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administration esceovecceseccscsvsrccscssscscocsssorcocessccncsccss 9f

Table 3 Food consumption of male rats (P) in combined repeat dose and

reproductive/developmental toxicity screening test of
Tripropyleneglycol by oral administration ¢cesesecesssecsccccrccses 922
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num blueik. LY A(Ca)FOCPCHEIR & U WIh L AEIATIEE (AU 500, 41 N
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1. RiEIRS5HE
1. M (P) WRIZTRE

(1) —f%4RAE (Tablel-1~1-2. Appendix:1-1~1-10)

X RBEES L U 200me/ kg A T DIRE- BT, BFERUEA WM -1,
1000mg/kgB¥ Cld. 1B5HIEAH LRI B S H & TL~3fI TR 5 RICFTHEDH &
hizo WERBIRSRTHEED>HohRH. F5MKRCITHEL Tk, TOMMIZE.
REERGBEIh P k.

(2) & & (Table 2. Fig.l. Appendix:2-1~2-5)
RIS HAMEBE FTIIEGROEBLTRLU. VINLOMERILLEEETRD SR

Mholz,

(3) {BfiE (Table 3. Fig.2. Appendix:3-1~3-5)
BIBSHE HEHL ITFEROERLZRU. VINOIERRHEFETELRD IR
‘}))‘37;‘_’0

(1) MLfgEE948 2 (Table 4. Appendix:4-1~4-10)

BIEEHOVWTNOHEIER & b C IZIIARETH Y. FEEUED Wi,
2o



(5) iEAL2EORZE (Table 5. Appendix:5-1~5-20)
BIREGBEOWIThOIFEIEE S HXIEH L ITIFAEEETH Y. FEERID»ohiah-
foo 2B MBHDIBITCE-CTPEEEER UL LD, YHTUNIVEBKED 1,

(6) ARAFR (Table 6. Appendix:6-1~6-5)
200mg/kgBED 1] (No.310) T. B (G OFZIIRNA Sz, FOMIZIE. F
it ohirholz,

(1) B[EEX (Table 7. Appendix:T-1~7-5)

YRR LU T 1000mg/keBEDAFREI BB/ S KUHN ER. 2>V ICERIE SR
WEEREERRU 2. 200mg/kgLAT DIREH T, WIhOREERE HHFEEULIYD
DX 157300 iR

(8) RIS MYIRE (Table 8. Appendix:8-1~8-2)

D ¢ & < REEQRSFIEDHIBEDIFICA S h k2,

ThE : O EREOBIESNEROFC A >N,

FOMMOREIRG OIFHK. TEl%. MBE. #8. BE LK. MBLKURE) TU. WIh
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2. i (P) RBIZIHE

(1) — k& (Table 9-1~9-3. Appendix 9-1~9-5. 10-1~10-5. 11-1~11-5)
ARG E & UAANRIR. SRR 72 S U E P2 E U T HBRB LU
BRIZFHEOATERIHRShzh o k.

(2) & & (Tahle 10-1~10-3. Fig.3-1~3-2. Appendix 12-1~12-5. 13-1~13-5.
14-1~14-5)

ZEHEHT B L UREIIRG. R R s UV CHEIMT2E U T, SIR5HOK
S E ITEFAREETH Y. HEZEWEZEDshh o1k,

- (3) A& (Table 11-1~11-3. Fig.4-1~4-2. Appendix 15-1~15-5. 16-1~16-5.
17-1~17-5)

ZHCRARGTN B K UZEMIRIP. SRR R S B IIRIP LB U T RIR5HOH
IR IIREETH Y. HEZEED s hah o k.

Q) 2T E (Table 12-1~12-2. Appendix:18-1~18-5)
Elgh¥y
XHRBEED 1] (No.053) CHEOBEE S RAHES LUMEE 5L ORBBH O N>,



ZTOMY. EXGHacNRM S,
TSV
AR (No.056) TlE. ZETUHONRI 2B,

(b)) HEER

E8hY (Table 13. Appendix:19-1~19-5)

XAMEFELZ HE U T 1000mg/ keTED AT E B EERFGIELRU Lo T, HE
ZUIBD sz o tz,

AEEEY] (Appendix:19-6)

THEEY) (No.056) k. RFEOMMOPRILU THREB KUTFRERSVORKHETH - /2,

(6) WIBHEE IR Z (Table 14. Appendix:20-1~20-2)

AEHE © & <BEOIRITEHEN. HIZFES XU 1000mg/kgFEDZ2HICH S 11z,

B RS ORISE B LURBREERSEY. MEROIFICH S, TILOREITE
ETH-ol,

ZOboRELRG GOl TElR. SR, i#E. B LURT) T, wihd (T
WMEEL) ERE A0l

. HREFE#E

1. 8 (P) O%MFELCRITTRE (Table 15. 16-1~16-2. Appendix:2l-1~
21-10.22-1~22-5. 23-1~23-15)

(1) FtHEE
R - BIHEIART RO TH M B KU RS RO 148 R GZEET) ORGOHKIT. &IR58
EHIMEPLFITREETHY . FEEIRD Wb ok,

(2) RRHR. HROIES LURRE

BHOBME L. RBHFRGEKRSH & TRLAHTRENHEZIN . KRKRE TOHKY
W XIBEEEN2.3H. BIGHN2.3~2.3H TEIRBETH o2, FRBI. XMEH
BIUBIRSGELE HI0%TH -2,

—F BHED & S WCHBREOIFBTIE TS > 2o, RSB ES G, &
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TWHI00%TH > 1z,
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(3) MERRIRTF X U R el Rg
BBGHOLEHINRILE22.08~22. 25H THUE D22, 09H L IZIFFIEECH V. HE
ZEZDohieh ok, . WIhOBPELMFHKBILEFTLAOhRh >,

1) &EE. EFRREB LUEKRE

ARAHL. BBEGRDINT.8~19.1TH V. WIEELIT.5TH > k. BERRHAW. BIXF
T¥EP15.3~16.3TH 0. MNBEIIS.5TH o le Tl BEBIIEILGTEHNB6.0~88.0%
THY. HEAFII0.0%THHR. WINDIHE D . FIESGHELXBH L IIIERELT
V. FEEUERD oMok,

(5) HiEE%
MRS LUBRSRE D, HERLI00% TS o 1z,

2. PR (Fy) WHIFIREE (Table 16-1~16-2. Table 17. Table 18. Fig.5. Ap-
pendix:23-1~23-15. 24-1~24-5)

() HIER¥ES KU D8

SUBEEREE . MIBHN14.4. BIESHEN14.0~15.2TH >R T DB
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(2) iR, ROEHES LUt

NHEOH DL RS HBEEN14.3. BIGSEH T3 I~15.1TH > k. BIEERK
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LD RIEEIN98. 7% B IEGRENIT. 1~100.0%TCH o 12e VI NDIEEL HLXIMEEBELO
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(4) FEROKE

BIXGROREL. WEIHS XUIH Ll B TIMARETH Y. H
BRUBD o>,

(5) HHEROHRTR
WINORE L. BRTEEER DM o],

fuTaeLr>yy)a—nm. v b RHWRRERSEE - AL ENIIS R E
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S#FEENA S 0. FHEERIYSAEOATH Y. —BHOERTH o R, T,
S E BERME TLL1000mg/kefE CHROENER S KUHNERR S UICEROMAER
BEERZRLU. CHhoORBEANOBRHWREZENRBRI NG, U Uiss. miggiksEn
RETUCHSOREORECHET 3L Ebhh2RABICEHIAONT . F Rl
BEFMIBRE T YRR RENRIBTIL R A# o hRh o ke BB, MITILFIIRELLS L
THREBEOIHITr-GTPHEDFLLU TEBERRU 2. UhURD S HiREEICHE
TE53LEFEIOGNSBREOHBE TR, S8, HERETETEIA#50T. TOLORKRE
HH I HIFELRELIED o h R0 Eh o HAROFFHEICIIRIE &2 I 2 WBFE
BREBbhiz, SHRTE. 200mg/keBED I CHEROBRIGEBAON L OAT. HEHRY
HitGWREAT 2 - BEhbh 3T bldHs b -z, X o8, (KE. BEES LU
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UlDHT. —HARRBIER. (FE. BHE. RS XUREHEFIIRE TERMAIRS
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Ula> T UYHABRUTUEBT SV T0EL 7Y a—O—REEFRERE
Blt. MihES £200mg/kg e eI X h 12,

WEWPIDLRIEIH U T R, 18 (B) Bk, Felilasis & UICIREME
2ld. BIESHEE GHEEB NP>, Fh. BIHGHEE QEEIN. Mk, &
¥, SR, SEREBLIUVHERCEREIA WMok,
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Uli->C. HaliRRZRGT T Y TOE L 27 a— LSSk 4 St ey
Bl MBEOEMS XURSWOFRKEEU T, WThd1000mg/kg& il h i)z,
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Ehie, Fh. EMFEEFIEEOLRERZERIL. MEBOLMS XURSBPOFRECEALT
W4 1000mg/kg & HEX 2,

1)OECD GUIDELINE FOR TESTING OF CHEMICALS. Combined Repeat Dose and Reproductive
/Developmental Toxicity Screening Test (B &tikiidRmkd: Gty
LENWEZHh IRt h 88D

2) rpy7EL Yy a—) (CAS No.24800440) D5 v P ITHT 4%

IR5R & 5 RIERG N - EREFREEFHEHGHRO TRk ORISHGH
(BB REANL AV Y —F LI — PRHAFK. FHSEIRITH)



Table 1-1. General sign of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test of Tripropyleneglycol by oral administration
Group Number of males Days of administration

(mg/kg) and general sign 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Control 0| Number of males 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
Normal 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
8| Number of males 12 12 12 12 12 12 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 312 12 12 12 12 12 32 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40| Number of males 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
Tripropyleneglycol Normal 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 i2 12 12
200| Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 122 12 12 12 12 12 12 12 12 122 12 12 12
Normal 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
1000 Number of males 12012 12 312 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 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
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Table 1-2. General sign of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test of Tripropyleneglycol by oral administration
Group Number of males Days of administration

(mg/ke) and general sign 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50¢
Control 0] Number of males 12 12 12 12 12 1212 12 12 12 12 12 1 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
8| Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40| Number of males 1212 12 12 12 12 1212 1212 12 12 12 121212 1212 121212
Trpropyleneglycol Normal 12 12 12 12 12 12 12 12 12 120 12 12 12 12 12 12 12 12 12 12 12 12
200| Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000| Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 11 11 10 9 9 12
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 ! 1 2 3 3 0

*: The day of necropsy.



Table 2. Body weight of male rats (P) in combined repeat dose and repreductive/developmental toxicity screening test
of Tripropyleneglycol by oral administration

Group fontrol Trioreoyliengiycol

(ma/kg) 0 8 &0 200 1000

Number of males 12 12 12 12 12

Days of admin-

istration ! 362.7 % 8.0 367.0 = 1.9 348.3 = 14,2 345.7 = 13,0 386.7 = 12.9
4 375.8 = 10.4 376.4 £ 12,0 381.2 =+ 12.% 38C.&6 = 14,1 377.8 £ 15.%6
8 388.2 £ 10.8 387.7 = 13,2 3932 = 17.3 393.7 = 16,7 394.0 2 19,46
11 399.9 = 13.8 396.5 = 12.48 462.2 = 19,5 40%5.7 = 18.4 402.7 = 21,84
15 410.4 = 18.0 409.1 = 15,2 416.3 = 21.8 415.3 = 18.8 415.5 *  24.4
18 419.2 = 13.7 417.% = 17,0 £20.7 = 23.¢ 421.7 = 20,3 423.7 £ 21.8
22 | 435.3 =2 16,1} 433.0 £ 21.0 34,7 = 23.2 438.2 = 20.0 437.6 = 24.3
25 441.2 = 16,5 439.7 = 22.0 2.V = 24,8 442.4 =2 22,6 440,2 = 26.2
29 | 450.7 £ 18.5 449.0 = 26,2 $51.2 = 26.9 455.3 = 22.4 450.2 = 28.1
32 442.6 = 17,9 {57.9 = 27.3 i59.5 = 27.8 443.7 = 24,4 458.0 = 28.3
36 | 470.8 = 17.8 465.9 = 27.0 465.2 £ 27.9 473.9 = 24.9 470.2 = 30.8
39 478.7 & 18.¢ 475.8 = 26.3 4747 = 291 484.7 = 25.7 475.0 = 29.8
43 485.7 = 19.¢6 481.1 = 27.4 482.0 = 29.0 481.7 £ 26.3 481,11 = 32,1
4é 493.2 £ 18,2 489.2 = 26,2 490.2 = 30.1% 499.1 £ 29.3 486.6 £ 33.4
S0 | 469.6 x 17.4 466.9 £ 25.7 471.2 = 29.4 477.8 > 26,9 464.1 *  29.5

Each vatue shows mean (g) *S.D.



Table 3. Food consumption of male rats (P) in combined repeat dose and reproductive/developmental texicity screening test
of Tripropyleneglycol by orat administration

Group Control Trioroovianglycol

(mg/kq) 0 8 40 i 200 1000

Number of males 12 12 12 | 12 12

Days of adamin-

istration 3 27.7 = 1.8 27.2 % 1.9 27.9 = 1.7 26.7 = 2.0 25.9 = 2.2
1] 26.9 = 2.2 26.2 % 1.4 2.7 = 2.3 26.2 = 2.0 25.7 * 2.¢%
10 27.4 % 2.2 25.9 * 1.7 25.0 = 2.2 26.0 = 2.1 25.7 % 2.6
13 27.0 = 2.0 2.1 = 1.5 25.8 = 2.3 25.3 = 1.8 25.4 2.7
24 27.8 = 2.7 25.6 % 2.5 26.8 % 1.7 26.4 = 1.4 26. 4 * 2.8
27 27.3 = 2.4 24.4 % 1.7 27.0 = 2.0 27.2 = 1.6 25.8 = 2.7
31 28.2 = 2.3 27.2 = 1.7 27.5 = 2.4 26.8 % 1.9 27.4 %= 2.4
34 26,9 # 2.6 27.5 = 2.1 25.9 = 2.5 27.0 = 1.5 27.1 = 2.5
38 27.0 = 2.3 6.4 = 1.6 26.2 = 2.1 26.5 % 1.7 26.7 % 2.3
41 26.2 = 2.2 25.7 = 1.7 25.7 = 1.8 25.7 % 1.6 25.1 % 2.6
45 26,7 % 1.8 27.2 * 1.0 27.2 = 2.3 26.3 = 2.5 2607 % 2.5
48 27.2 = 2.0 27.2 * 1.4 27.3 = 2.2 25.7 > 1.5 27.2 * 2.3

Each value shows mean (g/day) *=S.0



Table 4. Hematological finding of mate rats (P) atter mating period in combined repeat dose and reprodactive/developmentat
toxicity screening test of Tripropyleneglycol by oral administration

Group Control Tripropyleneglycol
(mg/kg) [ 8 40 200 1000
Number of males 12 12 12 12 12
RBC (1*/om2 ) 898.9 = 35.4 904.0 % 25.8 881.9 = 30.8 884.5 = 44,9 B68.4 = 33.1
Hemoglobin (g/4d) 15.96 = 0.54 15.78 = 0.57 15.68 + 0,43 15.62 =+ 0. 45 15.33 = 0.58
Hematocrit (%) 47.15 £ 1.49 L6.96 = 1,40 46.27 = 1.58 47.80 = 517 £5.77 = 1.49
HCV (1ms ) 52.49 % 2.02 51.97 = 2.01 52.48 = 1.63 54.05 = 5.08 52.74 % 1.19
MCH (pg) 17.78 % 0.70 17.44 = 0.73 17,77 = 0.40 17,67 %= 0. 468 17.45 = 0.59
HCHC (g/a) 33.86 = 0.54 33.55 % 0.54 33.89 = 0.45 32.89 = 2.52 33.52 = 0. 66
Platelet (1% /om2 ) 11§.32 = 15.42 109.27 = 8.50 106.28 = 7.46 110,36 = 17,70 11,12 =2 17,56
ReT (%) 24.1 % 3.0 21.7 = 4.6 21.0 3.0 22.7 = 3.4 22.3 % 4.2
PT (sec.) 16.04 = 3.13 15.41 = 2.10 14,13 = 1.72 16.21 % 4,28 15.70 = 4,15
APTT (sec.) 31.62 = 3.20 30.17 = 2.78 28.42 =+ 2.05 30.03 = 3.69 30.61 = 4.35
Fibrinogen (mg /7 d1) 252.4 % 46.7 242.9 = 13.5 244,71 % 42.1 246.8 % 22.3 244.3 = 11.6
WBC (1* / om> ) 55.0 =% 7.9 47.7 = 11.4 50.1 12.1 46.4 = 10.4 53.4 = 14.0
Differential leukocyte (%)
Lymphocyte 91.9 = 3.9 92.1 = 2.5 .2 * 3.9 90.7 = 3.1 90.2 = 4.4
Neutrophil 7.7 % 3.7 7.2 % 2.6 8.2 % 4.1 8.8 # 2.9 8.8 % 4.1
Eosinophil 0.0 % 0.0 0.5 =+ 0.7 0.4 % 0.7 0.1 % 0.3 0.3 % 0.5
Basophil 0.0 = 0.0 0.0 * c.0 0.0 % 0.0 0.0 = 0.0 0.0 % 0.0
Monocyte 0.3 + 0.5 0.3 + 0.6 0.2 * 0.4 0.4 = 0.7 0.6 = 0.7

Each value shows mean % S.0D.



Table S, Blood chemical analysis ot male rats (P) after mating period in combined repeat dose and reprodactive/developmental
toxicity screening test of Tripropyleneglycol by oral administration
Group Control Tripropyleneglycol
(ng/kq) 0 8 40 200 1000
Humber of males 12 12 12 12 12
GOT (lu/ 1) 76.37 = 11,27 $8.28 = 7.09 75.31 = 14,31 81.25 * 24.55 78.89 % 31.40
GPT (/1) 26.49 = 6.94 23.18 £ 4,47 24,79 = 2.73 29.04 = 10.39 33.82 = 14114
Y -GTP (lu/ 1) 2.59 = 8.98 0.00 * 0.00 0.00 * 0.00 0.00 = 0.00 0.00 +* 0.00
TP (g dl) 5.79 = 0.24 5.61 % 0.22 5.62 % 0.11 5.62 % 0.22 5.92 % 0.28
Albuasin (g./dl) 3.055 £ 0.154 3.039 £ 0.123 2.949 £ 0.145 2.975 £ 0.122 .11 = 00118
Protein fraction (%) :
Atbumin 52.81 = 2.71 54.19 = 1.55 52.48 * 2.44 52.98 % 1.91 52.61 = 1.79
ai-glo 21.70 % 1.73 21.88 * 1.66 22.53 % 1,48 22.53 % 1.70 22.12 % 2.09
az-glo 5.37 0.78 5.17 = 0.39 S.10 % 0.42 $.89 =+ 0,42 5.47 = 0.4
a3-zlo §.22 = 0.682 §5.10 = 0.38 §.30 * 0.59% 6.35 % 0,44 §.17 % 0.40
g -glo 10.43 = Q.44 9.92 * 0.70 10.47 =+ 0.80 16.31 = 0.84 10.47 = 0.74
7 -glo 3.27 = Q.81 2.77 * 0.40 3.12 * 1.01 2.93 = 0.47 2.97 %= 0.64
A/G ratio 1.117 = 0.115 1.177 = 0.073 1.102 = 0.106 1.120 = 0.0838 1,101 = 0.081
-T-BIL (mg /7 dl) 0.046 = 0,008 0.045 = 0.008 0.047 = 0.017 0.053 + 0.012 0.056 = 0.022
BUN (mg 7 dl) 17.25 = 3.54 17.89 = 3.91 16.07 £ 1,99 17.96 £ 1.93 17.03 = 1.98
Creatinine (mg ./ dl) 0.663 = 0.261 0.598 * 0.072 0.570 * 0.040 0.586 = 0.024% 0.583 = 0.034
Glucose (eg.7dl) 127.92 = 16.35 123.97 = 8. 77 123.53 = 11.43 122.30 = 9.59 124.82 * 9.68
Na (mE&q/ 1) 144.37 =+ 1.43 144,43 % 1.26 144,79 % 1.51 144,15 % 1.81 144,21 = 1.3%
K (nEq/ 1) 4,322 = 0.287 4.300 = 0,208 4,376 *  0.228 4,492 = 0.303 4.453 *  0.381
clL (nEg/ 1) 106.78 + 1.90 107.42 % 1.03 107.11 % 1.34 106.59 = 1.19 105.58 = 1.82
Ca (mg 7 dl) 9.91 = 0.33 9.92 %= 0.33 ?.91 * 0.18 9.98 = 0.27 10,19 = 0.24
P (mg /dl) 6.90 * 0.54 6.88 + 0.53 7.07 * 0.355 7.38 * 0.40 7.12 * 0.42

Each value shows mean =S.0D.
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Table 6. Necropsy finding of male rats (P) in combined repeat dose and reproductive/

developmental toxicity screening test of Tripropyleneglycol by oral administration

Group Control Tripropyleneglyeol
(mg/kg) 0 8 40 200 1000
Number of males 12 12 12 12 12
Normal 12 12 12 11 12
Kidney (right)
Pyelectasia 0 0 0 1 0




Table 7. Organ weight of male rats (P) after mating period in combined repeat dos2 and reprodactive/developmental toxicity screening test
of Tripropyteneglycol by oral administration

Group Control Trioropyleneglycol

(mg/kg) 0 8 40 208 1000

Number of animals 12 12 12 12 12

Body weight (9) 469.6 % 17.6 486.9 = 25.7 471.2 % 29.6 477.8 = 26.9 464,10 = 29.5

Thymus (mg) 286.43 = 76.31 281.86 £ 79.37 267.53 = 53.09 289.43 £ 51.24 283.68 * 48,74
(mgZ) 60.95 = 15,98 60.52 = 17.75 57.05 = 12.56 56.37 = 10,36 61,07 = 14,14

Liver (9) 11,597 = 0.833 11.478 = 0.935 11.587 = 0.96¢4 12.544 * 0,851 14,961 = 1.262x2
(g%} 2.4867 £ 0,140 2.457 = 0,141 2.459 = 0.147 2.4625 + 0.113 3.232 = 0.280zx

Kidneys (g) 3,116 = 0,242 3.038 = 0.252 3.027 = 0,294 3.06% = 0,172 3.327 £ 0.224
(g1) 0.683 = 0.048 0.452 * 0.054 0.642 = 0.9053 0.546 = 0.026 0.719 =  0.041x

Testes (9) 3.427 £ 0,214 3.443 = 0.22¢ 3.385 = 0.277 3.24y £ 0,308 3.317 2 0.248
(g%) 0.730 £ 0.032 0.739 £ 0.054 0.720 = 0.071 0.700 = 72 0.716 = ¢.07V

Epididyaides (g) 1.326 £ 0,080 1.281 = 0.089 1.295 = 0.144 1.272 £ 0.096 1.305 £ 0.072
(gX) 0.282 * 0.017 0.275 + 0.027 0.275 * 0.037 0.267 = 0.025 0.281 * 0.027

Each value shows mean*S.0.
Significantty different from control (x: P<0.0S5, zx: P<0.0

pu

).



Table 8. Histopathological finding of survival male rats (P) in combined repeat dose and
reproductive/developmental toxicity sereening test of Tripropyleneglycol by oral administration

Group Control Tripropyleneglycol
(mg/kg) 0 1000
Number of males 12 12
Findings Grade -+ + H# # -+ 4+ H #
Heart

Granuloma{appex) i1 1 0 0 0 12 0 0 0 0
Kidney :

Nephropathy 10 2 0 0 0 12 0 0 ¢ 0O

— : No abnormal detect., & :Slight, < :Mild, 4 :Moderate, Ht: Marked.

No remarkable changes were recognized in liver, thymus, spleen, testis, epididymis, brain and adrenal.
Histopathological examinations of above organs in the other dose groups of Tripropyleneglycol except
1000mg/kg group were not carried out.



Table 9-1. General sign of female rats (P) during pre-mating and mating penods in combined repcat dose
reproductive/developmental toxicily screening test of tripropyleneglycol by oral administration
Group Number of females Days of administration

(mg/ke) and general sign 1 2 3 4 5 6 7 8 9 10 1t 12 13 14 15+
Control 0| Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 1212 12 12 12 1212 12 12 12 12 12
8 Number of females 12 12 12 12 12 12 12 1212 1212 12 12o1non
Normal 12 12 12 312 12 12 12 12 2 12 12 12 12 1noon
40| Number of females 12 12 12 12 1212112 12 12 12 12 121212
Tripropyleneglycol Normal 1212 120 12 12 12 12 12 12 112 1211 12
200] Number of females 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000| Number of fcmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

*: Stant of mating.



Table 9-2.  General sign of dams (P} during pregnancy period in combined repeal dose and reproduciive/developmental toxicity screening test of Tripropylencglycol by oral administration
Group Number of dams Days of pregnancy

(ma/kg) and general sign 0 1 2 3 4 5 6 1 8 9 10 i1 12 13 14 15 16 17 18 19 20 2 22
Control 0| Number of dams oo 11t n 1on 1N 3| 1 1 1 noon 1 n 1 1 1" 1
Normal 11 11 11 11 11 11 11 1 11 11 1 11 11 11 11 11 11 1 11 11 1 11 1
8] 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 3
Normal 12 12 12 12 12 2. 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3
40| 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 1
Tripropylencgiycol Normal 2 12 12 12 12 12 2 12 12 n 12 12 12 12 12 12 12 12 12 12 12 12 ]
200} Number of dams 12 12 12 12 12 12 12 i2 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 3
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3
1000 Number of dams 120012 12 12 12 12 12 12 12 12 2 2 120 12 12 12012 12 12 12 12 12 2
Normal 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 2




Table 9-3. General sign of dams (P) during lactaion period in combined repeat dose and
reproductive/developmental toxicity screening test of Tripropyleneglycol by oral administration

Group Number of dams Days of lactaton
(mg/kg) and general sign 0 1 2 3 4=
Control 0| Number of dams i 11 11 11 n
Normal 11 11 11 11 11
8| Number of dams 12 12 12 12 n
Normal 2 12 12 12 12
401 Number of dams 12 12 12 12 12
Tripropyleneglycol Normal 12 12 12 12 12
200] Number of dams 12 12 12 12 2
Normal 12 12 12 12 12
1000] Number of dams 12 12 12 12 12
Normal 12 12 12 12 12

*. The day of necropsy.



Tabte 10-1. Body weight of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental toxicity screening test
of Tripropyleneglycol by oral administration

Group Control Tripropyienglycol

{mg/kg) 0 8 40 200 1000

Number of females 12 12 12 12 12

Days of admin-

istration 1 224.4 %= 9.4 224.9 = 8.0 222.5 = 9.7 226.2 % 6.9 225.1 = 8.1
4 233.0 = 9.9 232.2 = 7.6 232.6 = 10.2 232.9 = 8.5 233.6 = 9.5
8] 239.7 = 11.3 241.2 = 8.9 243.5 = 111 241.1 % 7.7 242.2 = 10.3
1" 245.9 = 10.¢9 245.7 = 6.4 247.5 £ 11.9 247.5 = 12.3 249.9 £ 12,4
15 | 252.4 = 13.3 254.1 * 7.4 256.1 * 12.7 255.6 + 11.4 255.6 # 11,0

Each value shows mean (g) *S.0D.
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Table 10-3. Body weight of dams (P) during lactation period in combined repeat dose and reproductive/developmental toxicity screening test

of Tripropylenglycol by oral administration

Group Control Tripropytenglycol

(mg/kq) 0 8 20 200 1000

Number of dams 11 12 12 12 12

Days of

lactation 0 297.1 x 17.4 288.6 * 18.8 290.6 = 293.7 = 20.4 304.5 * 3
4 333.1 = 15.2 324.7 = 21.1 329.46 * 333.7 * 18.8 340.7 * .6

Each value shows mean (g) *S.0.



‘0°S+ (Azp/b6) ueaw smoys 3njea yse3

971 F 012 172 F 86l £°2 ¥ 122 L°e ¥ ¢°0¢ [ F L7614 £l

7°¢ F 012 61 F L8l 22 * 161 0°¢ F 861 12 F 6761 0l

vz + 876! 92 F 78l 91 F v°81 s°l F 9761 L' + 6°81 9
0°¢ * 2761 [ * §'8l Ll F 8°'8l LA F £°61 LAY F 161 £ UoLlBJlS}
~Ulupe 40 mxwo
¢l 2l 21 21 Z1 $3Vewsr 10 Joquny
000 | 00¢ 0% 8 0 (BY/bw)
10JA10UdYAdoud ] 10J4}U0) dnoug

Uo1leJlSIuUlwpe YBJO AQ Y024163Ud1Adoudtl] j0

“I-1t 8qey

1883 Buludzuds A1131x01 1BIUIWAO1BN3P/BN[1ONPOLdaS PUR 3SOP JBIda. paulquod Uy porJtad 6uilew-3Jd BujJnNp (d) SIeJ 31PL3} JO UOLIJWNSUOD POOY

.._34_



Tabte 11-2. Ffood consunption of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental toxicity screening test
of Tripropylenglycol by oral adainistration

Group Control Tripropylengiycol
(mg/kg) 0 8 40 200 1000
Nugber of dams 11 12 12 12 12
Days of pregnancy
2 23.4 = 2.5 22.4 % 1.8 23.0 = 1.3 23.7 % 2.5 24.3 = 1.7
¢ 24.9 = 1.9 24,7 = 2.2 26.0 = 1.6 24.3 & 1.9 26.2 % 2.5
16 | 24.9 % 2.3 24.8 = 2.1 24.2 % 2.0 23.2 %= 2.1 26.2 % 2.1
21 2.1 = 2.1 22.2 * 2.3 24,1 * 1.8 24,5 # 2.4 25.9 + 2.2

Each vatue shows mean (g/day) *S.0.



*0°S F (Aep/6) uraw SMOYS 3NJEN yde3

It 6°9¢ LY ¥ 6°'8¢ 6°2 '8¢ &Y + §°v¢ £ ¥ 9'9¢ 7 usllelae)
30 SAeqQ

4 Z1 Zl Zl & Swep 40 Jagquny
0001 002 07 g 0 (By/bu)
ICELSTI P EALCC PV NEPETER] dnoJg

Uo1BJISULWPR JBJO AQ 1024A1Bu3drAdoudid] 30

1533 BuLU33IdS A3191X0] 1BIUSLAOIINAP/BNLIONPOIdIS PUL 3SOP 1Badad PIaulquod Uy Po(Jad UOLIBIJR] BULANp (¢) Swep O UO(Idunsuod pooj 'g-li Q%L

_.3 G__



Table 12-1. Necropsy finding of dams (P) on day 4 of lactation in combined repeat dose and reproductive/

developmental toxicity screening test of Tripropyleneglycol by oral administration

Group Control Tripropyleneglycol
(mg/kg) 0 8 40 200 1000
Number of dams 11 12 12 12 12
Normal 10 12 12 12 12
Spleen and stomach

Adhesion 1 0 0 ¢ 0
Spleen

Pale color and rough surface 1 0 0 0 0




Table 12-2. Necropsy finding of female rat (P) which was not delivered until day 25 of mating in combined repeat dose

and reproductive/developmental toxicity screening test of Tripropyleneglycol by oral administration

Group Control

(mg/kg) 0

Number of female 1
Normal 1




Tabte 13. Organ weight of dams (P) on day 4 of lactation in combined repeat dose and reproductive/developmental toxicity
screening test of Tripropyleneglycol by oral administration
Group Control Iriprooylenegiycol
(mg/kg) 0 8 40 200 1000
Rumber of dams 11 12 12 12 12
Body weight (8) 333.1 = 15.2 324.7 % 21.1 329.46 > 18.2 333.7 = 18.8 340.7 = 19.6
Thymus (r9) 255.10 £ 58,77 227.32 £ 75.3%9 231.93 = 64.47 264.17 = 55,17 306.44 = 80.70
(mg2) 76.51 x  16.446 69.96 = 22.73 70.25 = 18,82 79.23 £ 16.46 89.87 = 23.04
Liver (g) 14.285 £ 1.140 13.423 = 1.178 14.368 = 1,164 14.916 = 1,384 15,941 £ 1,585
(gZ) 4,290 = 0.292 4.129 = 0.145 4.3257 £ 0,238 4. 467 = 0,329 4. 872 £ 0.274x
Kidneys (9) 1.974 £ 0.222 1.972 £ 0.123 1.928 = 0.122 2.0046 = 0,172 2.077 £ 0.164
(gZ) 0.591 = 0.054 0.609 = 0.049 0.585 = 0.031 0.602 = 0.038 0.608 = 0.044
Quaries (mg) 105.30 = 8.90 104.17 £ 12.54 102.76 % 7.44 111.94 £ 22.50 109.50 = 15,62
(mgZ) 31.59 = 2. 11 32.23 4.79 31.25 = 2,66 33.52 =+ 6,34 32.16 * 4.35

Each value shous mean*S.0,
Significantly ditterent from control (x: P<0,05).



Table 14,  Histopathological finding of survival female rats (P) in combined repeat dose and
reproductive/developmental toxicity screening test of Tripropyleneglycol by oral administration

Group Control Tripropyleneglyeol
(mg/kg) 0 1000
Number of females 12 12
Findings : Grade -+ + # # - + + #
Liver

Focal necrosis 0w 2 0 0 o0 [0 2 0 0 0
Spleen

Adhesion to pancreas 1m0 1 0 0 12 ¢ 0 0 0

Brown pigmentation 11 0 1 0 0 120 0 0 0

— : No abnormal detect., = :Slight, < :Mild, 4 :Moderate, ## : Marked.

No remarkable changes were recognized in heart, thymus, kidney, ovary, brain and adrenal.
Histopathological examinations of above organs in the other dose groups of Tripropyleneglycol except
1000mg/kg group were not carried out.



Table 15. Number of times in estrus and reproductive performance of male and female rats (P) in combined repeat

dose and reproductive /developmental toxicity screening test of Tripropyleneglycol by oral administration

Group Control Tripropyleneglycol
(mg/kg) 0 8 40 200 1000
Number of females 12 12 12 12 12
Number of times in estrus before administration (7days)
MeanS.D. 1.7+ 05 1.6t 05 18% 05 18+ 04 17205
Number of times in estrus during administration (14days)
MeanS.D. 34X 05 34+ 05 39+ 03 3.6+ 05 33209
Number of pairs 12 12 12 12 12
Number of pairs with successful copulation 12 12 12 12 12
Copulation index (%) 100.0 100.0 100.0 100.0 100.0
Days before copulation after pairing
MeantS.D. 2313 23+ 13 28+ 0.6 24+% 1.2 24% 1.2
Number of pregnant females 11 12 12 12 12
Fertility index (%)% 91.7 100.0 100.0 100.0 100.0
Number of pregnant females with live pups 11 12 12 12 12

a): (Number of pairs with successful copulation/number of pairs)X100.
b): (Number of pregnant animals/number of pairs with successful copulation)x100.



Table 16-1. Observation of pups (F!1) in combined repeat dose and reproductive/developmental toxicity screening test
of Tripropyleneglycol by oral administration

Group Control Tripropylenealycol
(mg/kg) [4) 3 40 200 {000
Number of dams 11 12 12 12 12
Length of gestation (days)

Mean*S.0. per dam 22.09 = 0.30 22.25 = 0.45 22.08 * 0.29 22.25 = 0.45 22.17 =
Number of implantation scars

Total 171 195 194 192 184

Mean*S.0. per danm 15.5 & 1.4 16.3 £ 1.3 16.2 = 1.3 1.0 = 1.5 15.3 =
Gestation index(Z)™ 100.90 100.0 100.0 100.0 100.
Number of Live pups born

Male 73 88 846 98 89

Female 84 90 N 83 75

Total 157 178 17 181 164

HeanZ=3.0. per dam 14.3 = 1.8 14.8 £ 1.4 14.8 = 1.7 151 = 1.7 13.7 =

Sex ratio” 0.46 = 0,15 0.49 = 0.12 0.49 = 0.15 0.5& £ 0.1 0.53 %
Number of dead pups on day 0

Total 1 4 2 0 4

MHean*S.D. per dam 0.1 £ 0.3 0.3 £ 0.5 0.2 =+ 0.4 0.0 # 0.0 0.3
Birth index® 92.0 = 7.8 91.2 = 4.4 91.4 = 8.4 94.3 = 5.9 89.3 =
Number of lLive pups on day 4

Male 72 85 85 96 39

Female 83 88 87 83 75
Viability index® 8.7 = 2.8 7.3 £ 4.2 ?7.1 * 5.8 98.8 + 2.8 100.0 =
Humber of external anamalies ¢ 1] 9 0 0

HeanZxS.0. per dam 0.0 £+ 0.0 0.0 + 0.0 0.0 * 0.0 0.0 + 0.0 0.0 *

2): (Number of dams with Live otfspring / number of pregnant dams) X 100.

b): Number of male oftspring / number of live offspring; MeanxS5.D. per dam.

¢): (Number of live offspring at birth / number of implantation scars) X 100; HeanZ=S.D. per das.

d): (Humber of live offspring on day 4 / number of live offspring at birth) X 100; MeanZ*S.0. per danm.



Table 16-2. Observation of pups (F1) from dams (P) in combined repeat dose and reproductive /

developmental toxicity screening test of Tripropyleneglycol by oral administration

Group Control Tripropyleneglycol
(mg/kg) 0 8 40 200 1000
Number of dams 11 12 12 12 12
Number of implantation scars
Total 171 185 194 182 184
Mean*8.D, per dam 155+ 1.6 163+ 1.3 162 1.3 160+ 13 153+ 34
Number of pups born
Total 158 182 179 181 168
Mean+S.D. per dam 144+ 19 152+ 18 149+ 1.7 151+ 1.7 14.0% 3.6
Delivery index (%) 925+ 7.7 93.2% 65 923+ 85 943+ 59 91.3+11.1
Number of live pups born
Total 157 178 177 181 164
Mean%S.D. per dam 143+ 1.8 148 1.6 14.8% 1.7 151+ 1.7 13.7+ 3.4
Live birth index (%)Y 99.5% 1.8 979+ 3.1 98.9% 25 100.0% 0.0 979+ 3.1
Number of live pups on day 4
Male 12 85 85 96 89
Female 83 88 87 83 75
Total 155 173 172 179 164
Mean£S8.D. per dam 141+ 19 144+ 16 143+ 1.9 149% 1.8 13.7% 3.4

a): (Number of pups born/number of implantation scars)X100; Mean% % S.D. per dam.
b): (Number of live pups born/number of pups born)X100; Mean% +S.D. per dam.
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Table 17. Body weight of pups (F1) on days 0 and & of lactation in combined repeat dose and reproductive/developmental
toxicity screening test of Tripropyleneglycol by oral administration

Group Control Triorooyleneglycol

(na/kg) 0 8 [ | 200 |

Number ot daams 11 12 12 } 12 |

Hale

Days of

lactation Q 5.45 = 0,8} 6.52 £ 0.7 5.5 = 0.37 $.56 % 0.44
4 10.74 * 1.55 10,43 * 1,12 11.04 = i.27 10,72 + 0.85

Number of dams 1 12 12 12

Female

Days of

lactation 0 §.17 = 0.42 6.22 = 0.70 6.32 = 0.5¢° 5,27 = 0,42 +*
4 10.12 = 1.78 10.146 = 1.8 10.55 * L33 10.14 = 0.92 +

Each value shous mean (g} *=S5.0. oer cam.



Table 18. Necropsy finding of pups (F1) on day 4 of lactation in combined repeat dose and reproductive / developmental
toxicity screening test of Tripropyleneglycol by oral administration

Group Control Tripropvleneglycol

(mg/ke) 0 8 40 200 1000
Number of pups Male Female| Male Female| Male Female| Male Female| Male Female
72 83 85 88 85 87 96 83 89 75

Necropsy finding | No remarkable changes
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