPEDDPEDDPE 4-day 4.0 DDDEDDDEDDDEDD 4-day 4.0 P PL I
F01004 DPEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 DPEDDPPL 2
F01005 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL 1
F01006 DDEDDPEDDPEDDP 4-day 4.0 EDDDEDDPEDDPED 4-day 4.0 DP PL 1
F01007 DEDDPEDDPEDDDE 4-day 4.0 DDDEDDDEDDDEDD 4-day 4.0 P PL : 1
F01008 DDDEDDDEDDPEDD 4-day 4.0 PEDDPEDDPEDDDE 4-day 4.0 D DD PL 1
F01009 DPEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 1
FO1010 DPEDDDPEDDDPED 5-day 5.0 DPPEDDDEDDDEDD 4-day 4.0 P PL 1
Fo1011 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL 1
F01012 DDPEEDDDEDDDED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
Mean 4.1 4.0 1.1
SD. 0.3 0.0 03
(N) (12) (12) (12)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 35-2. Results of observations about estrous cycle

B-CH 100 mg/kg

Pre-mating petiod Mating period

Animal Pre-treatment period Treatment period Times of vaginal
No. Stage Type Mean length Stage Type Mean length Stage estrus observed

(days) (days)
F02013 DDDEEDDPPEDDPP 5-day 5.0 EDDDPEDDPEEDDD 5-day 5.0 E PL 1
F02014 EDDDEDDDEDDPED 4-day 4.0 DDEDDPEDDPEDDP 4-day 4.0 PL 1
F02015 EDDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
F02016 EDDPEDDPEDDPED 4-day 40 DPEDDPEDDPEDDP 4-day 4.0 PL I
F02017 DDPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDP PL 1
F02018 PEDDPEDDPEDDPE 4-day 4.0 DDDEDDPEDDDEDD 4-day 4.0 P PL 1
F02019 PEDDDEDDDEDDDP 4-day 4.0 EDDDEDDDEEDDDE 4/5-day 4.3 PL 1
F02020 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL I
F02021 EDDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
F02022 DDEDDDPEDDDPED 5-day 5.0 DDEDDPEDDPEDDD 4-day 4.0 P PL 1
F02023 EDDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
F02024 EDDDEDDDEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
Mean 4.2 4.1 1.0
S.D. 0.4 0.3 0.0
N) (12) 12 (12)

Significantly different from the control group (*: p<0.05, **: p<0.01).
D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 35-3. Results of observations about estrous cycle

B-CH 300 mg/kg

Pre-mating period Mating period
Animal Pre-treatiment period Treatment period Times of vaginal
No. Stage Type Mean length Stage Type Mean length Stage estrus observed
(days) (days)
F03025 DDPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDPPL 1
F03026 DPEDDDEDDDEDDD 4-day 40 EDDPEDDDEDDPED 4-day 4.0 D P PL 1
F03027 EDDPEDDPEDDDED 4-day 4.0 DDEDDDEDDDEDDP 4-day 4.0 PL 1
F03028 DEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL 1
F03029 DDPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDP PL 1
F03030 DEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL 1
F03031 DDEDDDEDDDEDDP 4-day 4.0 EDDPEDDDEDDDED 4-day 4.0 D P PL l
F03032 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL 1
F03033 DPEDDDEDDDEDDD 4-day 4.0 EDDDEDDDEEDDDE 4/5-day 4.3 DDDPL 1
F03034 PEDDDPEDDPEEDD 5-day 5.0 DEDDPEDDPEDDDE 4-day 4.0 DDDDDDDDDDDDDD
F03035 EDDPEEDDPEEDDP 5-day 5.0 EEDDPEEDDPEDDP 4/5-day 4.5 PL 1
F03036 DPEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 1
Mean . 4.2 4.1 1.0
S.D. 0.4 0.2 0.0
N) . (12) U2) an

Significantly different from the control group (*: p<0.05, **: p<0.01).
D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 35-4. Results of observations about estrous cycle

B-CH 1000 mg/kg

Pre-mating period Mating period

Animal Pre-treatment period Treatment period Times of vaginal
No. Stage Type Mean length Stage Type Mean length Stage estrus observed

(days) (days)
F04037 DPEDDDEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 1
F04038 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDDEDD 4-day 4.0 P PL 1
F04039 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL I
F04040 DDPEDDDEDDDEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDPPL 1
F04041 DDDDEDDPEDDDED 4-day 4.0 DDEDDDEDDDEDDD 4-day 4.0 PL 1
F04042 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL 1
F04043 DDPEDDDEEDDDEE 5-day 5.0 DDDPEEDDPEEDDD 5-day 5.0 PL 1
F04044 DDDEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDPPL {
F04045 EDDPEDDDEDDPED 4-day 4.0 DPEDDPEDDDEDDD 4-day 4.0 PL 1
F04046 DDPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDDPL 1
F04047 EDDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDD 4-day 4.0 PL 1
F04048 DDPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDPPL 1
Mean 4.1 4.1 1.0
S.D. 0.3 0.3 : 0.0
) (12 a2) (12)

Significantly different from the contro! group (*: p<0.05, **: p<0.01).
D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 36-1. Results of observations about reproductive performance

Control (vehicle: water for injection)

Male Female Pairing days
No. No. Copulation Conception until copulation
MO01001 F01001 + + 4
M01002 F01002 + + 3
MO01003 F01003 + + 2
M01004 FO1004 + + 7
M01005 F01005 + + 2
MO01006 F01006 + + 3
M01007 F01007 + + 2
MO01008 F01008 + + 4
M01009 F01009 + + 3
M01010 F01010 + + 2
MO01011 FO1011 + + 2
M01012 F01012 + + 1

Total +:12,-:0 +:12,-:0

Mean 2.9

S.D. 1.6

M) (12)

+, confirmed
-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 36-2. Results of observations about reproductive performance

B-CH 100 mg/kg

Male Female Pairing days
No. No. Copulation Conception until copulation
M02013 F02013 + + 2
M02014 F02014 + + 1
M02015 F02015 + + 1
M02016 F02016 + + 1
M02017 F02017 + + 4
M02018 F02018 + + 2
M02019 F02019 + + 1
M02020 F02020 + + 2
M02021 F02021 + + 1
M02022 F02022 + + 2
M02023 F02023 + + 1
M02024 F02024 + + 1

Total +:12,-:0 +:12,-:0

Mean 1.6

S.D. 0.9

N) (12)

Significantly different from the control group (*: p<0.05, **: p<0.01).

+, confirmed
-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 36-3. Results of observations about reproductive performance

B-CH 300 mg/kg

Male Female Pairing days
No. No. Copulation Conception until copulation
MO03025 F03025 + + 4
M03026 F03026 + + 3
M03027 F03027 + + 1
M03028 F03028 + + 2
M03029 F03029 + + 4
M03030 F03030 + + 2
MO03031 F03031 + + 3
MO03032 F03032 + + 2
M03033 F03033 + + 4
M03034 F03034 -
M03035 F03035 1
M03036 F03036 3

Total +:12, -1 +:11,-: 0

Mean 2.6

S.D. 1.1

(N) an

Significantly different from the control group (*: p<0.05, **: p<0.01).

+, confirmed
-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodexirin, 2-hydroxypropy! ethers by oral administration in rats

Appendix 36-4. Results of observations about reproductive performance

B-CH 1000 mg/kg

Male Female Pairing days
No. No. Copulation Conception until copulation
M04037 F04037 + + 3
MO04038 F04038 + + 2
M04039 F04039 + + 2
M04040 F04040 + + 4
M04041 F04041 + + 1
M04042 F04042 + + 2
M04043 F04043 + + 1
M04044 F04044 + i 4
M04045 F04045 + + 1
M04046 F04046 + + 4
M04047 F04047 + + 1
M04048 F04048 + + 4

Total +:12,-:0 +:12,-:0

Mean 2.4

S.D. 1.3

(N) (12)

Significantly different from the control group (*: p<0.05, **: p<0.01).

+, confirmed
-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats
Appendix 37-1. Observation of offspring (F,)

Control (vehicle: water for injection)

Dam No. Gestation Number of Number of Implan- Delivery Number of offspring at birth Delivery Birth  Live birth Number of live offspring External

length corpora implan- tation index Number of Sex Dead index index index 4 days Sex Viability abnormalities ”
tutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index

(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
Fo1001 22 17 17 100.0 + 16 10 6 16 0.63 0 94.1 94.1  100.0 9 6 0.60 93.8 0 0.0
F01002 22 16 16 100.0 + 14 7 7 14 050 0 87.5 875 1000 7 7 050 100.0 0 0.0
F01003 22 16 16 100.0 + 16 8 8 16 050 0 100.0 100.0 100.0 8 8 050 100.0 0 0.0
F01004 22 16 16 100.0 + 14 14 0 14 1.00 0 87.5 875 100.0 14 0 1.00 100.0 0 0.0
FO1005 22 13 13 100.0 + 13 8 S 13 0.62 0 100.0 100.0  100.0 8 5 062 100.0 0 0.0
F01006 22 15 15 100.0 + 15 7 8 15 047 0 100.0 100.0  100.0 7 8 047 100.0 0 0.0
FO1007 22 14 14 100.0 + 14 10 4 14 0.71 0 100.0 100.0  100.0 10 4 071 100.0 0 0.0
F01008 22 14 13 92.9 + 13 5 8 13 038 0 160.0 100.0 100.0 5 8 038 100.0 0 0.0
FO1009 22 15 15 100.0 + 13 8 5 13 0.62 0 86.7 86.7 100.0 8 5 062 100.0 0 0.0
FO1010 22 20 20 100.0 + 19 7 10 17 041 2 95.0 85.0 89.5 7 10 041 100.0 0 0.0
FO1011 22 13 13 100.0 + 13 S 8 13 038 0 100.0 100.0  100.0 5 8 038 100.0 0 0.0
FO1012 22 17 17 100.0 + 17 9 8 17 0.53 0 100.0 1000  100.0 9 8 0.53 100.0 0 0.0
Number of dams 12 12 12 12 1277 12 12 12 12 12 12 12 12 12 12 12

Totat 186 185 177 98 77 175 2 97 77 0
Mean 22.0 15.5 154 99.4 14.8 82 6.4 146 056 02 95.9 95.1 99.1 8.1 64 0.56 99.5 0.0
S.D. 0.0 2.0 2.1 2.0 1.9 2.4 2.6 1.6 0.17 0.6 5.6 6.4 3.0 2.4 26 017 1.8 0.0

% 100.0

+: Dams with live offspring, -: dams without live offspring.
a): Number of dams with live offspring.
b): Number of external abnormalities in live offspring at birth,
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 37-2. Observation of offspring (F;)
B-CH 100 mg/kg

Dam No. Gestation Number of Number of Implan- Delivery Number of offspring at birth Delivery Birth  Live birth Number of live offspring External

length corpora implan- tation index Number of Sex Dead index index index 4 days Sex Viability abnormalities
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index

(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F02013 22 13 13 1060.0 + 13 6 7 13 046 0 100.0 100.0 1000 6 7 046 100.0 0 0.0
F02014 22 15 15 100.0 + 14 7 7 14 050 0 93.3 933 1000 7 7 050 100.0 0 0.0
F02015 22 17 17 100.0 + 17 9 8 17 053 0 100.0 1000  100.0 9 8 053 100.0 0 0.0
F02016 22 15 15 100.0 + 15 7 8 15 047 0 100.0 100.0 1000 7 8 047 100.0 0 0.0
F02017 22 17 17 100.0 + 16 5 11 16 031 0 94.1 94.1 100.0 S 11 031 100.0 0 0.0
F02018 22 17 17 100.0 + 17 7 9 16 0.44 1 100.0 94.1 9.1 7 9 044 100.0 0 0.0
F02019 22 16 16 100.0 + 16 10 6 16 063 0 100.0 1000 100.0 10 6 063 100.0 0 0.0
F02020 22 18 18 100.0 + 17 7 10 17 041 0 94.4 944 100.0 7 10 041 100.0 0 0.0
F02021 22 14 14 100.0 + 14 4 10 14 029 0 100.0 100.0 100.0 4 10 029 100.0 0 0.0
F02022 22 15 15 100.0 + 15 9 6 15 0.60 0 100.0 100.0  100.0 9 6 0.60 100.0 0 0.0
F02023 21 14 13 9.9 + 12 7 5 12 058 0 92.3 923 100.0 7 5 058 100.0 0 0.0
F02024 22 18 18 100.0 + 18 9 8 17 0.53 1 100.0 94.4 94.4 9 8 0.53 100.0 0 0.0
Number of dams 12 12 12 12 129 12 12 12 12 12 12 12 12 12 12 12

Total 189 188 184 87 95 182 2 87 95 0
Mean 219 15.8 15.7 99.4 15.3 7.3 79 152 048 0.2 97.8 96.9 99.0 7.3 7.9 048 100.0 0.0
S.D. 0.3 1.7 1.8 2.0 1.8 1.8 1.8 1.6  0.11 04 32 33 22 1.8 1.8 0.11 0.0 0.0

% 100.0

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN KW KW KW AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

+: Dams with live offspring, -: dams without live offspring.

a): Number of dams with live offspring,

b): Number of external abnormalities in live offspring at birth.

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 37-3. Observation of offspring (F)

B-CH 300 mg/kg

Dam No. Gestation Number of Number of Implan- Delivery Number of offspring at birth Delivery Birth  Live birth Number of live offspring External

length corpora implan- tation index Number of Sex Dead index index  index 4 days Sex  Viability abnormalities *
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index
(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F03025 22 14 14 100.0 + 14 6 7 13 046 1 100.0 92.9 92.9 6 7 046 100.0 0 0.0
F03026 22 16 16 100.0 + 16 7 9 16 044 0 100.0 100.0 100.0 7 9 044 100.0 0 0.0
F03027 22 17 17 100.0 + 16 10 6 16 063 0 94.1 94.1  100.0 10 6 063 100.0 0 0.0
F03028 22 18 17 94.4 + 15 3 7 15 053 0 88.2 882 100.0 8 7 053 100.0 0 0.0
F03029 22 14 14 100.0 + 14 8 6 4 0.57 0 100.0 100.0 1000 8 6 057 100.0 0 0.0
F03030 22 15 15 100.0 + 15 6 9 15 040 0 100.0 100.0  100.0 6 9 040 100.0 0 0.0
F03031 22 17 17 100.0 + 16 8 8 16 0.50 0 9.1 94.1  100.0 8 7 053 93.8 0 0.0
F03032 22 16 16 100.0 + 15 9 6 15 060 0 93.8 93.8 100.0 9 6  0.60 100.0 0 0.0
F03033 22 18 18 100.0 + 18 7 11 i8  0.39 0 100.0 100.0  100.0 7 11 0.39 100.0 Q 0.0
F03034 Not copulated

F03035 22 14 14 100.0 + 13 6 7 13 046 0 92.9 929 100.0 6 7 046 100.0 0 0.0
F03036 22 16 16 100.0 + 13 6 7 13 046 0 813 81.3 1000 6 7 046 100.0 0 0.0
Number of dams 11 11 11 11 mnv 11 11 11 11 11 11 11 11 11 11 11

Total 175 174 165 81 83 164 1 81 82 0
Mean 220 15.9 15.8 99.5 15.0 7.4 7.5 149 049 0.1 94.9 94.3 99.4 7.4 7.5 050 99.4 0.0
S.D. 0.0 1.5 1.4 1.7 1.5 1.4 1.6 1.6 0.08 0.3 6.1 5.8 2.1 1.4 1.6 008 1.9 0.0

% 100.0

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN KW KwW KW AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
+: Dams with live offspring, -: dams without live offspring.

a): Number of dams with live offspring.

b): Number of external abnormalities in live offspring at birth.

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodexirin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 37-4. Observation of offspring (F))

B-CH 1000 mg/kg

Dam No. Gestation Number of Number of Implan- Delivery Number of offspring at birth Delivery Birth  Live birth Number of live offspring External

length corpora implan- tation index Number of Sex Dead  index index  index 4 days Sex Viability abnormalities
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index

(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F04037 22 16 16 100.0 + 15 7 8 15 047 0 93.8 938 100.0 7 8 047 100.0 0 0.0
F04038 22 16 15 93.8 + 15 10 5 15 0.67 0 100.0 100.0  100.0 10 5 0.67 100.0 0 0.0
F04039 22 16 16 100.0 + 16 9 6 15 0.60 1 100.0 93.8 93.8 9 6 060 100.0 0 0.0
F04040 21 16 16 100.0 + 16 9 7 6 056 ] 100.0 100.0  100.0 9 7 056 100.0 0 0.0
F04041 22 19 19 100.0 + 17 10 7 17 059 0 89.5 89.5 100.0 10 7 059 100.0 0 0.0
F04042 22 14 14 100.0 + 10 5 5 10 050 0 71.4 714 100.0 5 5 050 100.0 0 0.0
F04043 22 13 13 100.0 + 10 3 6 9 033 1 76.9 69.2 90.0 3 6 033 100.0 0 0.0
F04044 22 16 16 100.0 + 15 9 6 15 0.60 0 93.8 938 100.0 9 6 0.60 100.0 0 0.0
F04045 22 16 16 100.0 + 15 8 7 15 0.53 0 93.8 938 100.0 8 7 053 100.0 0 0.0
F04046 22 18 17 94.4 + 16 4 11 15 027 1 94.1 8382 93.8 4 11 0.27 100.0 0 0.0
F04047 22 14 14 100.0 + 13 1 2 13 085 0 929 929 1000 11 2 085 100.0 0 0.0
F04048 22 16 16 100.0 + 16 8 6 14 057 2 100.0 87.5 87.5 8 6 057 100.0 0 0.0
Numnber of dams 12 12 12 12 IFR 12 12 12 12 12 12 12 12 12 12 12

Total 190 188 174 93 76 169 5 93 76 0
Mean 219 i5.8 15.7 99.0 145 78 6.3 141 055 0.4 92.2 89.5 97.1 78 63 055 100.0 0.0
S.D. 03 1.6 1.6 23 23 25 2.1 24 015 0.7 9.2 9.8 4.6 2.5 21 015 0.0 0.0

% 100.0

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN KW KW KW AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
+: Dams with live offspring, -: dams without live offspring.

a): Number of dams with live offspring.

b): Number of external abnormalities in live offspring at birth.

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 38-1. Body weights of offspring (F,) before weaning

Control (vehicle: water for injection)

Dam No. Days after birth
Male body weight Female body weight
0 4 0 4
F01001 6.8 (10) 93 (9) 63 (6) 9.4 (6)
F01002 67 () 11.0 ) 63 (7 102 M
F01003 6.0 (8) 8.8 (8) 57 (8) 8.1 (8)
F01004 6.8 (14) 11.8 (14)
F01005 70 ®) 1.7 (8) 66 (5 11.0 (5
F01006 6.1 (7) 94 (7 6.1 (8) 89 (8)
F01007 6.7 (10) 114 (10) 68 4 114 &
F01008 74 (5) 110 (5 68 (8 105 (8)
F01009 69 (8 114 (8 6.5 (5 1L.1 (5
F01010 6.4 (7) 9.9 () 6.4 (10) 9.6 (10)
FO1011 70 (5) 105 (5) 64 (8) 10.0 (8
F01012 68 (9 104 (9 65 (8) 104 (8)
Number of dams 12 12 11 11
Mean 6.7 10.6 6.4 10.1
S.D. 0.4 1.0 0.3 1.0

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 38-2. Body weights of offspring (F,) before weaning

B-CH 100 mg/kg

Dam No. Days after birth
Male body weight Female body weight

0 4 0 4
F02013 7.0 (6) 11.7 (6) 68 () 109 )
F02014 68 () 125 (D) 64 (7) 11.8 (7
F02015 62 (9 100 9 59 (8 9.6 (8)
F02016 7.1 (7)) 101 (D) 6.1 (8) 9.2 (8)
F02017 6.2 (5 9.1 (5 5.8 (11) 8.7 (1)
F02018 67 (7 107 (1) 64 (9 102 (9)
F02019 6.6 (10) 10.6 (10) 6.0 (6) 103 (6)
F02020 63 (7 99 ) 58 (10) 9.5 (10)
F02021 66 (4 103 &) 6.4 (10) 10.0 (10)
F02022 67 (9 114 (9 6.5 (6) 1035 (6)
F02023 63 (7)) 111 (D 62 (5 101 (5
F02024 6.4 (9) 9.7 (9) 6.0 (8) 84 (8)

Number of dams 12 12 12 12

Mean 6.6 10.6 6.2 9.9

S.D. 0.3 1.0 0.3 0.9

Significance NS NS NS NS

Statistical method AN AN AN AN

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of -Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 38-3. Body weights of offspring (F,) before weaning

B-CH 300 mg/kg

Dam No. Days after birth
Male body weight Female body weight
0 4 0 4
F03025 62 (6) 10.6 (6) 63 (7 109 ()
F03026 62 (7) 922 (D) 57 (9) 92 (9)
F03027 6.2 (10) 9.7 (10) 57 (6) 9.0 (6)
F03028 6.0 (8) 7.7 (8) 56 (7)) 72 (D)
F03029 59 (8 10.0 (8 63 (6) 107 (6)
F03030 6.4 (6) 9.8 (6) 6.1 (9) 99 (9
F03031 67 (8) 99 (8) 6.6 (8) 9.5 (M)
F03032 69 (9 114 9 6.6 (6) 106 (6)
F03033 6.8 (7) 9.6 (7) 64 (11) 85 (11)
F03034 Not copulated
F03035 68 (6) 11.0 (6) 65 (7 109 (7)
F03036 73 (6) 11.6 (6) 69 (1) 108 (7)
Number of dams 11 11 11 11
Mean 6.5 10.0 6.2 9.7
S.D. 0.4 1.1 0.4 1.2
Significance NS NS NS NS
Statistical method AN AN AN AN

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodexirin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 38-4. Body weights of offspring (F,) before weaning

B-CH 1000 mg/kg

Dam No. Days after birth
Male body weight Female body weight

0 4 0 4
F04037 72 () 1.6 (D 7.1 (8) 109 (8
F04038 6.5 (10) 104 (10) 63 (5 11.0 (5
F04039 65 (9 9.8 (9) 6.1 (6) 9.6 (6)
F04040 62 (9) 87 (9 59 (7) 79 (1)
F04041 6.9 (10) 10.8 (10) 64 (7 100 (7)
F04042 79 (5 139 (%) 69 (5) 1266 (5
F04043 79 (3 136 (3) 75 (6) 127 (6)
F04044 69 (9 108 9 62 (6) 100 (6)
F04045 6.6 (8) 9.9 (8) 64 (D) 9.8 (7)
F04046 69 @ 105 &) 6.6 (11) 9.7 (11)
F04047 6.4 (11) 11.0 (11) 64 (2) 106 (2)
F04048 7.0 (8 11.0 (8 69 (6) 1.1 (6)

Number of dams 12 12 12 12

Mean 6.9 11.0 6.6 10.5

S.D. 0.5 1.5 0.5 1.3

Significance NS NS NS NS

Statistical method AN AN AN AN

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of f-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 39-1. General conditions in offspring (F,) before weaning

Control (vehicle: water for injection)

Dam No. Number of offspring Days after birth

and general conditions 0 1 2 3 4

F01001 Number of offspring 16 16 15 15 15
General appearance, No abnormality 16 15 15 15 15

General appearance, Death 0 1 0 0 0

F01002 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14

F01003 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16

FO1004 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14

F01005 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13

F01006 Number of offspring i5 15 15 15 15
General appearance, No abnormality 15 15 15 15 15

F01007 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14

F01008 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13

F01009 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13

FO1010 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17

FO1011 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13

FO1012 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
Number of offspring 175 175 174 174 174
General appearance, No abnormality 175 174 174 174 174

General appearance, Death
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HEAEF R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 39-2. General conditions in offspring (F;) before weaning

B-CH 100 mg/kg

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4

F02013 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 3 13 13 13
F02014 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02015 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
F02016 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F02017 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02018 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02019 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02020 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
F02021 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02022 Number of offspring 15 15 15 15 1S5
General appearance, No abnormality 15 15 15 15 15
F02023 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F02024 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
Number of offspring 182 182 182 182 182
General appearance, No abnormality 182 182 182 182 182
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RKEAE B R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 39-3. General conditions in offspring (F;) before weaning
B-CH 300 mg/kg

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F03025 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F03026 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F03027 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F03028 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F03029 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F03030 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F03031 Number of offspring 16 16 16 16 15
General appearance, No abnormality 16 16 16 15 15
General appearance, Death 0 0 0 1 0
F03032 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F03033 Number of offspring 18 18 18 18 18
General appearance, No abnormality 18 18 18 18 18
F03034 Not copulated
F03035 Number of offspring 13 13 i3 13 13
General appearance, No abnormality 13 13 13 13 13
F03036 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
Number of offspring 164 164 164 164 163
General appearance, No abnormality 164 164 164 163 163

General appearance, Death

1
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HERE S R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats

Appendix 39-4. General conditions in offspring (F,) before weaning

B-CH 1000 mg/kg

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F04037 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F04038 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F04039 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 I5
F04040 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F04041 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
F04042 Number of offspring 10 10 10 10 10
General appearance, No abnormality 10 10 10 10 10
F04043 Number of offspring 9 9 9 9 9
General appearance, No abnormality 9 9 9 9 9
F04044 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F04045 Number of offspring 15 15 I5 15 15
General appearance, No abnormality 15 15 15 15 15
F04046 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F04047 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F04048 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
Number of offspring 169 169 169 169 169
General appearance, No abnormality 169 169 169 169 169
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