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1. Body weight changes in male rats dosed orally with PHN for 28 days
followed by 14-day recovery period (SR-9643)

2. Body weight changes in female rats dosed orally with PHN for 28 days
followed by l4-day recovery period (SR-9643)

3. Food consumption in male rats dosed orally with PHN for 28 days
followed by 14-day recovery period (SR-9643)

4. Food consumption in female rats dosed orally with PHN for 28 days
followed by 14-day recovery period (SR-9643)
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1. Experimental design for 28-day repeated dose oral toxicity test of
PHN and 14-day recovery test in rats (SR-9643)

2. General appearance’in rats of 28-day repeated dose oral toxicity test
of PHN (SR-9643)

3. General appearance in rats of 14-day recovery test after 28-day oral
administration of PHN (SR-9643)

4. Body weight changes in male rats dosed orally with PHN for 28 days
followed by 14-day recovery period (SR-9643)

5. Body weight changes in female rats dosed orally with PHN for 28 days
followed by 14-day recovery period (SR-9643)

6. Food consumption in male rats dosed orally with PHN for 28 days
followed by 14-day recovery period (SR-9643)

7. Food consumption in female rats dosed orally with PHN for 28 days
followed by 14-day recovery period (SR-9643)
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Absolute and relative organ weights in male rats at the end of 14-day
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. Urinary findings in male rats in the final week of 28-day repeated dose

oral toxicity test of PHN (SR-9643)

Urnnary findings in female rats in the final week of 28-day repeated
dose oral toxicity test of PHN (SR-9643)

Urinary findings in male rats in the final week of 14-day recovery test
after 28-day oral administration of PHN (SR-9643)

Urinary findings in female rats in the final week of t4-day recovery
test after 28-day oral administration of PHN (SR-9643)

Hematological findings in male rats at the end of 28-day repeated dose
oral toxicity test of PHN (SR-9643)

Hematological findings in female rats at the end of 28-day repeated
dose oral toxicity test of PHN (SR-9643)

Hematological findings in male rats at the end of 14-day recovery test
after 28-day oral administration of PHN (SR-9643)

Hematological findings in female rats at the end of 14-day recovery
test after 28-day oral administration of PHN (SR-9643)

Biochemical findings in male rats at the end of 28-day repeated dose

oral toxicity test of PHN (SR-9643)

Biochemical findings in female rats at the end of 28-day repeated

dose oral toxicity test of PHN (SR-9643)

Biochemical findings in male rats at the end of 14-day recovery test F
after 28-day oral administration of PHN (SR-9643)

Biochemical findings in female rats at the end of 14-day recovery

test after 28-day oral administration of PHN (SR-9643)

Absolute and relative organ weights in male rats at the end of 28-day
repeated dose oral toxicity test of PHN (SR-9643)

Absolute and relative organ weights in female rats at the end of
28-day repeated dose oral toxicity test of PHN (SR-9643)

T

recovery test after 28-day oral administration of PHN (SR-9643)
Absolute and relative organ weights in female rats at the end of 14-day
recovery test after 28-day oral administration of PHN (SR-9643)

Gross findings in rats at the end of 28-day repeated dose oral toxicity
test of PHN (SR-9643)

Gross findings in rats at the end of 14-day recovery test after 28-day
oral administration of PHN (SR-9643)

Histopathological findings in rats at the end of 28-day repeated dose
oral toxicity test of PHN (SR-9643)
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27. Histopathological findings in rats at the end of 14-day recovery test
after 28-day oral administration of PHN (SR-9643)
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I

7-t b 0dy-1 337500y AVE/BERY DA (CAS No.842-18-2) @ 100, 3003 L T* 1000
mg/kg/day ZCrj:CD(SD)ZMHET » Mz 8RR ORERE L, TOEHBIUHR
HE#T#% 4AFOEEEICOWTRETL, UTomABELGNE,

1. MRFMRE TR, REHMBRTRIC~Y M2 Y v ME hEFRERS K ORL
BRI DO EE D 3V idEEER AR b NS BERMER R OKEHED 1000 mg/keghf T
RO bz, T b OEIIREHMETRIZIIRD bvid o i,

2. MELFRHRE TR, BREHMETRICR2 VAT o — L OEENHED 3005k
X O 1000 mg/kefECRY bk, ZORXEEHRETRIZIIRD bhiah
27z, )

3. REEE T, H#HHRMETRB X OEEHMK TRICRIBO ERL L ORE
EEHOEEBHED 1000 mekeff CRD LT,

4. —RRRME. KRE. BAEE, RRE, Hkd L OREBESEORE TIL. RRY
BMEG L L B IIRD LR o7k,

PLEXRD, HD 1000 mghkg BCTHRBOERLS X OEEERLLOKE, Ho
300 mgkg LLEDHETR VAT o—LOEERRD I L b, ARBRIZE
i 57-tl~“n%“/-l,}—ﬁb’lf‘/“/“xwm‘/%&i}')%@%%i@% (NOEL) i3#T 300 mg/kg/day.

HET 100 mglkg/day T B EEX bRk,
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Tp

LB, BRIZBTIRFIEHROELEDOKREHED—T|E LT, T-th ndy-
1,3-174vry AV @RI 9h (CAS No.842-18-2) 25 » Mz 28HMROREAKEL. *
OBUEBLCRGRTR4BMOEREIZI SO TR L O THRET 5,

2B, FRRIT (FRIEEDHIZRIBABRE CEECERRICRIFEEOAE
DHAFLXEDSMIPIRICRET IRARBRICBET S ER) (BBRs59F3H318
REXFVERETLEAERE - KEF2I5ELAKERE - ERESSSiE
RIERE EREXREELEME L ORMe3E11 A 18ARNIERM) oy, AR
FiEE THRCEDRICRIRBROFIECONT] (BMIMET7APIMREERS
BRETEEWERR. XBE SEFALARERR. WERE 35 EMEEY
EREXREELEM) BLC [ (FRCFDRIZEIRBROFEILOVTE O~
BRI DWW T (BTo61412A 5 BRREFTOSRETEARER K., EEE]
9FREAEEBRE. 61ERBIVISHEHERE ENRERRRELER) (TN
L%

MR LU
1. HRYE
BB A L. K QRO XN T2 T7-0 b 0kv-1 3-F79V0 Y ANk BERY A
(Potassium 7-hydroxy-1,3-naphthalenedisulfonate. CAS No.842-18-2, Lot#FH & :
FUHE ; 89.2wt%, LLF PHNEM T, ) T, KiZaER

KERhoAaEETHS, PHNIIERABIC AN, HHFTE L THAKER

(2~8C) THRFELE (Appendix 1, 2) ., ¥, BEKTHD PHNDOME &
RIGEZEENRSH L. PANREREHBPEETH - 22 L B#ER I (Appendix
3) [+

AR x. v ot
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2. REBORE

BERIT. AERERER (SR9642) OFEEZEBIRE L, T2bb, &
SPIDKEHET » MT 1% AN A0 —ZF Y D AKERERE S LT 100, 300
3 & T 1000 mg/kg/day %14 ARIREHRSE LR, HEO 1000 mg/kel CHRED
FiEEmR, FHEOFEMMS L OFREROBMBUR, HO 300 LT 1000
mg/kgBE TTNAY) 74 A7 7 F—EEEORIMEAR SR b, L2k o T,
B A EIEYICH L TR RS ARBERLIIEXONARAVEL LT, F
{HFABR & [ L1000 mg/kg/day & L. BATF, RICLKAKA3 T, 300 BXT 100
mg/kg/day EFRE LTz, IHITEAETHBE 1% IV A2 —XF MY U AKEERE
B’ETOHBIERT T, §H48 L Lz (Table 1) o

BB, XHREECHERES 1408, 100 38 L TF 300 mp/kef¥ THERES 70T, 1000
mg/kgBf THERES14PL L L, £ D 5 b R#ER L O 1000 mg/kegBEDMEHES 7 L%
B8 HERBRIZ AV,

3. PHNFINE DR I5 1%

PHNFASURILLLT 05t CHFFAR L =, PHNZHEREL, 20, 60 3L U 200
mg/mDBEL 2B EIIL1RINAT—~AF Y DAKER (VA a—RF b
Doh s BAERS, Lot No.5516. haREHKNSH, FHEK : BRERS,
Lot No.63C, 5YM. Y7 NUREERREH) (B L, 2B, ARICIRLT
PHNOMEIZ & ZMEIHATOR Mo e, BEBIARNICERED PHNFHEEIIRE
DPETH B Z & 2 RBRMB I HEE Lz (Appendix 4)

4. RREM

A% 4 88O Cr:CD (SD) &M SPF 7 v b (HE : 480L, FEME 75~86 g,
Hft : 480C, FEHE 69~82 g) FAAXTF v — VA UNA—RASHDBZT A,
7 B DOBMLRE 21To 2, REWCIZBIEEIMS, —RE#REE 18 15,
AEAELZ 2B BHElBXO 7R) . REREZ 1EEMGL, BER&RL<, IER
REEEZRLUEBYMERRICAHWE,
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5. MEARERMG

Bk, EAEEHIBH 22~24°C. B RH 41~56%. BKEK 10~15E] Bk
KU 12050 (FRISE D LFH ST TAIT) ONYU T RTFLDOEE
F (Q03RE) BT, 777 v FREBRNSMBK 7 — 7 (260W X 380D X
180H, mm)Z AW CTHRE Lz, 77—V %) OIRELEKiE, 8217A11L 5 LA,
BOTHII1IEELE, Fr—VORRIBITIRIZ1IE, FO®IT2HIZ1EO
HE CITo 7,

FEZENOMRPB I CEORRHEBIL 1B 1ETo%, 2B, HEBIIIHER
HER (Y277 972, Y7 VEEEASH) BLUarvRREEE (F1¥
Vo, FREETERASHE) & 1 AMBICREICER LK,

FEHIEREE (CRF-1. A =0 ¥ VBB TRRRAH) & oRNGHSES o
AWT, SEAKEKEKR FLRTTAEK) 2 B8RKERD 2 izl kEBEHV
T, TNENEHICERI Tk, GHERORRIHSTRICLIE, £0%IZI2H
i21E, BUEKEROAKEEZIIBLIEOHEECERL. KABIIRBREROK
KBRAEICEMALE,

SRELD 5T K UREIIMEEABERR ST E - F— (Appendix 5. 6) X
VDY =2 AR TRERNSH (Appendix 7, 8) THRML, FRAHEIZ OV
THRBRHER SOPOHFAEWHMATHIZ L&A L =, KEAOKERELA A
AN S (Appendix 9, 10) TEHEL., ABRREER SOPOKEEEOGZHENTSH
B AL,

6. BRidB LUEEms] .

BoiZBME 7 BICYS ADKES S L ICEBOKERY—I2h 3 L 5 I2&KEHS
L EEARMHEE BV TIT o1,

S OBAINT, FANBZMET =V b RUCERAWTREIZ 7 — VRBEERY]
FITV. BRI ABRICK VBHESO L1 (BRA) 2EHIC, T2H

(BHE®A) ZERICEAL T2k, F—VITHERBIES T Lich— FiZ
RBRES, ABRERBLICIHMES 2R L TET L,

PR

N
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7. BEFIE
BREZBIT, PANSAKKEOHICRE SN I ARESH DI Z &6, BRE
B Lz, BERRY 7AWV TREIBICERNRT >, 18 1 EEL28E#
5x21To7,
BEEZANT, TATOREDPDLFE LML L,
BREFREE, FE 1 kg 3729 5 ml &L LTHERERICEDEVAIMELE
BEBEIZESHTRERIHLE, 2B, FEAEYRORSFRIIZTOBDOBEICZED
WTHEHLE,
BEZSHEEBRNLHBL, BREBBBOEHEE (FEGHEHE) 128 TIS7.8 ¢
(149~168 g) . HET 138.0 g (126~149 g) TH o'z,
8. HE, MEBXIOKRAEER
(DA AEE 22
BEHBTE X EEHET, 26iconTl B 1RLLEDHEET, #2k
FOMBIZ L v T8, AR EEEE L, BRLEERIC O T EOMIE
ek L,
Q) ERE
2z onT, REHME &) ( &E52, 5. 7. 10, 14, 21BXT
280 (BEHKRTH) . BEMHRREKA, 2. 6. 7. BEBIUHRAIZ,
ETREEAVWTHELE, £k, BEMR P X OCEEHNFAPOKERZNE
(B528 A FE - RSMMGAFE, EE 40 FE-BIEERRBGREE] B
FOGESME [ (FEHNE /REMBBGED D WIXEEERRELA A K
#]) X100] ZHH L,
G RRIE
2 oNT, ERRE RERD &5 2, 5. 7. 10, 14, 2IBLT
28H. EIEMRERBAR, 2. 5. 7TBXVMBIC, BFRELAVWTHEL
Feo T—TVEIZEY ML, BAREEZRELTIENZYD 1 AOEHAE
BEE LUK,
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(DRRE
BERMORKEA (BE525~260) BLUBRENMMAORKE (BIE11~12
H) Z2fizonT, 7y NARB— (KN-646 B-18, B ARER) 0
BLTHERET CTERRETo 72, M3RMOFERO—HEHANWTO~ONHER
EREL. 2IFNUEREANTO~OORADKELTo~, I, RERPD
BARKEOMELEREL 7=,

®pH HRBEE (A - =30
Q@& H(Pro) ABIEE (A - =3
Q¥ (Glu) ABREE (A - Z5)
@4 b Ket) RBRAERE (5 T - Z3E)
®uavrl ) —4(Ur) HBMEE (A =38) @
®r U A ¥ (Bl REMEE (T - S E
W ifn 55 (Occult blood) RBISHE (A - =30)
- ®&M(Color) PIIRIR X
@Y (Sediment) ®m
@K B (U-Vol) ERME
@ E(Grav) Biatis (7MoY oY)
@7 MY U A(U-Na) RIE (a—= 7 AB0BWRIKER) ;
®ﬁ97wa) K}k (a—=r 7 430RIKIEIERD)
@2 A (U-C) BREE o ﬁ
(B CL6MBI BF 4 K70 5—)
BN T A(U-Ca) OCPC: (B L7150/ B @i s i)
@R Y > (U-IP) TA4RT Pin—ik P
(B 3271507 B Bt E®)
OHERPOFKE K¥ 7 — INEREOKEKBOBEBREIZLD

(Water consumption)

-10-
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($)MLIBFHIHRE

REHEB L OCEEHNFETORBIZ, £FEFLEFIZOWTHI6RREER L
ke, =—7 VREET CRBEIRE Y@ L, EDTA 2K TABE L fiikz A
NWT, O~@®. OB LOBOEBIZOWTRER T2, 3512, QNEEBIR
EARMEEBNT, OB ITCOOEBIZH W TIIESRBRE v R L A0
WE 7 VEEF M) UATLBLULE, 3000 rpmTLOSMIELABEL THRON
M ERDCTREEZT o2, 28, BB BICRBO DB LU ARED
1) (No.108) (DWW TIXBIRIFICERM 21T - .

O M EHE(RBC) BESIERE (-7 —RH)
(2= —T 7 ¥ — T660H)
@~< 17V v MEMHDY RBC, MCVIE & b H
(= H—H D F— T660H)
@i 3% B(Hb) TTVAMNES YV (ERE)
(a—nNF—HyEZ— T660H)
@FHRMIRAEMCY) BREHE (o017 —FH)

(=B =Ty ¥ — T660%)
GFEHFRMEK~TE /1 v BEMCH) RBC, Hbofi &k VW HH

(=N F—H 7 — T660H)
®FHFRMIR~E 7 o v BBEMCHC) Ht, HbEX VEH

(m—NF—H 77— T660H)

@R M B R (Ret) Brecheri
@ /MR B (Plat) EXRERE (2N —RE)
(A—NEF—H 7T — T660H)
QEEEFFRHI(CT) REHEE L 2 EREREE
(FIA4 v InaF7ilar—F—)
@7 o bo e UBEER(PT) (= A S e

(AMELUNG KC-10A /37 & #—KK)
OEMAE D b a R TIAFURE T U UERIE
(APTT) (AMELUNG KC-10A %7 X #—KK)

_11_
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BLIRRE (a—L ¥ —[FEB)
(2—NF—A 7 F— T660)

B A MR E 2> E(Hemogram of WBC) A A - X LA VFRERASER

(6) ML ERTIRE

BESHMP I UBHMMET OB B IAFALEMIOVWT, MEEHREOR

HOBTME., MHMABMRL YRR L /ZM#Z3000 pm T 10 S3RLEOIREL .
Bon-MwERNTUTOREERTo7, 28, ARBRIEROLDER
L= BBEEORELIH (No.108) (oW TIXBRRICERM 21T - &,

OGoT

@GPT

@7AHY 7+ A7 7 Z—E(AIP)

@FLB K REER(LDH)

®y~GTP

®1fn 5% (Glu)

@ =2 v A5 1 — A (T-Cho)
®rVUZYEY KOG

@t Y LK (T-Bil)

WRRER(BUN)

@2 v 7 F = (Crea)

®7 r Y 7 L(Na)
BH Y T LK)

IFCC# (B3 7150/ Rt R
IFCC#: (B 7150/ B By M)
Rotg e u—U—ik

(B3 7150/ B $hrPriki)
O VRF— T« Fa—ik

(B3 7150 B ER)
BEL-y-INFIN-p-=baT =Y F
BERiE (B 7150 89 rE®E)
~x Y X F—Eik

(B 3L 71507 H ¥yt iE)
BERE (HI 7150 BB R
B ) Eo—- Al EE

(B3L 7150 8 BT ikiE)
TSEYNE

(B3 7150f% 8 Bt ikiR)
L7 —E - AL F7x /) =ik

(H3Z 715028 Bhathik@E)
Y7 xik

(B3 71507 B BhorHr e E)

Kz (a—=r 2 B0BRIICBEE
RIHE (a—= 7 480BRIIEEER)

_12_
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@7 a—(Cl) EENEE

(EE CL-sMBInZ 4 FAv o #—)
@A N7 A(Ca) OCPCik (H 3L 71505 H Bh 54734 #)
MR Y 2 (IP) T4 A A n—ik

(B3 7150% B EhH T dkE)
@¥EA(TP) EY Ly Rk
(H 3L 7150/ 8 BhoodfrikiE)
B®7 VT 3 v (Alb) BCGiE (B3 7150/ B B3T3 )
@A/ GIH(A/G) TP, Albf#iy Y BH
(NEIRE L CBEERRE

# BRI & CEESER T OB R IZEFRLPITOWT, $, HBEED
HEBIDOEFEZRE (No.108) I OWTIXBERIC, RAREZHEL. =—FA
REET CHME., BN IE, £F0ORER L OCHBEARMICEELE,
FO%., . B Mg, OB B B OB - M) . TEE BIR, B
Whs, ER/ANME, TGIR. IBRIEY %8, B, &. TEY) 3. ETE.
ETH., FTR. LR E. BEBIUOXRBE (Biizael) . B (K
W) . BES OMUKS) . MEABIR, HRE [RF. KEFX, mE, B 3
q-RE) . TR, 5. ES. BB, A5, KA. B WE GRER
ZETe) . BISLAR, S, 78, B IULFHEL 0% PEREERL< Y
WCHEE - BRELUZ. T, REBLUKEB A2 77 VKR CTEEE, 10%9
HRERA < ) VIRICHREL, BB I OA—F—REFEy FY VRTEE:
HELE,

M, FTEE, WR. FRRE - H. LRMEZET). M. O, PR B
W - &), g, BIRE - &), BRE - f)B LTIRE - B0 Tik
BEMIEFRTLZHVWCERRRELE, Tk, BEFERERENL [ GREER
S EiRE) X100] ZEH L,

(8)F AL IR E

2FIOWHBE - @ARIT-OVTRT 7 4 VEBEBEEYL, ~< bFT) v

AV REEREERL ., REARENIREEZT T,

- 13_.
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9. WEQE |

hE, FEHNEES LCEERNE, KR RREOCEENEE, MEEEN

BES L OCREREEHIREOCEEE, BEERL JUREHFEERLIZSVWTE,

KOFNTREEIToT, THbh, BartleuDREEIZE W GREREL, £0

RE. So8 (p>005) ZFRLEEBIROYVWCR—AEBRSMIITECI VA
FiL., 8284 (p=010) , Dumett OREE (FRBOKXE BB IHEIT 1
AYPREBEAVE) KXV HBEEL PHNBRE#H L OUBETTo L. —F. 7% |
4¥# (p S0.05) £FLAHAE, RREOCEHNHAB L L CREBERFORER |
BTV Tik Kruskal-Wallis #5i2& 9T L, FELHE (p 50.10) Mann- \
L

Whitney® U-RERIC & Y XBEE L PHNSR 585 & DB E1T o 7%,
B3, RHEREE L OREICOVTH. fRE 5 %L T 2 HEEICER L L, O
)
p
- 14...
oo
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1. —hxiRiR
—JRIRIE DR L Table 2, 3. INDIVIDUAL DATA 1-1-1~1-2-2 {Z5R L7z,
()5
HEHE DTN ORI O REERD bhixdoik,
()EIE R
HETIE, 1000 mg/kgRED 161 (No.414) THRIEL HIZAKE QDIZKRGEBEME
BRD LN, REEARBRROBELRKISHEBETH -k, SHRED 1 5] (No.108)
CEEA &Y BROMERER X OOEMN» Lo, EE13A8 I -EEH X
DERBORHBSL L, BFbA LD, BRL, HRE{Toit 5,
BEICBITNRD bk,
TN T OIS REEIRD bhveho e,
2. FEHS
{AEHB % Figure 1, 2, Table 4, 5, INDIVIDUAL DATA 2-1-1~2-4-21Z7R
L7,

(1) 5-HAE
HEHED U VTN OPHNIR SR b IR & B L CH B ZSRD bhve ok,
(2) /5118 #A

HMEHED 1000 me/kgBiioxtBREL LB L CHEZIIRD b2 ok,
3. #iE
BEFROZ{% Figure 3. 4, Table 6, 7, INDIVIDUAL DATA 3-1-1~3-4-2{Z
U7,
(1)¥%5 HR
HECIRWT U OPHNR G- b RHRIF & i U THEZRERD bhviah ok,
ik, 1000 mg/kgHE CHE 2 HIZEEEROMEPRD bhi,
)E1E R
HERED 1000 me/kefIZ P ERBE L LB L THEEIIRD b7,

_15._
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4. K&
RIRE DA% Table 8~11, INDIVIDUAL DATA 4-1-1~4-4-4{Z5R L /=,
(DSBS RRE
HETIE, AL B LT 300 mgkegBETH ) 7 LHEMBOKM. 1000
mg/kgB¥ T3 T MY U ASEEDOEBERSION Y U AEEREOFREIEBD Sk,
HETIX, AL EBL T 1000 mghg® T Y v AHEBROBMBIBD LN
P
QEIH A M R A RE
HETIT, XEEREL LB L T 1000 mpkeB iz ERBIBH bhadatk, 25,
1000 mg/kgBED 1 il (No.414) (ZHEOBBHE (+++) BXBH L, —HKRE
RETAREQIZOEDOTENED DL,
BTk, RERBE L HLBE L C 1000 mgkgBE CHA D AHEMBOEER L UK
KEORBBIRD LK,
5. MKFARE
MEEFARE D KK % Table 12~15, INDIVIDUAL DATA 5-1-1~3-4-4IZ7R L
7= '
(&R EHARM#& T RRE
BT, AERELEEL T TNOPHNEERICLEBEERIRD L2
p _
METIT, SHRBELERL T 1000 mgkg#E T~ b7 U v MEBLUMERE
DRAE, FRMERBOBHEERA R S NZBFRORBOEMIED S,
Q)EIE MR TRIRE
BT 1000 meg/keBElo R L LB L THEEEZIRBD b2 h o,
HETIx, XTERBEL R LT 1000 my/keBE il BT PIREBOBELBD LN
7o
6. MELFHRE
MmE{CFRIRE O L Table 16~19, INDIVIDUAL DATA 6-1-1~6-4-4{Z7R
L7,
(D5 R TRRE
BT, ARBELEBELTCOTROPHNBREHICLAEEZIRD LR
7o
TiE, AR B LT 30088 KT 1000 mp/kgE TR L AT o —A DK
BARD LN, '

-16-
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(2)E)1E BRI T B S
HED 1000 mg/kgBETlE, XAMBELLRL TRa VAT o— LV ORENRD 5
iz,
#ED 1000 mg/kelt TiE, MEBRHEL R L THFEZEERRD b ho T,
7. REER
BEEERBIUREAREERILOMRBESE Table 20~23. INDIVIDUAL DATA
7-1-1~T7-4-4 (TR L7,
()5 BRI T WeEARE 51
HECIL, STERFEL LE®E L C 1000 mg/keBf CHEEO ER J CEEERLLOK
EARED b,
HECIE, TBRBEL LT 100 mpkeB CHROAKEERILOKERRD 5
e, BREHE TR LN, T,
(2)[EVE AT #E T B AT 51
HED 1000 mg/kegB¥Cit, *TRRREL LLE L CIBOERRB X OREERILOK
fill, 26 CCEROBEERZILDOFEIRD i,
#ED 1000 mg/keBECid, ABRBEL LKL TASEIEED bhihot,
8. Hlt&
HBRORKHK%E Tadble 24, 25, INDIVIDUAL DATA 8-1-1~8-2-2 {Z/RL 7,
()iz5- iR T ReF | 1
HEork, BIRICBEILRS 100 mp/kelE T 1 HHZOHRRD bivl,
T, WTROFIZLREESED bhviahol,
(2) e 8 S R T AR
BT, BRODEEIBRICERLEREOHEIS (No.108) THRMIZE
BB b, TOMOFITIIREEIRD bR o,
I, BT RTLER 1000 mgkeglED 1 FRZDHRD bz,

_17_
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9. REMAKREORE
REMALHREDR ML Table 26, 27, INDIVIDUAL DATA 9-1-1~9-4-2,
10-1-1~10-2-24R L 7=,
(1) 5 HIR# T Refg S 51
B T, EMIRAE LEROBEOHFEAMEEET 26, 100 mg/kghET
381, 300 mgkegBfE L T 1000 mg/kg#f TH 2 T, BWRDOEE DR
100 mg/kgREdD 1 iz bk, HTIRARERBOD LN R,
TEE : #RIZBIIBEOEREBERSARBECHLIA. H2HZRBD LN
=
L : KBEEERCBIT3BED Y o RBMAEMD 100 mg/ke®¥ T 1 G
Do,
ETR (F) : REMROBEDEREL 1000 megkel¥ Tl 1 SIIZBY b,
BISZHR : MIEOBRED Y L HREBMEIBEED 300 mg/kgBET 1 4], HED 1000
mg/kgit T 2 B D b,
INLDOEEDEL XEBETHY ., TEVTHOBLOBAEITONTHH
BB L PHNE S B CHEZIIBD bR h o7,
(2)E 1 B & T RSB
FPBE - BREE 0 /NPISERE D D FREETS X (O 1000 mg/kgBE TH 1 FHZEB® biLT,
W BT, EMRAT EROGEOHTHESBEE TS B, 1000 me/kghf
TAPN, ERRMEE LR OBEOFEEM/MESREET 161, 1000 mgke
BT 26lc, RAELEOBEOEER 1000 mghke®T 1 5. REOEK
DY RKRBEN 1000 mgkgBED 1 HLIZRD LN, HTIX, BEOBE
DL 1000 mg/kegBE T 1 FICTBH O,
Tk : RFETBITIREOTRBERBHED 1000 me/kghET 1 5, P B
OXREET 1 FUCED Dz,
SF  BEEABOBRED ) A ARBEAPED 1000 mgkeBE T 1 HIIZRD 6N
7o
AIVAR : BEORED Y - BRBENHED 1000 me/keghf T 1 FlIZFBD STz,
IHOEDERDELIIHEETHY . FLVTRORLEORBEIZOVTHR
BREE L PHNR SRR CHEZIIRBD bhado T,

-18
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=2 -

PHN ¢ 100, 3003 &L T 1000 mg/keg/day % Crj:CD(SD)FRMtHET v M iz 28 A RS
ROREESL. £OEMER LTEREATHILEROBEEEC DOTRE Lk,

RRETIE, BREHREKRI2INMER CORP I Y 7 APE-EOBESHED
30038 £ T* 1000 mg/kefE, #ED 1000 mp/keBETRD bivz, PHNIX. 7Y RABED
Za—aZ Y RBRMERB L OB CRBTENTELBF7F A U BELR-T I )
B/ (1-722-F7 h=6, $-TZNVKVEENa) QDI BLOR-T I EOFT Y
VABA VY LZEEBRI ONEHETHDB, LEaEN-T, RV Y T LHHED
FEZRORE Ehic PHNOR-7 I JHEOH ) 7 ABRPICHM ShET Lol
ALIERETHD LRI, BENLREMEIIEL DR ok, BB, My
VU LABEIEIIED b holeZ b, XY 7 AQRPHHITERHTH
ok &EX BN, —F, O 1000 mghkgl CilIB EHBRKBIZRPF Y Y
AP BEOERMELRD O, RPVV 0 L0HHEEOBMICHTEF R Y T A
DERRTEDCTREMELEL bR, LML, RPFIY v orHHEDBHENL
HNT-HED 300 mg/kefEds K OMED 1000 mg/kegBETITED & 5 REF ML SN
NN &, e, EOMOBHEE NS X —F H 5V iTBBOFBESFHREC
i PHNIZ K B LB bNIBIIBD bRehofel &b, REF Y ok
BEORIIEBYREBWEAATHI LEL LN, ZhbDOBLIZEERIM#E
THRHZIERO b d, BEENPA LN, Z0f, #Ho 1000 mg/keit CRIEHME
HBIZRF AN VD P BEOREL X CHABOBENRD bk, ALy
ST ONTIIR SHIMHK TRORREL X O EaRE, EEHRE TROMQ
RALFRIRE 2 b OB, FRIR, LR/MER X R OFRBABENRE CHE
FTREBMIIBD ozl Lk, BREERELEELZ DN,

MFEFRIRE CiL. D 1000 me/keBE CREMBIK THIZ~~ b7 U v ME, @
BRER L CRNIROFED S i@ EFER 2 b O AR hERE ORE 1D
1000 mg/kg®¥ CTRD L, PHNB S LOMENREZ L LN, Ll BEEBSA
BREZBOTEME, B, Vo BRFEROONT. TOMFIIH L » TR
Pofe, TNLMEFE T A —F ORLIXEEHMETRHZIEERD b3, BE
HRBLNTZ, —KF, HED 1000 mekelt TG MK TR L OEEHIRE THF

-19-
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CRROERSIUCEAEERILOEM@SBO LN, PHNRESICLSERLEZ LN
A, BEFRRER S OCREARENRE CHET X ELERBDondho

TERL. FOBFIZRA LN TIZ ok, IZMEFRRE CIIEIERME TR -

(2D 1000 me/keglt THEBHPREOAFBRLGEABO SN2, RHEOME (
12.6%. SDAfi : 3.9) 2 OTNIHMBEDME (8.6%. SDE :2.5) XHRT—F (19%-
19974F, 4 RBR, #BH : 6.9~12.8%. SDIEOHHH : 3.7~43) OWHEATHY, F
7. MBOREEEED ZVIERDR L ON 2okl &hb, BRYLRES
LEZ LN, '

ML FERE TIE, BRI VAT o—ADEEARS & TRICHO 300
mg/kgBEdS LU0 1000 mg/kegBE TR S, PHNREIZ L ARBLEEZ NN, K
EEREARE I, RS 5V R RIROER: XICB RS bhidok
TEhL, FOBFIIHLN TR 2ok, T, BIEMMKE TRIZIIB L AT
z—ADEHEIZRD bh T, EEESALNKE, HD1000 mg/kelf T XEEMARM K
TRICHBHE B L TR VAT o VOEEBRRD Hivids, REHEK TR
IEEIEA L, PHNIS & OBEIIH 50 Tid o i, iz m#E(LERRE
T PHNEES I & B EIIED b o Iz,

—RORE TIXEHERIRIC 1000 me/kgBFOFE 1§ THRE QIZOBATEHBBD b,

R BIZIT > ERBRECELQOBBEHBBD bR, 1HI0OLDORERATHY,
EFOH, RERZBDOONRVIEDNLBROBVHUBLEEZ O, EOHOHF TIT
—BRBCRF RO bR Mo,

BATE TiX, D 1000 mghkeE TIHE 2 BICEAROBES RO b5, —@
HOETHY, PHNES L OBEIIRWHDEEZ LN,

ARE, TRLIUHBEEABREORETIE, PHNBSIZ L 3EEIIRD O 1o
7o '
urmiﬁm‘molwomﬁgﬁmmmoﬁixiwwiiimoﬁﬁ\ﬁw
300 mghkg B LOBITR I L AT o~ AQEERBED LR &b, ARRICE
i} % PHN O & ERE (NOEL) iX. BT 300 mg/kg/day, T 100 mg/kg/day TH 5
EEX LI,
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BB

) &I B R, “HEERERREE, 165, AL, SSENY,” HAESE EH,
1992, pp. 203-212.
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Table 1. Experimental design for 28-day repeated dose oral toxicity test of PHN and l4-day recovery test in rats (SR-9643)

e -

——— -

2
Na. of animals

b ¢

Concentrat jon Total Administrat ion Recovery

of PN Volume -
Group {mg/al) (mi/kg) Male Female Male Female Mate female

d
Controt 0 5 14 14 7 7 7 Fi
8 : ,

PHN 100 mg/ks 20 5 7 7 7 7 ] 1]
PHN 300 m9/kg & 5 7 7 ? 7 g il
FHN 1000 mg/ke 200 5 1% 1% : 7 7 7 ?

———————————

2 Crj:CD(SD) rats vere dosed cratly for 28 days from the age of 5 weeks.

1 Killed at the end of the 28-day administration period.

: Xilled at the end of the Y4-day recovery period.

: Control = 1X OMC-Na.

. PHN {Potassium 7-hydroxy-1,3-naphthalenedisulfonate) vas suspended in control solution,

@ Q. O o

ey man oo e — —




Table 2. General appearance

in rats of 28-day repeated dose aral toxicity test of PHN (SR-9643)

Male Femate
PHN (mg/kg) PHN (mg/kg)
Ttem Control 100 300 1000 Control 100 300 1000
No. of animals examined 14 7 7 14 14 7 7 14
General appearance
Normal Ma 7 7 14 14 7 7 1%

a: Values are no. of animals with findings.



able 3. General appearance in rats of 14-day recovery test after 28-day oral administration of PHN (SR-9643)

Male Female
PHN PHN

Item Control 1000 mg/ke Contral 1600 m9/ks
No. of animals examined 7 7 7 1
No. of killed animals 1 ] 1} b

a b :

Swetling of nose ‘ - - -
Hemorrhage from oral cavity ) - - -
Osteoid projection from posterior region of upper incisors 1 - - -
No. of surviving animals 6 7 7 7
i} 1 ) ]

Blood at perigenital region

- -

a: Values are no. of animals with findings.
b: - = blank value,

e S e 2




Table 4. Body weight changes in male rats dosed orally with PHN for 28 days folloved by 14-day recovery period (SR-9643)

No. of Day of administration Body weight gain
Group animals 1 2 5 7 10 14 21 28 Day 1-28 Xa
b
Control 14 157.8 165.4 193.6 212.5 241.6 276.8 332.6 3.7 213,929 135.682
£.9 5.0 8.0 8.5 10.1 9.6 13.3 14.8  13.691 9.388
PHN 100 mg/ka 7 157.3 165.0 190.6 208.0 235.4 270.9 226.7 I68.6  211.286 134.691
49 5.7 6.6 5.9 9.0 11.2 14.9 20.4  23.243  17.645
PHN 300 mg/kg 7 159.3 168.9 197.6 218.1 249.0 282.7 340.3 382.3 223.000 140.229
5.6 6.7 1.5 7.9 8.2 8.4 12.0 13.7 16,259  11.472
PHN 1000 mg/kg 14 157.4 166.4 192,7 210.7 238.9 212.9 328.9 3641 206,714  131.309
4.9 5.4 1.8 9.2 10.6 12.6 16.7 21.0  18.906  11.59
No. of Day of recovery Body weight gain
Group animals 1 2 5 1 14 Day 1-14 %a
(6)¢ (6) (8)
Control 7 3749 381.6 401.6 11,3 1.2 67.000  17.893
8.6 8.7 ¢.8 10.1 15.5 8.899 2.245
PHN 1000 mg/kg 7 363.0 368.6 386.7 396.0 §26.1 61,143 16.786
28.9 2.3 31.6 32.2 3.2 9,299 1.608

a: (Body weight gain / body weight on day 1) x 100.
b: Values are means and S.D. thereunder, and expressed in gram.
c: Values in parentheses are no. of animals examined.



Table 5. Body veight changes in female rats dosed orally with PHN for 28 days followed by 14-day recovery period (SR-9643)

No. of Day of adwinistratfon _Body weight gain

Group animals 1 2 5 7 10 14 2 28 Day 1-28 Xa
b .

Control 14 138.7 142.6 1%.1 162.9 175.2 188.4 209.4 225.8 85.071  61.318

5.8 1.4 8.5 10.7 10.4 12.1 13.7 1%.6 11559  7.7%

PHN 100 mg/ke 7 13.7 142.1 153.9 162.7 174.0 187.4 207.6 247 88.000  64.404
§.2 3.0 é.1 4.4 3.7 £,2 4.0 1.4 5.686 £.325
PHN 300 mg/kg 7 138.6 144.1 153.6 162.6 171.4 184.7 202.0 220.7 82.143  59.256
5.4 5.4 9.1 8.9 11.8 12.5 17.1 17.5 15.049 10.343
PHN 1000 ma/ky 14 137.5 145.1 156.9 161.3 177 190.5 213.3 29.3  N.786  66.685
6.0 6.9 9.3 10.6 1.8 13.2 15.0 17.8 14,305 9.459
No. of Day of recovery _Body weight gain
Group animals 1 2 S 7 14 Day 1-14 Xa
Control 7 228.0 23%.3 240.3 245.6 260.0  32.000 13.940
16.4 18.6 18.1 2.3 2.5 8.544 3143
PHN 1000 m9/kg 7 231.7 261,1 266.7 253.0 260.3 3.5 16.149
17.2 18.9 17.8 18.3 2.2 9.829 3.651

s o e g - —————

a: {Body weight gain / body veight on day 1) x 100.
b: Values are means and S.D. thereunder: and expressed in gram.




Table 6. Faod consumption in male rats dosed orally with PHN for 28 days followed by 14-day recavery

period (SR-9643)

No. of Day of administration
Group animals 1 2 5 7 10 14 21 28
a
Controt 14 20.7 20.6 26.9 26,5 26.9 28.4 21.5 28.9
1.1 1.7 2.1 1.7 1.8 1.9 2.0 2.6
PHN 100 ma/ke 7 20.7 20.7 24,7 24.0 2.1 2711 271 28.6
0.8 8.8 1.1 2.0 1.5 2.2 2.7 2.6
PHN 300 mg/kg 7 20.6 21.0 23,3 249 27.0 28.7 21.7 27.4
1.3 0.8 1.0 0.9 1.4 1.5 1.8 2.5
PHN 1000 mg/kg 14 20.5 2.2 24,3 2.6 26.4 28.0 29.0 29.6
1.5 1.5 1.5 2.1 1.3 2.3 2.7 2.9
No. of Day of recovery
Group animals 1 2 5 7 14
{4)b
Contral 7 21.9 21.9 28.9 21,7 28.7
1.6 2.5 0.9 1.9 2.0
PHN 1000 ma/kg 7 27.9 28.1 28.4 2.4 28.9
2.1 2.5 2.4 2.0 2.3

a: Values are means and S.D. thereunders and expressed in gram/day.

b: Values in parentheses are no. of animals examined.



|

Table 7. Food consumption in female rats dased orally vith PHN for 28 days followed by 14-day recovery
period (SR-9643)

-

No. of Day_of administration
Group animals 3 2 b) 7 bi!] 14 21 28
a
Control 14 16.9 15.6 169  18.0 17.9 20.1 19.0 20.0
1.9 1.7 1.8 2.7 2.2 1.7 2.3 3.2
PHN 100 me/ks 7 15.6 15.9 16.6 18.3 18.0 19.4 19.0 19.9
1.0 0.7 2.1 1.1 1.6 2.1 2.2 3.4
PHN 300 mg/kg 7 17.0 16.4 16.4 18.0 17.4 19.1 17.7 20.0
2.4 1.6 2.3 1.0 2.9 0.9 3.7 - 4.8
PHEN 1000 mg/kg 1 16.4 17.3 17.9 19.9 18.3 18.8 19.1 18.6
2.1 2.1 1.9 2.1 2.4 2.5 2.2 3.4
No. of Day of recovery
Group animals 1 2 5 1 14
Control 7 19.3 18.1 20.0 20.6 20,9
1.8 2.2 31 3.1 3.2
PN 1000 mg/kg 7 9.6 18.6 0.6 2.6 2.6
1.7 3.0 2.4 3.2 4.0

——— -

a: Values are means and S.D. thereunder: and expressed in gram/day.
*: Differs from control, p<0.0S.




Table 8. Urinary findings in male rats in the final veek of 28-day repeated dose oral toxicity test of PHN (SR-9643)

pH Pro Glu Ket Uro Bil Occult blood Color
No, of = =mmmmmmmmemee e e
Group animals 8.0 8.5 + - - 0.1 EU/dL - - A
a
Control 14 1 13 14 14 14 14 14 14 14
PHN 100 mo/kg 7 g 7 T 7 7 7 7 7 7
PHN 300 ma/ke 7 9 7 7 7 7 7 7 7 7
PHN 1000 ma/kg 14 0 14 14 14 14 16 14 14 14
Urinary sediments
Epithelial cell
Small Specific gravity
RBC WBC Squamous Round round Others
No. of 1011 1.021-  1.031-  1.041- 105K
Group animals - - ~ i - - - 1.020 1,030  1.040  1.050
Controt 14 14 14 13 1 14 14 14 0 i1} 8 6 0
PHN 100 mgske 7 7 7 7 0 7 7 17 0 i 3 3 0
PHN 300 mg/kg 7 7 7 b 1 7 7 7 0 0 3 3 1
PHN 1600 mg/ks 14 {4 14 14 1} 14 14 1% i 3 3 3 ¢

fcontinued)



Table 8. (continued)
Vater
No. of U-Vot U-Na U~k u-Cl U-Ca U-IP  consumption
Group animats  ml/2Yr mEq/2hr mEQ/21hr mEQ/2Whr  me/2ihr  me/2ihr g
b
Control 14 14.96 1.252 3.301 1.843 .41 13,976 29.1
2.64 0.372 0.358 0.3% 0.491 £.294 31
PHN 100 ma/ke 7 16.50 1.091 3.059 1.683 1Y 11137 0.9
5.27 0.367 0.405 0.516 0.353 5.970 349
PHN 300 mg/kg 7 14,43 1,199 3,920 2,031 0.941  11.656 217
2.9 0.310 0.498 0.33%9 0.163 £.163 1.5
PHN 1000 mg/kg 14 17.04 0.508%% 4.147% 1,574 0.78  16.905 3.5
8.89 0.285 0.806 0.538 0.410 5.311 15.6
Color: A = Pale yellov or yellov,
a: Values are no. of animals vith findings.
b: Values are means and S.D. thereunder.
#: Differs from controls p<0.05.
#*; Differs from control, p<0,01,
i

BTN S o e v e - gl T



Table 9. Urinary findings in female rats in the final veek of 28-day repeated dose oral toxicity test of PHN (SR-9643)

oH Pro Glu Ket Uro Bil  Occult blocd  Color
No. of
Group animals 65 75 8.0 8.5 L3 - - 0.1 Eb/dl - - A
a
Controt 14 0 1 i} 13 12 14 14 14 14 14 14
PHN 100 mg/kg 7 1 0 i S 7 7 7 7 7 7 7
PHN 300 ma/ks 7 1 0 0 § 7 7 7 7 7 7 7
PHN 1000 ma/kg 16 0 3 0 11 14 14 14 14 14 14 14
Urinary sediments
Epithelial cell
Small Specific gravity
RBC WaC Squamous Round round QOthers
No, of 1.011-  1.021-  1.031-  1.041-  1.050¢
Group animals - - - - - - 1.020 1.030 t.040  1.050
Controt 14 14 14 14 14 14 14 ] 4 S 3 2
PHN 100 ma/ke 7 7 7 7 7 7 7 0 1 2 1 3
PHN 300 ma/ke 7 7 7 1 7 7 7 1 0 1 3 2
PHN 1000 ma/kg 14 14 14 14 14 14 14 2 ] 2 4 6

(cont inued)



Table 9. (continued)

Water
No. of U~Vol U-Na UK y-Cl U-Ca U-IP  consumpt ion
Group animals  ml/2lhr mEq/21hr mEq/21hr mEq/21hr mg/2lhr  mg/21hr q
b
Controt 14 10.64 0.77 1.821 1.119 0.764 8.2M 16.1
3.50 0.344 0.646 0.476 0.306 3.75 7.1
PHN 100 ma/kg 7 1.2 0.989 2.31% 1.460 0.974 6.243 2.9
R 528 0169  0.205 0.19 0786 3.8%8 5.8
| PHN 300 ma/ke 7 9.86 0.711 1.861 1.199 0.790 5.947 18.6
£.53 0.328 0.628  0.429 0.626 3.163 5.4
PHN 1000 me/k9 14 10.25 0.648 2,535« 1,229 0.827 6.633 21.1
5.55 0.318 0.546 0.346 0.510 4,186 5.5

Colar: A = Pale yellov or yvellow.

a: Values are no. of animals vith findings.
b: Values are means and S.0, thereunder.
w%; Differs from control, p{0.01.




Table 10. Urinary findings in male rats in the final week of 14-day recovery test after 28-day oral administration of PHN (SR-9643)

| Pro Glu Ket Uro Bil Occult blood Color
No. of = remmmmmmmme—m e —————
Group animals 8.0 8.5 + - - 0.1 EU/dL - - +44 A
a
Control é 1 5 6 é 6 ) 6 5 0 6
PHN 1000 mg/kg 7 ] 7 1 7 7 7 1 6 i 7
Urinary sediments
Epithelial cell
Small Specific gravity
RBC WBC Squanmous Round round Gthers
No. of e 1.021-  1.031-  1.041-  1,05(¢
Group animals - - - i - - - 1,030 1.040 1.050
Control 6 6 6 6 0 ) 6 6 1 1 3 1
PHN 1000 mg/kg 7 7 7 ) 1 7 7 7 0 2 3 2

{cont inued)



Table 10, (continued)

Water
No. of #-Vol I-Na U-K U-ct U-Ca U-If  consumption
Group animals  al/2lhr mEQ/2thr mEq/21hr wEqQ/21hr  me/2thr  mg/21hr 9
b

Control 6 16.00 1.608 3.488 2.097 0.847  10.828 0.0
6.14 0.358 0.318 0.464 0.291 5.83%5 5.8

PEN 1000 mo/ko 7 12.M 1.163 316 1.687 0.7%9 9.741 5.9
3.01 0.423 0.603 0.620 0.470 6.368 8.7

—————— - -

Color: A = Pale yellow or yellow.
a: Values are no. of animals with findings.
b: Values are means and S.D. thereunder.




Table 11. Urinary findings in female rats in the final week of 14-day recovery test after 28-day oral administration of PHN (SR-9643)

pH Pro Glu Ket Uro 8il  Qccult blood  Color
No, of = —-=mmeemmesemeeeme—cmcdmene s e
Group animals 6.0 7.5 8.0 8.5 1 - - 0.1 EU/dL - - A
a
Control 7 1 0 3 3 7 7 7 7 7 7 7
PHN 1000 mg/kg 7 0 2 1 4 7 7 7 7 7 1 7
Urinary sediments
Epithelial cell
Smalt Specific gravity
RBC Wac Squamoys Round round Others
No. of == 1.021-  1.031-  1.041-  1.056¢
Group animals - - - - - - 1.039 1.040 1.050
Control 7 7 7 7 7 7 7 0 3 3 1
7 7 7 1 7 T 7 1 2 4 0

PHN 1000 mg/kg

tcont inued)



Table 11. {continued)

Water

No. of Y-yol U-Na UK B-CL U-Ca y-IP  consumption

Group animals  ml/2thr mEq/2ihr mEq/2lhe wEa/21hr  mesZlhr  mg/2ihr g

: b

Controt 7 10.93 1.113 2.39 1.499 1.314 8.587 16.0
.83 0.367 0.513 0.446 0.965 3.185 5.9

PHN 1000 mg/ke 7 13.57 3% 2,73 1,740 2.487%  B.0T7 2.3
3.8

. 1.
468 0157 0390 019  0.767  3.378

Color: A = Pale yetlov or vellow.
a: Values are no. of animals vith findings.

b: Values are means and 5.0. thercunder.
%: Differs from control. p¢0.05,




) D

Table 12. Hematological findings in male rats at the end of 28-day repeated dose oral toxicity test of PHN {SR-9643)

No. of RBC Ht. Hb. MY MCH MCHC WBC Plat

Group animals  10%/ul ¥ g/l fl Pg S 1 S T
a

Control 7 8.147  49.74  15.81 6110 19.44 3180 1143 1029.1

0.440 2.15 0.81 1.37 0.73 1.05 3.61 145.3

PHN 100 ma/kg 6 8.25  49.43  15.60  60.15  19.00  31.60  13.02  1152.8
0.357 1.37 0.23 1.68 0.83 0.77 2.90 88.3

PHN 300 ma/kg 7 8.157  49.60 5.7 60.83 9.3 371 13,11 1145.8
0.538 3.24 0.1 1.17 0.57 0.61 2.56 154.9

PEN 1000 ma/kg 7 8.219  49.36  15.61  60.07  19.0& 3174 13,30 1051.6
0.233 1.1 0.66 0.8 0.4 0.40 2.41 3251

Hemogram of WBC

No. of Neutro.
animals Ret. T PT APTT Stab. Seg, Eos. Bas. Mono. Lymp.  Others
Group %o sec, sec, S€C. ¥ % b4 % ¥ b3 %
Control 7 13.9 206.4 13.51 27.13 1.3 8.0 0.6 0.0 0.0 90.3 0.0
2.7 36.0 2.09 2.43 0.8 7.2 0.5 0.0 0.0 1.6 0.0
(6)b {6) {6) {6) (6) {6) (6) (8)
PHN 100 mg/ks 7 13,7 184.0 13.56 26.71 1.0 12.3 9.5 0.0 0.0 86.2 0.0
4.8 17.5 1.5 317 0.9 £.3 0.8 0.0 0.0 5.2 8.0
PHN 300 mg/ks 7 14.1 226.7 14.07 28.69 1.0 8.1 0.3 0.0 0.0 90.6 0.0
1.6 78.2 2.28 2.60 0.8 2.6 0.5 0.0 3.0 2.9 6.0
PHN 1000 mg/kg 7 4.6 242.9 15.39 28.90 0.7 n.7 0.6 0.0 8.0 87.0 0.0
3.8 56.8 1.67 3.37 0.5 5.1 0.5 0.0 0.0 5.2 0.9

a: Values are means and 5.D. thereunder. b: Values in parentheses are no. of animals examined.



Table 13.

...........

Hematological findings in female rats at the end of 28-day repeated dose oral toxicity test of PHN (SR-9643)

No. of RBC Ht. Hb. MCY MCH MCHC WBC Plat
Group animals  10%/pl X g/dl fl pg £ 10%u 103/l
a
Controt 7 7.899 7.1 15,36 59.66 19.47 32.63 7.8  1149.7
0.255 1.40 0.2 1.43 0.62 1.9 1.04 8.1
PHN 100 ma/kg 7 7.936 47.13 15.57 59.46 19.66 33.04 7.69  1157.3
0.365 1.03 0.53 1.66 1.00 1.09 1.17 n.s
PHN 300 ma/ke 7 8.000 £6.84 15.% 58.61 19.20 32.71 7.66  1116.4
' 0.492 2.19 0.72 1.2 0.81 0.84 0.85 74.3
PHN 1000 ma/kg 1 8.370 50.07#  16.44w 59,81 19.64 32.89 8.70 173.0
0.286 2.16 0.62 1.18 0.40 0.41 2.55 93.8
Hemoaran of WBC
Neutro.
No. of Ret. cT PT APTT Stab. Seg Eos. Bas. Mono. Lymp.  Others
Group animals X, sec. sec. s6c. X 3 X X X X
} {8) ()] _
Control 7 13.4 186.1 11.68 19.85 0.7 13.7 0.6 0.0 0.8 85.0 0.0
2.8 80.2 0.55 1.00 0.8 4.4 0.8 0.0 0.0 5.2 0.0
PHN 100 ma/kg 7 13.4 156.1 11.93 21.07 0.7 11.4 0.4 0.0 0.0 87.4 0.0
2.4 12.5 0.39 2.57 0.8 2.2 0.5 0.0 0.0 2.4 0.0
(6) ()] i
PHN 300 ma/kg 7 13.3 164.0 .73 19.92 1.0 12.6 0.9 0.0 0.0 85.6 0.0
2.3 1.9 0.52 1.18 0.8 6.1 0.9 0.0 0.0 4.5 0.0
PHN 1000 ma/ke 7 9. 7%  199.7 11.93 20.87 1.1 8.3 0.7 0.0 0.0 89.9 0.0
1.7 52.3 0.46 2.38 1.2 3.2 0.8 0.0 0.0 2.9 0.0

a: Values are means and 5.D. thereunder,
®: Differs from control, p<0.05.

»#: Differs from control, p<0.01.

b: Values in parentheses are no. of animals examined.




Table 14.

administration of PHN (SR-9643)

Hematokogical findings in male rats at the end of 14-day recovery test after 28-day oral

Na. of RBC Ht. Hb. Moy MCH MCHC WBC Plat
Group animals 16%/ul % ga/dl ft Pg $  10%ul 1037t
a

Control 6 8,743 50.67 16.08 51.98 18.40 31.75 11,42 1102.0

0.296 2.51 6.57 1.97 0.32 0.81 3.20 3.4

PHN 1000 ma/kg 1 8.611 50.13 15.91 58.24 18.50 .7 13,71 1082.3

0.351 1.57 0.52 0.87 0.29 0.36 5.22 128.4

Hemparam of WBC
Neutro.

No. of Ret. cT PT APTT Stab. Seq. Eos, Bas. Mono. Lymp.  Others
Group animals % s€c. sec. sec. % % % % % % 4
Control 6 12.5 286.2 14.17 28.50 1.0 9.8 0.3 0.0 0.0 88.8 0.0
2.8 115.4 1.45 2.21 1.1 2.6 0.5 0.0 0.0 3.1 0.0
PHN 1000 mg/ke 7 12.7 23:.0 14,36 29,84 0.9 9.6 0.7 0.0 “6.0 88.9 0.0
2.4 60.2 1.85 3.67 0.7 7.1 0.8 0.0 0.0 7.9 0.0

a: Values are means and S.D. thereunder.



Table 15. Hematological findings in female rats at the end of 14-day recovery test after 28-day oral
administration of PHN (SR-9643)

No. of RBC Ht. Hb. MV MCH MCHC Wi Plat
Group animals 10%/ul ¢ 9/dL fl pg s 10%ul 103/
a

Control 1 8.321 9.13 15.76 59.00 18.93 32.09 8.06 11219

0.198 1.62 0.49 1.45 0.57 .M 3.2 109.1

PHN 1000 mg/kg 7 B.21 £8.37 15.43 58,86 18.77 31.89 7.86 1119.0

8.310 1.8 0.5 1.43 0.3% 8.53 1.50 107.8

_Hemogram of WBC
_Reytro.

No. of Ret. T PT APTT Stab. Ses. Eos. Bas. ¥ono. Lymp.  Others
Group animals 8 sec. sec. sec, X X 4 X 4 X X
Controt 7 12.7 220.7 12.21 21.89 0.9 8.6 0.9 0.0 9.0 8.7 0.0
3.9 7.6 0.55 1.67 0.9 2.5 0.9 0.0 0.0 2.1 0.0
PHN 1000 mg/ksg 7 13.4 212.6 12,14 22.81 0.9 12.6% 0.9 0.0 0.0 85.7 0.0
35 68.4 0.33 1.3 0.4 3.9 0.7 0.0 0.0 4.5 0.0

- —-——

a: Values are means and S.D. thereunder.
#: Differs from cantrol: p<0.05.




Table 16. Biochemical findings in male rats at the end of 28-day repeated dose oral toxicity test of PHN (SR-9643)

Protein fractions (%)

No. of TP Alb A/G Alb GLabulin GoT GPT ALP LOH v -GTP T-8il
Group animals g/dl g/dl Q a2 g v I6/L U/t N T/l 0/t me/sdl
a
Control I 5.57 2.23 0.670 53.97 23.31 5.87 15.71 1.1 100.3 27.1 §52.1  1870.9 0.59 0.10
0.11 0.08 0.037 1.43 1.65 1.00 0.81 0.51 1.4 2.9 7.8 85.5 0.26 0.00
PHN 160 ma/kg 7 5.66 2.33 0.703 54,13 23.76 5.43 15.66 1.03 101.9 26.6 563.4  2072.0 0.70 0.10
9.21 0.10 0.041 1.69 1,99 0.70 1.00 0.36 11.6 3.2 95.4 422.5 0.63 0.00
PHN 300 mg/kg 7 5.71 2.29 0.670 52.07 24.99 5.41 16.57 0.96 102.9 21.7 §6B.7 21287 0.84 .10
0.2 0.12 0.040 1.9 0.52 1.27 1.09 0.35 10.9 4.1 83.1 320.0 0.33 0.00
PHN 1000 ma/ks 7 5.67 2.21 0,671 53.00 24,00 5.26 16.54 1,20 96.1 25.1 £62.9  1838.3 1.01 0.10
0.19 0.10 0.047 2.84 2.2 0.89 1.37 0.63 16,1 1.5 92,1 682.9 1.03 0.00
No. of Glu T-Cho 16 BUN Crea Na K cl Ca P
Group animals mg/dl mg/dl mg/dt mg/dl ma/dlL mEq/1 mEg/L mEq/L mg/dL mg/dl
Control 7 142.0 56.9 66.4 15.50 0.46  145.64 4,681 107.3 0.87 8.18
14.6 6.5 16.0 1.48 0.05 0.63 0.145 1.4 0.21 0.43
PHN 100 ma/kg 1 138.4 49.4 .4 14.37 8.66  145.00 5.023 108.0 10,01 8.60
18.4 5,0 10.1 1.63 0.08 .65 0.333 2.0 0.29 0.51
PHN 300 ma/kg 7 149.0 59.9 8.9 15,43 0.4  145.29 4.900 106.7 10.04 8.73
10.0 13,4 9.2 0.54% 0.05 1.19 9,280 1.4 0.26 0.47
PHN 1000 my/kg 7 146.3 §7.4 5.4 14.77 0.50  144.57 4.897 109.3 9.97 8.9
13.9 7.8 19.2 1.93 0.06 1.24 0.464 1.1 0.24 0.65

a: Values are means and S.D. thereunder.



Table 17. Biochemical findings in female rats at the end of 28-day repeated dose oral toxicity test of PHN (SR-9643)

Protein fractions (X)

No. of TP Ath AG Alb globulin 60T GPT ALP LK ¥ -6TP
Group animals g/dl g/dl Q [ 3P B Y {i7Al i /L wn JUTAN
a ,
Controt 7 5.81 2.51 0.764 58.719 19.49 5.27 14.69 .n 119.9 24,0 236.3 2613.4 1.00
0.22 0.16 0.050 2.68 1.38 1.83 2.10 0.51 19.8 4.7 52.8 721.6 0.40
PHN 100 ma/ke 1 5.80 2.5 0.760 58.79 19.9 £,66 15.04 1.57 111.9 2.4 59.9 N6 1.26
0.27 0.13 0.045 1.5¢ 1.90 1.2¢ 0.97 0.33 16.9 4.5 12,6 4123 0.29
PHN 300 ma/ka 7 5.1 2.5 0.79 59.% 18.69 5.07 15.23 1.67 108.4 .1 286.1 2208.4 .1
0.21 0.4 0.062 1.82 1.31 1.68 1.3 0.58 17.5 I 56.8 655.8 0.47
PHN 1000 ma/ke 7 5.69 2.41 0.739 57.64 20.80 4,50 15.50 1.56 114.4 23.7 258.4  2452.9 1.2
0.25 0.12 0.037 1,04 1.18 0.9 1.13 0.27 17.5 5.7 55.8 606.1 0.43
No. of Glu T-Cho TG BUN Crea Na K €l Ca IP
Group animals ma/d\ mg/dl ng/dt mg/d\ ma/dl meg/L wEg/L nEg/l mg/dl ae/dl
! Control 7 123.9 67.0 20.3 18.00 0.50  143.57 £.710 109.4 9.80 1.4
, 20,3 9.9 15.1 1.61 0.06 1.06 0.183 1.0 0.28 1.1

. PHN 100 mg/kg 7 15.7 60.4 1.3 18.49 0.5 M AMHT 109.4 9.63 1.61
- 15.1 11.8 4.2 2.13 0.05 0.63  0.306 1.3 0.31 0.8
PHN 300 ma/kg 1 121.9 1.9« 134 16.50 0.6 W31 4TRS 1079 9.64 1.87

13.9 6.6 2.5 1.19 0.05 1.2 0.375 2.2 0.46 1.44

PHN 1000 mg/ke 7 1.4 49,60 16.3 16.86 0.46 18271 4.83% 107.7 9.79 8.16

6.7 10.2 1.1 2.5 0.05 132 0.286 1.5 0.32 0.7

a: Values are means and S.0. thereunder. #: Differs from controls p<0.05. ey Differs from control, p<0.01.




Table 18. Biochemical findings in male rats at the end of 14-day recovery test after 28~day oral administration of PHN (SR-9643)

Protein fractions (%)

No. of P Alb A/G Ald Globulin 60T 6PT ALP LBH ¥ -6TP  T-Bil
Group animals g/dl g/dl Q. Q2 8 Y /L i 17t (711 /1 mg/di
a
Control 6 5.80 2.25  0.638 51,92 24.10 8.3 1632 .30 1%.8 2

5.2 397 2318.3 0.63 0.10
0.22 0.10  0.06% 2.44 3.3 3.04 3.67 0.52 22.9 3.5 25.9  1060.8 0.42 0.00

PHN 1000 ma/kg 7 5.89 2.2 0,620 4946  25.79 7,13 16.13 1.5 109.3 25,7 318.4 2286.6 0.77 0.10
0.21 0.15  0.068 3.8 1.30 2.35 3.90 0.46 28.4 3.6 49.9  1059.1 0.27 0.00

No. of 6lu T-Cho 16 BUN Crea Na K CL Ca 1P

Group animals mg/dl ma/dt mg/dl ma/dl na/dt nEa/l mEa/\ mEq/t mg/dt mg/dL
Control 6 139.3 57.40 k&5 17.73 0.47  145.42 £.852 108.0 9.73 7.78
6.4 5.5 19.3 0.6 0.05 1.43 0.265 1.1 0.20 0.47

PHN 1000 maskg 7 154.0 50.6% 8.6 17.81 0.6  144.43 &.817 107.3 9.63 7.80
26.6 15.5 8.4 1.81 6.05 0.98 8.219 1.5 0.26 0.42

a: Yalues are means and S.D. thereunder.
#: Differs from control, p<0.05.



Table 19. Biochemical findings in female rats at the end of 14-day recovery test after 28~day oral administration of PHN (SR-9643)

a: Values are means and S.D. thereunder.

Protein_fractions (X)
No. of TP Alb A/G Alb 6lobulin 60T GPT ALP L0 ¥ -GTP T-Bil
Group animals g/dl g/dl @ e B Y /L 1/t T/t /1 W/ me/dl
a
| Control 7 6.19 2.64 0.748 59.84 19.2¢ T.43 1.3 2.2% 131.4 5.3 178.0  3006.6 1.00 0.10
0.28 0.14 8.0% 1.80 1.6 1.65 2.4 0.78 5.4 9.4 g3.0 10519 0.5 0.00
PHN 1000 mg/kg 7 6.1 2.59 0.731 58.63 19.81 7.0 11.66 1.9 129.6 5.0 178.6  2908.9 0.89 0.10
0.3t 0.18 0.021 0.74 1.32 1.5 2.5% 0.82 28.0 8.9 213 923.6 0.35 0.00
| No. of 6lu T-Cho T6 BUN Crea Na K cl Ca IP
Group animals mg/dt na/dl mg/dt mg/dl ma/dl mEq/l nEa/l mEq/| mg/dl ng/dl
‘ Control 7 141.9 59.7 13.9 19.23 0.51 183,43 4,439 108.6 9.70 6.46
i 14,2 10.1 £.8 2.30 0.0_4 0.89 0.343 2.1 0.28 0.63
J PHN 1000 mg/kg 7 132.0 61.4 16.4 20.93 0.57 -143.50 4.651 107.7 9.86 7.00
| 18.0 10.3 7.8 2.23 0.10 0.82 0.18 1.8 0.28 0.65




Table 20. Absolute and relative organ weights in male rafs at the end of 28-day repeated dose oral toxicity test of PHN (SR-9643)

Body Brain Liver Heart Lung Spleen Kidney

No. of weight Right Left Total

Group animals g q % g % g ¥ g % g ¥ g % g % g 4

a

Control 7 3387 2.026  0.601 16.314  3.043 1,206 0.356  1.313 0.389  0.72r 0.214  1.287 0,381 1.24 0,317 2.561 0.759
21,6 0.058 0,053  0.815 0.086  0.042  0.019 0.09%  0.022  0.08  0.027  9.081 0.029  0.981 0.030 0.156 0.061

PHN 7 333.9 2.070 0.621  10.26% 3.067 1.214 0.364 1.271 0,381 0.703 0.211 1.250 0.376 1.236 0.370 2.486 0.746
108 mg/kg 16.0 0.109 0.034 1.304 0.262 0.065 0.028 0.084 £.025 0.079 0.027 0.091 0.823 0.093 0.028 0.18 0.049
PHN 7 348.9 2.02 0.579  10.967 3147 1.240 0.354 1.3% 0.3% 0.716 0.207 1.330 0.380 1.314 0.374 2.646 0759
3060 ma/kg 12.7 0.115 0.028 0.696 0.208 0.046 8.01 0.090 0.020 0.058 0.013 0.035 0.013 0.076 0.020 0.108 0.027
PHN 7 335.3 2.010 0.600 10.167 3.031 1.207 0.360 1.310 0.391 0.627%  0.190%  1.306 0.389 1.297 0.386 2.603 0777
1000 me/kg 9.6 0.058 0.025 0.685 0,141 g.105 0.032 0,081 0.025 0.033 0.008 0.085 0.025 0.074 0.02 0.135 0.042

Pituitary gland Thymnus Thyroid Adrenal Testis

No. of - Right Left Right Left Right Left

Group  animals mg 187°% mg 107%% mg 107>% mg 107%% mg 1073% mg 107%% g ¥ g 4
Control 7 10.97 3.244 617.7  182.2%1 10.06 2.981 9.23 2.72% 26.6 7.853 21.3 8.063 1.64% 0.487 1.597 8.471

0.73 §.19 97.2 26115 1.26 0.463 1.81 0.479 §.b 1.260 3.5 0.944 0.116 0.038 0.088 0.03%
PHN 7 11.47 3,43 591.3  177.756 10.21 3.074 8.04 2.423 25.3 7.569 27.4 8.196 1.556 0.466 1.540 0.463
100 mg/kg 1.3 0.340 95.5  32.395 1.40 0.512 1.45 0.509 5.k 1.583 6.3 1.793 0.107 0.028 0.074 0.021
PHN 7 11.80 3.380 643.0  183.826 11.06 3.164 9.8¢ 2.830 28.0 8.034 29.1 8.351 1.531 0.439 1.537 0.441
308 mg/kg 1.49 0.395 135.3  36.0M 1.81 0.453 1.38 0.457 2.6 0.798 2.3 0.560 0.097 0.037 0.108 0.038
PHN 7 10.81 3,226 606.1 181.039 1.3 3,390 9.97 2.983 26.1 7.824 28.1 8.411 1.526 0.456 1.503 0.449
1000 mg/kg 1.28 0.366 99,2  30.82% 4,50 1.355 2.99 0.918 3.2 1.7 3.0 1,045 0.151 0.051 0.150 0.049

a: Values are means and S.D. thepreunder. #: Differs from control, p{0.05.



Table 27. Absolute and relative organ veights in female rats at the end of 20-day repeated dose oral toxicity test of PHN (SR-9643)

Body Brain Liver Heart Lung Spleen Kidney
No. of weight Right Left Total
Group animals g g ¥ g 4 9 ] g 4 9 5 ] | 9 X 9 ]
a

Control 7 209.3 1.910 0.917 6.060 2.8% 0.809 0.387 0.997 0.479 0,460 0.220 0.806 0.386 0.783 0.373 1.589 0.759

16.2 .083 0.074 0.663 0.165 0.097 0.03 0.059 0.018 0.055 0.02 0.089 0.023% 9.104 0.026 0.182 0.049
PHN 7 208.3 1.879 8.901 6.170 2,957 0.820 0.39% 0.99 0.479 0,440 0,211 8.859 0.413 0.831 0.400 1.690 0.809
100 ma/kg 6.8 0.073 0.05¢ 0.509 0.185 0.05¢ 0.024 0.042 0.026 0.057 0.029 0.147 06,065 6.128 0.65 0.273 0.117
PN 1 204.7 1.840 0.904 5.943 2.909 0.804 0.39 0.934 0.459 0.446 0.216 0.821 0.403 0.823 0.404 1.644 0.806
300 mg/ke 17.7 0.079 0.081 0.502 0.200 0.048 0.031 0.050 0.027 0.087 0.02¢ 0.071 0.027 0.064 0.038 0.129 .06
PHN 7 2109 1.967 0.911 5.790 2.746 0.800 0.380 0.981 0.464 0.453 0.219 0.847 0.404 0.820 4.9 1,667 0.79%
1000 mg/kg 16.8 0.066 0.091 0.525 .07 0.061 0.015 0.079 0.033 0.077 0.038 0.044 0.036 0.086 0.027 0.096 0.061

Pituitary sta Thymus Thyroid Adrenal QOvary

No. of Right Left Right Left Right Left

Group animals me 107%% ng 107 » 107% Y] 1073 n 1073 » 1073 " 1073 ] 1073
Control 7 11.60 5.509 542.1 259.450 8.49 4,026 7.40 3.529 321 15.%6 2.0 15.306 40.4 19.229 44,9 21.540

2.41 0.739 122.5 59.066 2.05 0.715 1.81 0.819 7.0 3.047 6.7 M0 10.4 $.269 8.7 £.542
PHN 7 13.03 6.256 422.1 202.826+ 8.56 117 1.2 3.497 2.3 15.521 KiN 16.216 7.1 22.633 48.9  23.420
100 mg/kg 1.% 0.666 §1.9  20.73% 1.2 0.651 1.17 0.530 4.2 2.148 3.5 1.902 5.1 2.364 6.8 2.818
PHN 7 12.30 6.030 505.6 245.343 8.21 4.0% 7.99 3.906 0.1 14.817 AR 15.331 4.0 21.570 42,3 20,763
500 ma/kg 1.92 0.743 107.8 36,397 1.9 0.816 1.14 0.485 3.6 2.7152 18 2.592 8.9 4.482 8.5 §.354
PN 1 1.1 5.591 496.9 234,583 71.99 3.784 71.57 3.597 3.6 14.988 2.4 1531 2.6 20.331 493 23.39%
1000 mg/kg 1.50 0.667 82.6 26.638 2.18 0.954 1.69 0.668 5.0 2.2% 4.6 1.570 6.1 3.566 5.6 2.214

o o o B e e 0 et e o o e o -

a: Values are means and S.0. thereunder. #: Oiffers from control, p<0.05.

) | |




Table 22. Absolute and relative organ weights in male rats at the end of 14-day recovery test after 28-day oral administration of PHN (SR-9643)

Bady Brain Liver Heart Lung Spleen Kidney

No. of weight Right Left Total
Group animals g q % g ) q % g % q X q b ] S g ¥

a
Control 6  406.8 2,058 0505 11.352 2,792

1.390 0.343 1.330 0.328 0.770 0.190 1.415 0.348 1.418  0.348  2.833 0.697
1.2 0.049 0.02¢  0.616  0.147 0.115

1 0.030 0.038 0.015 6.075 0.019 0.079 0.023 0.061 0.021 0.124 0.040

PHN 7 389.9 2.113 0,546  11.343 2.910 1.310 0.353 1.376 0.351 0,631«  0.163*  1.460 0,376 1,440 0.370 2.900 0.746x%
1000 ma/kg 3.7 0.087 0.040 1.338 0.195 0.111 0.027 0.165 0.022 0.126 0.022 0.122 0.011 0.126 0.016 0.238 0.021
Pituitary gland Thymus Thyroid Adrenal Testis
No. of Right Left Right Left Right Left
Group animals mg 1673% mg 1073 mg 1073% mg 107% mg 1073% g 107%% g 4 g %
Control 6 12.10 2.973 492.5 121.198 11.67 2.863 10.12 2,480 28.7 7.033 31.0 1.597 1.510 0,372 1.485 0.365
1.12 0.250 68.9  18.100 1.76 0.398 1.88 0.408 3.6 0._?37 5.3 1423 0.135 0.038 0.154 0.042
PN 7 11.66 2,996 518,1 131,357 10.73 2.75¢ 10.59 2,749 29.0 7.489 30.1 7.781 1,519 0.290 1.53% 0.39%
1000 maskg 1.45 0.327 147.6  29.798 1.33 8.311 1.78 0,630 5.6 1.577 7.0 1.873 0.162 0.037 0.157 0.051

a: Values are means and S.D. thereunder.
¥: Differs from control, p<0.05.



Table 23, Absolute and relative organ veights in female rats at the end of 14-day recovery test after 28-day oral administration of PHN (SR-9643)

-——

Body Brain Liver Heart Lung Spleen Kidney
No. of weight ' Right Left Total
Group animals 9 ] X 9 5 9 % 9 X g % 9 £ ] ) 9 X
a
Control 7 239.0 1.956 0.821 6.611 2.770 0.896 0.373 1.067 0.449 0.481 0.200 0.907 0.380 0.887 0.373 1.79% 0.751
20.3 0.102 0.048 0.694 0.231 0.077 0.025 0.098 0.03 0.095 0.627 0.081 0.028 0.084 0.029 0.165 0.057
PEN 7 246.4 1.964 0.803 6.39 2.603 0.8%9 0.366 1.051 0.427 0.49%  0.200 0.9%0% 0.369 0.891 0.361 1.800 0.730
1000 mg/kg 21.7 0.957 0.079 0.359 0,145 0.070 0.031 0.058 0.029 0.095 0.026 0.162 0.051 0.128 0.036 0.286 0.086
Pituitary gland Thymys __Thyroid Adrenal Ovary
No. of Right Left Right _Left Right Left
Group animals g 10°%% mg 1073 mg 1073 ng 1073 " 1073 » 1073 ] 1073 " 1073
Control 7 13.87 5.796 458.7  190.996 8.7 3.666 8.33 3.484 K0T I T 3.3 15.2710 §6.3 19,534 48.7  20.320
2.5 0.731 9.6 33.102 2.82 0.959 1.1 0.704 5 2.197 k0 2.042 1.4 3.683 9.9 3,641
PHN 7 14.23 5.776 403.7 164,603 8.66 3.526 9.26 3.769 2.0 13.057 .1 13917 o4 20.0% 45.9  18.580
1000 mg/kg 2.2 0.795 89.5 35.298 1.% 0.540 1.13 0.469 2.6 1.457 3.6 1.745 6.3 1.350 7.3 2.216

- -

a: Values are means and S.D. thereunder.
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Table 24. Gross findings in rats at

the end of 28-day repeated dose oral toxicity test of PHN (SR-9443)

Male Female
PHN {mg/kg) PHN (ma/kg)
Group Control 100 300 10G0 Control 108 300 1006
No. of animals examined 8 7 7 7 7 7 7 7
No. of killed animals 1 0 0 0 0 0 0 0
Organ : Findings
a b

Nose : Fracture 1 - - - - - - -
No. of surviving animals 7 7 7 7 7 7 7 7
grgan : findings

Kidney : Dilatations renal pelvis ] ) ) )] ) b 0 0

a: Values are no. of animals with findings.

b: - = hlank value.



Table 25, Gross findings in rats at the end of 14-day recovery test after 28-day oral administration of PHN (SR-9643)

v e — v —————— —— .t e i A e S O sl e 0t R OO o P B -

Male Female
........ ” " -
Group Control 1000 mg/kg Control 1000 wg/kg
No. of animals-;;;r-nined é { 7 7 B
Organ : Findings
Kidney : Dilatations renal pelvis Ua 0 ] 1

a: Yalues are no, of animals with findings.




Table 26. Histopathological findings in rats at the end of 28-day repeated dose aral toxicity test of PHN (SR-9643)

Male Female
PEN {mg/kg) PHN (mg/kg)
{tem Control 100 300 1000 Control 100 300 1000
No. of animals examined 7 7 7 7 7 7 7 7
a b
Organ : Findings Grade
c

Kidney : Hyaline droplet, proximal tubular epithelium + 2 3 2 2 0 e 0 0

Dilatations renal pelvis + l 1 Q 0 0 ] 0 0
Pituitary gland : Hyperplasias tubular, pars nervosa 1 1 i} 0 9 2 0 0 0
Trachea : Cellular infiltration, lymohocyte, lamina propria + 0 0 0 0 0 1 0 0
Parotid aland : Atrophy, acinar cell + ] i} 9 0 9 ] 0 i

d

Prostate : Celtular infiltration, lymphocyte, interstitium + 0 0 ] 2 - - - -

a: There were no abnarmal findings in the livers spleens hearts lungs cerebrum, cerebellums adrenal, thyroid, parathyroids thymus. mesenteric lymph node, pancreass tongue.
submand ibular lymph node submandibular gland: sublingual gland, mammary slands skins eyeball, Harderian gland, sternum: femur. bone marrows spinal cord, sciatic nerves
skeletal muscles aortas larynx. bronchus, esophaguss forestomachs glandular stomach. duodenum jejunums ileums cecum» colons rectums urinary bladder, testis, epididymis,
seminal vesicle, ovary, uterus or vagina.

b: + = slight change.

¢: Values are no. of animals with findings.

d: - = blank value.



21. Histopathological findings in rats at the end of 14-day recovery test after 28-day oral administration of PN (SR-9643)

-----

, of animals examined
i a
| rean : Findings

Male
PHN
Controt 1000 mg/ke Control 1000 mg/kg

6 1 7 7

b

Grade

¢
Jver : Microgranuloma ¥ 0 ] 1 i
Kidney : Hyaline droplets proximal tubular epithelium 4 5 & 8 0
fosinophilic body, praximal tubular epithelium + 1 2 | 0
Regeneration: tubular epithslium + 8 1 0 it
Cetlular infiltration, Lymphocyte, cortex + ) i ] 4
pilatations renal pelvis 4 0 0 [} 1
Pituitary gland : Hyperplasia» tubular, pars nervosa + ] 0 8 1
Tyst (+) i 0 0 ]
Trachea : Celiular infiltration, lymphocyte. lamina propria + 0 i 0 i
d

Prostate : Cellular infiltration, lymphocytes interstitium + 8 1 - -

a: There vere no abnormal findings in the spleen, heart. lung. cerebrums cerebsilum» adrenal: thyroid, parathyroid: thymus, mesenteric iymph nodes pancreas: tongue,
submandibular tymph noder submandibular glands sublingual gland parotid oland. mammary gland. skin. eyeball: Harderian gland: sternums femurs bone marrow. spinal cord:
sciatic nerves skeletal muscle, aorta. Larynxs bronchuss esophagus, forestomach. slandular stomach, duodenums jejunums ileums cecum: colons rectums urinary bladder,
testis: epididymis, seminal vesicles ovary, uterus or vagina.

b: + = slight change and <(+> = detected.

¢: Values are no, of animals vith findings.

d: - = blank vatue.
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