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RyATYAY b= (CAS No.115-77-5) @ 500. 1000&%TF 2000mg/keg% 5@BBD
Crj:CD (SD) RMHES » MiCRBROBEREL, TOEEE2FRL . DTFToMEIEoHT-,

1, BEHRBEOCTHOFBIOTHRDORT, LD fHIX 2000ng/kgll kL HEX
i, _
2. TRIEPHED 1000ng/kg BEOHOMRETREHIHIIVEIRERLBIAD SN,
3. BREHS . HURRUFREMBZORE T, LIV XY R Y b ER

KEEEBRED ohdroT,
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RyFZTURY b= (CAS No.115-77-5) k. —Riz&HE . BEH IR H
WORhABYETHB), SEH, EFE ok, EODRFLEYEOLERDEREZD—RL
VLT, AR 2= YRY M=% 5y MuBOREREL ., BTRA. ~BRREREL2EHE
U, 20BHEERU DT, TORBEERHET 3,

2B, RERK TECHERFARFIESC (81) 0HZMBIR2) ity . BRAER
QECDF A PAHA K54 Vi HHU 12,

FARB TN 5 s
1. #BRYE
BB, EVREXRERXZURY PV
[CAS No.115-77-5. 2,2-bis(hydroxymetyhyl)-1,3-propandiol. PAF BHP& B3,
Lot®{ & : FiE:92.7%] THD, iRYER. KEEKBHEE :7.23¢/100z)

OHGERTHY . EHENERITERTHREL L (FXSE9A 1 HAEH.
Appendiz 1) . &d. HBRYER TH» M (Roy MIEREEIHET) RETHD
TLHHBIRTE (ERSEQH 6 B, Appendix 2) o
2. BREY
A4 BED CrjiCD (SD) %@ SPF v (¥ : 260, KEHH 79~86g, W : 26
Vo, {REEHE T1~81lg) . 1ISRESHALIBRERFY—IVR - UN-HRE&HEIVE
AR, S HHOHULEE 217>/ LIS, —RIRBHEEL21H1H, FEHE
ZUMHRIEERL ., HALZRET 2R L EEWERRIIE O,
3. HERERE
BTk, BE 283+ 3°C . BE 55+10%, BEEK 10~158 /585K TBH
Wi 1200 (FRiSWP o RBEETHL) KREXIMENUFVRAFLOHEER
BUIERTINZBEENIRBVT., 737y FREBEEWEK S — (2600 x 380D X 180H, nm)
ERCTIT ok, F—=YYUky OIAREKIE., B0 omMiA., BoUsid 3mp
Nellz, Fr—VORBRBEITRC LET -,
FEERNOERACEOBRESR1IB1IEG . 2B, HECRERRAESE
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(Y7 5w oA, ¥INVHEERREHE) RUIVBRABZR (X1 v ¥, BHETH
Xath) 21 BHBENTRERERL .

PRt EEER (CRF-1, AV INVEBEBIERREH) 22BERESRE2HEVT.
FoR KR AKEA BLRAGAEK) 2HBRKREBREECT, ThEThAEHZERX €,
WMERORREFESIRC 1EH. BBRAEECOKEEZEE ]l HOHEE TERL .

FROXMRCBREIMHAEAORRESTL Y X — TR (DWHRREES ©
£ 46070480-001 % CF 46080360-001%. Appendix 3,4) U. #BABEIZ >V TYH S
PPOFBHEATHEC L 2HA L. KEADKERERI S Vo EEHRNGBRET
BEASX LY X —TEHE REREERE 3 330261, 330262% T 055205 . Appendix
5~7) L. YHSOPOKEEEOHEEANTHI I 2HERL -

4. BRRFEORE. BT RCHEERES
FRROBESBEREO-OWERL ZBAFBR (Appendix 8) Tik. BHPD 500,
1000% T 2000mg/kgBE. 0.5% AN BEEF L AF i —2AF U LEE (BT, 0.5
% CHC-NafBH L BET ., ) 2 BRETINEHOMHAFLREL . 1 HYUL-VBHEZSTD
Sy befE L., BERSHEORBIIS VT 1000 BT 2000ng/keBTREAHB
WGBSR B TRED 3V RBRESED SR 0BR T, BEHRBHohRb ok
., BRXROBEOMALESIIEETERL . KXROREE Ui (Table1) .
L. IRNL MBS S X Uk, Bk, BULEIMOSKE (BE5¥H)

WEBOBRESH—IRDELI KBEHBERESHERTXDIT 2,
BMoBHNE. BAURZHE T2V MRVERFOTREBIZIT > . ¥ — gl
FILBZT LA — FRRES . SRBERVHYESEHEL TER L2,

5. BRYEOHHE. REBRRURSEHE
ERDEOBHERIARIZROBIIT > -, HRYELEBERL. 5. 10RT 20w/v¥h e
BBX D 0.5%CHC-Na B (BARZFEFDH CHC-Na : Lot No.1X04, AGEERNEH,
HAEBHREEK : Lot No. 37D, ¥ 7 NEEHRNE&H) THEL-. b, 1R
20% 0 BIPREEOSHECOBRETHY ., »poB—TH B I LPZFH ALBHEREHE
KVERER TS (EHSEI0H 1 BEE, Appendix 9) &

BEZERE. BROESPABZBEOWNKBRBEINOARE D26, BOKRE
LU, BEE. BEWIT~BEMEEEIELE. §YF2HO TRIMIZBAI
1EF T, BEARE, KE1kS/~0100ld UTRSERHEL EEECESHT
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BEBROEBIHEL LIISERT. TOEHEKE (FEHE) 3H#T 132.5¢ (125
~138g). #ET114.0g (108~123g) TH-ot:. BEFREGILFBI108 G411 O T
Hoiz. v

6. 8. MERUCHREEE
(1) —RIRREHE

2z T, BEHRBS% 6L TREST. BER1EURI1IB1IENE

DEETHREBRUBETHEL:, BRLULZBERE VTR, toBEEEEL .
(2) BhEHE

fizon T, B5EE0HLREL, 0. 1. 3. 5. 7. UECUHREFRH

(B b U™D R 1407 HP8-1, h—ib V7 4 ABREH) BHOTHEL -,
(3) &g

ZHEBEFIZOOT, BERUBRESIREZEER LR, T —FIUREBR T THRILHZFEE

. £EHORE - ML WRAHEL -,
(4) WEERENYRE

LB OWT, SRR IR, T, B, B, M. . §F GIF - RE) . 2
G, =B, HE. E5. &5, EBRUCHELZI0%HEZE LY VKT, BEK
URELEE 77 VHTEEL. RELE.

WHEBEDO S, HEREKT BIPRERFOMES 2HOE. BE. BE. OE.
B, B (KR -NBD . B (B0% - RE) . BB, =B, BB, §6. SBRUE
BizonwT, X574 GEBEHEYL, ARV 2F Y URADDOIREEHRRE
{5 (PAS %ufs) EARRMHEL . REMBEWRELRT /. £, BRRUERLER
DNTRNS 7 4 BEEREEHEL I,

7. Wats

FRUEEHMLU-.

BEBIZ DO TROBNRTHREERT /. Thbdd, HIZBartlett DBERI KV
AHEREL. TOBR. 9% (p>0.05) 2RUAEBERB VIR —ZEESHS
Rz XVEIFL, EERES (p<0.10) . Dunnett OHREHI KX B HEEL BIPH
HREDEBZT O, —FK. FESH (p<0.05) 2RUEEBIZDWVTI Kruskal
-Wallis ML KD EITL . HFERBE (p<0.10) | Mann-YhitneyDU-BERBRIZ XY
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FEERAETL Dol Table 2icmL.

B L B, OTAORIBOTHRERED Shidhol,
. —BRIRRRE R

—BREEBZ O R#% Table 3. INDIVIDUAL DATA 1-1-1~1-2-4itm L.,

BEH, BIETTFAES 10000/ kel OlES s — O, 2000ng/ keB OB S — &
BB eI, BB, FHRIER 1000ng/keBE TR 3,588 1 E. 2000ng/kgBT
BEBM 2~ 6.58MIZ 1 ~4A EED Shi.

5% 1 Hi. BILETTRED 1000ng/keBDOMEMHSE 17— 2000ng/kgBDHE 1
-V RC#Ey — Ui, M ETHREY 1000ng/keBOH1 5 -V RTHBES -,
2000mg/ ket D MM & — DL BB 6N,

5% 2B DBRIZEREBD chzdr ok,

. BREHD

{FEH#HB % Figurel, 2. Table 4. 5. INDIVIDUAL DATA 2-1-1~2-2-4iz U7

BHEE BT, CFROBIEBO TN ER L BERCHERBETRL .

. iR

UM D&% Table 6. INDIVIDUAL DATA 3-1-1~3-2-Liz /U T,

HHEH, WTFhOBESOTHIRERRAD R P,

. WEESE A RE

RS WREDREE Table 7. INDIVIDUAL DATA 4-1~4-21% U2,

B AU RMER2E L TARME LR B AWM TMILE (BE) PUBRELED
EROBEHITED SRz,
TOROBRELZRE - &, BTREERROhdoN,
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BHP® 500, 1000& T 2000mg/kg#® SEHFH® CrjiCD (SD) RMHES » MBI BERE
L. x0s%E2ERLI-.

BB REREOCTROBIBOTHRD SRT . LD ik 2000ng/kg A b L H#HEER
Tz o

THRIEPHES 1000ng/ke ALOFOMETREEHBVIRBERLBEBRD R,
ULipl, ChoDEREBSRIHEDEERREDORT. BELR Y25 ERBELRIETD
DTERPoT,

FERS ., AREUCFEHSZNRE T, BHEL HICBIP RETLIBEIRD R

ol

BXEREEAE OIS HEEEICREE T RIF L 7= 2= FEI>3
SERBREEHA

RREBOEEEIFEEREL L EDRIBRBEREIRAD ohkdh ok,

25 SCHEA

1) Martha Windholz et al:' Pentaerythritol.
In Martha Windholz (Ed.} The Merck Index. Tenth Edition.
An encyclopedia of Chemicals, Drugs, and Biologicals. pl0Z1,

Merck & Co., Inc., Rahway, 1983.
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Table 1. Experimental design for the acute oral toxicity study of BHP in rats

Concentration a
of BHP Volume No. of
Sex Group {w/v %} (ml/7kg) animals
b
Control 0 10 5
c
Male BHP 500 mg/ke 5 10 5
BHP 1000 mg/kg 10 10 5
BHP 2000 mg/kg 20 10 5
Control 0 10 5
Female BHP 500 ma/kg 5 10 5
BHP 1000 ma/kg 10 10 5
BHP 2000 mg/kg 20 10 5

a: Crj:CD(SD) rats were dosed orally at the age of 5 weeks.
b: Control was 0.5% carboxymethylcellulose sodium dissolved in purified vater.
¢t BHP £2,2- bis(hydroxymetyhyl)- 1,3~ propandiol] was suspended in control solution.




Table 2. Mortality and LDse values of rats in the acute oral toxicity study of BHP

3 h LD &c value
Sex Group 0 1 2-14 Mortality (ma/ka)
Control 0 0 0 0/5
Male BHP 500 mg/kg 0 0 0 0/5 2000
BHP 1000 mg/kg 0 0 0 0/5
BHP 2000 mg/kg 0 0 0 0/5
Control 0 0 0 0/5
Females BHP 500 mg/ke 0 0 0 0/5 2000
BHP 1000 mg/kg 0 0 0 0/5
BHP 2000 mg/kg 0 0 0 - 0/5

a: Day after administration.
b: No. of dead animals / no. of animals dosed.



Tahle 3. General appearance of rats in the acute oral toxicity study of BHP

No. of animals examined [no. of cages abserved] 5[21
Findings on administration day

a
Diarrhea on dirt tray [0]
Findings on day 1 after administration
Diarrhea on dirt tray 0]

Soft feces on dirt tray , iy

4
Findings on days 2-14 after administration
a: Values in brackets are no. of cages with findings.
b: There were no abnormal findings during the period.

£ol

[0l
£ol

[0l

(1l
(1]

{2l

(1]
(2]

[0l

(ol
[0l

rol

[0l
(ol

1000 2000
5(21 5(2]
[2] (21
[l (2]
[2] (2]




Table 4. Body weight changes of male rats in the acute oral toxicity study of BHP

No. of Day after administration
Group animals 0 1 3 5 7 10 14
a
Control 5 131.8 153.6 176.8 194.6 214.2 243.6 279.0
3.9 6.4 6.4 9.3 9.8 12.0 15.6
BHP 500 mg/ky 5 132.8 154.2 178.0 194.0 213.4 243 .4 280.8
5.3 6.8 6.5 7.2 10.5 11.4 14.5
BHP 1600 mg/kg 5 132.8 155.8 181.4 199.0 217.6 248.0 285.2
4.0 5.2 6.6 8.5 12.1 13.9 16.6
BHP 2000 mg/kg 5 132.4 154,2 178.2 193.0 210.8 260.4 273.6
3.4 2.9 5.3 5.6 7.3 10.6 15.3

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



Table 5. Body weight changes of female rats in the acute oral toxicity study of BHP

No. of Day after administration
Group animals 0 1 3 5 7 10 14
a
Control 5 113.6 132.0 148.2 151.64 160.8 170.0 180.4
3.8 3.7 8.6 7.8 11.6 13.8 15,6
BHP 500 mg/kg 5 115.0 131.6 152.2 157.2 168.0 178.8 192.2
5.4 5.5 8.6 12.0 13.3 17.2 20.5
BHP 1000 ma/kg 5 113.6 133.4 148.4 156.2 162.4 176.2 189.6
3.7 5.0 5.3 5.4 3.8 6.8 6.8
BHP 2000 mg/kg 5 113.6 133.4 147.2 155.4 163.6 174.6 189.0
4.0 6.2 5.3 6.5 7.7 9.4 10.9

a: Values are means and S.D. thereunders and expressed in gram.
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Table 7. Histopathological findings of rats in the acute oral toxicity study of BHP

Male Female
BHP (mg/kg) BHP (my/ky)
Iten Control 500 1000 2000 Control 500 1000 2000
No. of animals examined 2 2 2 2 2 2 2 2
a b
Organ : Findings {Grade)
Kidney : Hyaline droplets deposition in tubular epitheliums ¢
mainly proximal tubules (+) 2 2 2 2 0 0 D 0

a: There were no abnormal findings in the Uivers spleens hearts lungs cerebrums cerebellums forestomachs glandular stomachs duodenums jejunums ileum, cecums colon or rectum.

b: + = slight change.
¢: Values are no. of animals with findings.
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