B 4

RS —1

&

II.

EMIEE B R
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T4 JEAETETBHEE R A R R &
(FEHn » R FL X 27 b =P A = ZBORITIE )

SRR
IR T X2 NV ) B~ FRAER AR EGIC X 2 EYE JOE - BIRA~OFEWBATICET 2 HiE-

WHFE e Y R
[ 7 RS G B A AR FERT - R AR SE o & — - B - BER
WoEmhE & 2B KSRy ) Y —F & o & — AT JERT)
e BRI HHEE (RSt Y ) h—F & o & —o ITHFSERT)

MR E

BV R~ FEEOEEMEICEA, 0L U CIRATPOREZ BHEICE RO TS, Ak, =B
TV ARSI R R R T RE TH D, T OO IMETF AW AR D HEVEA SR A A LT
T HNIIR, AT A ENEZ BB LoD, U R~vA REEL I NUANOYWE~DO—bE &
T HEE DR, b b ~DIMFRTREM 2B E 2727 0 b a— L 2B T 12O BRI RINEZTTH Z L &
HOET 5, BRIZIE, Y R~A RIS DEFEERBICEZEEZ Lo X2 V<, BEMEETEEZ N L
TRARBERBOV AZIZOWTIHMEL 9 27— 42K 5 2 L ThH D,

DR IEhE U 7= e KRS TR E ORI100M5 B2 ENHE 512 X 0 . FIERATIC X DI E R BT IES
RN Z &2 L, BF4FEEIIpHEE L LT, BARGHBNIRE (B5ERE) ORYMEEHET D
72O\, WEURME Y P IHETEMEROY U F~A RERO&RE LZRoREW S KO- ENEY (R, i
FEE, R OIEWEIREAMRE L, BEARGICIIBEREEROAKRGICIIBERLIK L, BEARGIZXLD
TETEMEFRE Y A7 ICONWTEET L0 DT —H 2157,

SRAERE L, FBREE L B 2 515250 mg/kg/dayF L O D1/108 TLHMRER B, T ORENR o7
25 mg/kg/daydDH V) R~ A REMIRIEICROKS L, BEMB IO EARY (R, JIsEER. IRIK) 03y
WREE B OMEGRZ AT U CHERR LT, T ORGSR, G TRERE ORI T, FNEEW & 5 WIZ IR R T RHR O
I &0 BEYWEDN~ 20D T2 > T LE-T-Z & 25 mgkghElZBWTH U R~ A N5 L DB EN
oo Z b, B E LT, Bdids X O 55125 mg/kg/dayff) 2 FUE L, [FIEEO RG24 50 L
7o ARRBEOAR & 72 DRIFEFEICINE L= ENE 5RO 5 DN - REWE L O -5 NEY O S EhiEfE 5
D4 MEZ . R0 & GBS DG LT,

ZORER, BROFGREORKIEEHA R (125 mgke) Lt N TOREEZZE LR BERBITIRE D100
EREOENBGE0.4 mgkg, NWITHEMNIZ32EDOBRENH D3, HEMWOMPIERE T A —X & T 5
ML EE (Cmax) TIEREORGOR KEEAREOI1885 DI X, MmrhEE FEfE (AUC) TI%199
SFDOITH T, ENEG LRGSR ERAFEICEM LR O &G O/RN G, BAREGIC L 2BREEIIRORE
L L CHERICHMETH Y . RIBEBITIREDI100F &2 EHEARSG L TH, AFHETIZEWT, Y
BLOW « BIRBE~OEBIIFRO LN W EEZ LI,

AL WHERE A5 L e S 2 & G HRICEIT S

Mo PEREZHERA L. 3) LT 5,
AWFTETIIREALCEYEELEE L OOV N~
A Faadte 2SN OWE ~O — bz 5 o -7l TRMEEIL (4) Z1T-o7,
EOFESLIZAT T, & b~OSMF I REVEZ B % 2 727 B, B FEBRIIRASEAR Y ) —F 7 —1f]
DEZ~%%W%T%E%K%%@%%W%%ﬁ5 PESGRRFERT, AT RIfED < IEHFFEATICZRE L 72,
ZLEAMET D,
D FATCAE FEJR A T T et R A e Al B & (R [EEOER
AT ARRIIEF ) (S TR L, M OEE 1. KGR . RRIIR T S DR S D, R

WyEhRE 2 Nk LRSI TR IR b L CRIE 3 2 R4 PRI K DRI IREE 1L, & DT LD DR
TR BRE I 2 EIET A 7012, Titdo0iRkBrA HE R L Z2 bz, LIz -> T, AiEICB T
fTL. U N~A ROMEMAZ I LT Ea s 2 HRE TR PR ) (IR RE 2R,
U 2 ZIZOWTHET 5, 2. . & UCRIAROZIWNERNES LT- b
DT, FERER, HEODWRLBETHINE
() BTV X Z2HW=H Y K~ RERER O &R5-% FNTWD,
O I PR E K ORI P ~DOBAT & Wead T 5. 3. FIAEFERR : FEZERR, FHFRISTAR, AUSZAR - JRIEER
Q) MUV X2 R4 H BRER DKL X510 fRE R, FEEROBSTM/NERRH 0 | K
HR OSSR~ DS 2 i3 5, iR &R E SR b DR, OB TEDKEEE
Q) (H~Q)DFERIZIE S = | 2B TR D MEZ #8722 BRIZFES 35,

BOY Y F~A REERERE L, BB L UG M
W~OBITEMR T D & L bIEaRtoRELZ B, WIEHIA

Eﬁ%‘}‘a\‘?‘ 6 o

(4) HEIRARIIOIEIRME Y Y12 Y P~ A Fait ARETITY Y F~A FIZRE L,
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EHEM R, U R~A FORORGIZE D S
FEMERER S TR Y, BAEFMFEBRICTHLHINT
VA New Zealand White (NZW) &2 7Y% Hu -,

t h&Ev T ATEY Y R~ A FORHBIRREE 72
D, ZOZ ENEFEMRBAOFEZD K LB Z BN
TW5, AFETIEYY R~Aa FRE(MIKE & bizft
W CTH D5 KBILIEY Y R~A4 R (e MIBITHE
Ri) KOS5 -OHIEY Y R~A R (w7 RIZBITHE
R IO THHE L, RERIETZOMBIE LTz,

1. dmFrE

1-1. #¢BRE

LSS : Carbosynth (CAB)
£ PR YU R~AF
CAS %5 :50-35-1

7y &S FT156482001

L 1 99% LA F*

FEIR © A TR T A | O ek
WA HE A (0~8°C) | HEX
* 202042 H 19 H o HTREBH > H#AED

1-2. A
0.5 W% A F Lt —R (0.5%MC)
AN c AF BT — 2400 (LERH)
LS Rt W AP Y PR i i 1B 5 S W
7y FEE : CAM6671

PR O FHEL

VRO AF )L ba—2400% FE L, 8L 7en
DIRD - EDOEF K (BARIERG, AR
BRSKTE ov hE5 : 1H99) ZHRA 2Nz Thy
s, B LTRSS 1%ICERHKEZINZ T
%%%ka\%%%maummﬁﬁbk<@ﬁ%
¥) o

ARSI B -

BV R~ A ROKSOEMEITIEV, 0.5%MCILIE&
B 2T AU S TR Y . BERICB VLT
BV F~vA FEGEBRIZEHINL TS,

EHICHEAIETRICY Y R~A a5 Lok
B G FIRBMAT 2 I L TWD Z LD, Al T
FW DR OVRIE 2 — B S w7,

1-3. WRWE DR O - eV HT

DR R ORI E . SRR e
ITHERR L TV B,

Bie, MBEEDOHV Y R~vA RE2IL, A/ U3k
T VIELARN S, 0.5%MCZ N2 TR L=, gk
WL TRRAF L, SHEAWIZHEA L7z,

F72. 022 TV200 mg/mLiE (AR : 0.5%MCHARR) D
e T (2~8°C) (T T8 H PR, il T T4 D
LM « P AER L TV D,

1-4. A& (AL

B fE . 7% (SPF)

BN C ma—U—TF L RARUA ME
(KbI:NZW)

PR TIR s b T AR A

ARG o 161

ARBCEREER o 170

16

ANt VA OfE - BHbO M 28T, —iikig
B L OKREHERIZRE ORWEW 2 Vi,
L SMEE A EAR L SR R L, BIEM LR
D bz 1 (R PTARE) & 1:1 TRELH
B — 27 L (650(¢)xH500 mm] {2 AL TET - 7=,
REMEER SN AL ZEME L, 2D
HZ4HR0H & L7,
BT - REASLH (WEROH) Z & I2AT\V, 4EER0H
DIRE 2 BICHATHEORED ARER R Y %
b EHllaryta—FEHW\W-T7 vy
JRERIC K VTS T,
B, AT R ONENBGE S o TS2EA L, R
BRIZIT42IC 2Bl U7, REEIL, B B~

LT,

1-5. fHEN R BT AT#E)

B FE . X (SPF. FrHEEM)

ER T ma—U—F5 U NRUA NE
(Kbl:NZW)

PEATR A T R AR A

ATFH D 2022F2 H4H  (AfflRE16H iR, 30PT)

ZRFCRF O R EHGPH : 2.8~3.65 kg (JEfTRtER)
3.0~4.5 kg GEINEER)
AFFLARE, (REHERS I K O fRRB IS B 23 e < |
BWEIRRER Ui A IR LAZE A & Lz, &
B T, SCBCHRERM L LTIt ar=—IZR LT,

1-6. fial B EREE

TRE(2243°0), 11 (50+20%). FEEA(1 H 1285, 07:00
~19:00), #A&EIEL(10~15[81/EEE) 23 S -8
B =BT LT,

A X [E A AREFLRCA (A4 Y = o Z LV EERE T 2Rk
?&%ﬁ%*ﬁﬁ@%ﬂ%ﬁﬂ;@*ﬁm%amﬁﬁ
NEAY A

FRBEIZT VI WERE 77— (W560 x D550 xH410
mm, B TEERASHR-O B, N F 7 R— b
K IZERIEE L, BRET U v F A MELT,
2T UL ARBEORRAT L ATF 2 — B B2 7

1-7. MAEFRROFENED TRV R~ A NEERTE
WKy v~ 757 =27 NEEHHT (LC-MSMS)

Basdh o ORI A —J1—
W f 2 7 S BUE & 53 A EF | AB SCIEX
(MS/MS). Triple Quad 5500
F—H ALY 7 b Analyst 1.6.1 AB SCIEX
Bk 7 v~ K7 7 (HPLC) | Waters
ACQUITY UPLC-CLASS Corporation

ST RE

# U <A K (Thalidomide)

S5-KEALIRY U R<A R (5-hydroxythalidomide)

5 KEALIRY U R~A K (5°-hydroxythalidomide)
EEEY)E : pomalidomide
TRNT A —F

I GRED R i AP PE (Crna) - T 1 At B T2
FIEﬁ (Tmax)&U{%};ﬁ: H%:‘ FIEﬁ Eﬁﬂﬁ'ﬁTﬁi ﬁ(AUCO-%) %% Ii:[:ll L/ 71::0
“LZ7EA : 25 mM Sorenen’s citrate buffer (pH 1.5)
M AEECE « 00 (F4°C, 1600x g, 1043f) 12Xk




0157, HEROLZTEHZTRM UG LT,
i H BRI

I A TENED (KK,

(ng/mL) | IPFZE. W) (nglg)
Thalidomide 0.400 0.0800
5-hydroxythalidomide | 0.04 0.0800
5’-hydroxythalidomide | 0.04 0.0800

* AR08 H IR R A% & & e

2. VY F~A FOKROEGITL DR - FBIEBATICE
%?@%(ﬁ%wm&%%)(%ﬁ%ﬂn [eirsE

2-1. BWY

AR B L, SF3EE IS L 7 i KRR TR
JEDFI00f5 & & [N G L B H L CEi L 7= R BrE
BOZUMEEHERT DL TH D,

BRI, SIS B D& G238 T, SCER
FRSE B OV PRI RN & 0 AT R8I E Cd 5250 mgkg,
BLOZDI10E TR EARBLOHRE OO HILR
V25 mgkg OV U R~ A REfEOEh LRIz 3
5, MAETREOHER L I A 4D &35 FENEFIC
BT WG OVEGRIRN ARG 5 2 & Th b (RAE
JESATIERR, PR

2-2. BEMIREE L O AR

Pe e, BeGIR, Be G, BNERGRERIZS
o, RREH (WWEIA) »OARI3A £ ¢, 1H 1AL
13, AR D555, 5 XA 1R (7H/7E)
L L7,

Z OF 5 HIR] 1 X thalidomide | X B & TEAEH ~D
BZMEN BV TH D, 7YX TIIHRINN R %K
NEFRICE Z 2 Z ERHRESINTWVD Z b, &S
X 7= thalidomide DWMEIZ L D IENEREE DAL,k
FIEENMEE ICE T D 2 L LY EIREE AN
DE DB ERET DD, ZKRYE A (WEIROF) DOEN
B 5T FE N L7207,

7ok, RRRBAKANL H Z#IEYR0H (Gestational day 0; GDO)
& L7,

2-3. &EHIE

RIS mLkg s U, BEARIZERE L 7-thalidomide
UV THROKRGT 2 —T7 (T B T—T I,
THAEMAE) (EDEHWTCHREIBRORE L

(08:22~12:06 D))

BeH5%IT. BT —T7 A NERAmMLOKIEKTT 7 v
7 LT,

SELAA SO R L VT BEAR (0.5% MCIAIR) % [RIBRICEEE- L
Too B Z L OB REITENT ORE 2 LEICH T L
77
FED 2/LRY 7 4 — KT F BT —F16Fr (53 mm) (22— K&
7 SEND1610) (2, %7 4 — Kax 7 ¥ —100 (=2— FFH: XX-
SF0100) % < 7 T,

2-4. Hh-&=
FAERZ TREITR T,

BehHE | BE BERE | KRR R
(mgkg) |(mg/mL) | (mLkg) | HEBWkcr -
25 5 5 8 (7) 1101~1108
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[ 250 | 50 | 5
RPN AR B 5

5 B EAR AL

BRFEEIZHEM L=V Y R~A REHWRBAE
PED PRI W TR, RO A 22513 H D5 H
250 mg/kg % SCERE G U, FHIE T IR
MFEd v, EAFRIEOMSE L= 2E ClRIICAE

(EECIRZE S OB O RE ., MMk, B i,
WREISERIR, IMEE OYILIRFE D RE) MR bivi,

F o, LR B OFRERN DI, VX OMIRSH H 5
WE9H 2100 mg/kg LA EZ&EEE L7-Fm ST, A7 O
FEPMESNTWND, ZOFHAIRE & TR O
FERNG, ARBRICB T 2 mAEORG&EE LTH
EEAETLHREPROOND Z ERMFFSND, 250
mg/kg & L7z,

728, 250 mg/kg VEHEY P FHEIRR OG-0 LUK
@%Fﬁﬁﬁﬁm%ﬁmbtﬁiﬁké(%ﬁ%ﬁi
Fhiw)

— 07 AR EICIESTIR BRI BWO CRIEORBLO A
N EREE LTEHERDOIVOIRETHY | i
METHD Z ENWIFRF SN 525 mgkg 2R LT,

BHAEIFSmLkg & LTz,

2-5. B OBIER

P GHART AP i, BB M OB 2R3 D3[R1/ H |
FOMOMRNIARTTICRVA . AR OV FPEDOMHER &
AT, AR, FERIRE, LB 1TEI R Ot 5
e EO—CREABIZE LT,

IREIZAIRO, 1, 3, 6, 8, 10, 12, 13, BLI4HD
PR (BeH-HAR AIEEY B o580 ZHIE Lz,

2-6. HlfR (Bei&&5-0 ; 4HUR13H)

HRIT B NEREN R bELS b LEEZLN
HHENR13 H O 54% 7R & 24FERIC T o 72,

AT 28T, X hoLEE — LS KU T A
RN 512 X BRI T CHEREIAR2 B 0 iz &
D ZEFE S IRANEE . e K OERZEN O EBEERE
R 2 BRI LT,

2-7. TEYIBH (R4 b-H ; 4EIR13A)

HFRIREIZ W IRAY B R O F 12 L 0 4TI O A5 % fife
SBUTo, IEIREDGERD SN - REMWIC W TCiL, JPEO
AR IR A S 2 . AEAFIR SR, SECIRIR RS E £
X4y GERIE. WNIR, MaisEsk, FHNREkIE, %8
RHR) AHE - Gisk L7, AEFRIE L BRI
W EAEREE Le, £, EFREORBET O
A AR A~ B2 4 ICHlE LT,

WHRAIIZ IR DT D B AL 72 2 o 72341 (25 mg/kg B
T 51101 L TN102, 250 mg/kg B : B 52101)
WCOWTITHIRE RS ARk L. 7= IX10%RR T >
EoULARIRIZIREL, EROAELER LT, Z£D
fEAdL, 25 mg/kg BHEOH] (EEE51102) 1TEKRBRE
D LN, BRI L TW D IEREM TH 5 &
Wr LEREETSR L, 75 LIP3 A Y REEE 10%7
=) R TEE - RI1FE L2, TO/MOEOTEIZ
ERINALITFRD BN Do T2 128, R &KW L=
EONBRIIPEE LTz, NEEMOT — 2132 ToT —%
%R SRS LT,

| 8 (7) [2101~2108 |




3. WU F~A FOROEGIZEHIE - lEBITICE
T 5Bk (GEIR13-14 B i) ORfMFEER)  [B
UIES)

[JeAT328R] OFER., G TRFREI ORI A T, RIEEY
H D VITERIE R T RMAR ORI X v | BE RN
1~2BDIZTe > T LE -T2 &, 25 mgkghfiZik
THYU F~A REGICEDOBIR~DEENEDILT-
e, BMEBEOBINEE LIYI HITEVI125
mg/kg/dayffZBM LT, 2. VU F~A FOKROEE
\Z KL DR - IEWRATICBAS D AET (WEHR13-14 B )
LRIBEO G2 FE LR D50 X2 BEmE L O
FE VR~ DGR B & fid L7z,

3-1. HEY
2-1. &4
3-2. BEHHARE L O a4k
2-2. R
3-3. ®\E5HIE
2-3. R
B, 825~11:15DMICE S L 7=,
3-4. BhH5&E
HAERZ DL TSR,
Ry e PERE | R BE S
(mg/kg) (mg/mL) | (mL/kg) HEBh S 7
12.5 25 5 8(6) 2101~2108
25 5 5 2(2) 3101~3102
250 50 5 4(4) 4101~4104
HEI NI AT IR BV 2K
B 5% EAR L

FAT LT L722- .y E2H W 512 &
LR« JRIEAEICET 2R BRICBW T, BO&5iIck
W TR I B 2RO R VWA E (R RERHMEE)
K ONEDREORHE K O = WA O KIS
RO, BAEGORKEERE (HE) LT,
HEDAFERR R 2 I LT B BRI DURFEIZ K D BN
RO L TONIBRERLOTHL N EH
RTAHTETHH- T,

L, ZORBRIZEWT, 25 mgkgDfR M52
X0 AFRREICEBNT R—2REEN A HNTZIE IR
DUFIFBL L, B K O AR T b R B 23R
bIz. ZTHHDBREEFIZOWVWTHRF LR, O
HU R~ FOBEIZLD, BEPRRESNTND R
WRRO LN Z & KOO RN IR 72T
RNRBENDZED2ENG, ZNHDIER N Y
U R~ FRELITEEZE T EEmT DI &N
T&Eehole, Thbb, U FvA 25 mgkgDit:
BR1A 225133 OfE O % 513 R & & 1T k72
Mol

PLEDZ &b, RAOERGROR KEEEEZ KD
5T L& BT 722 B O . HIT225 mg/kgD &
Thd, 125mgkga 5 L, iE4R28 H IZ7F EUIBA L T
T DA ER OERBBIE A Fha 52 & & L,

—J., WIEREEOY Y N~ R2&RE5LEHAED
FREh I TP B e OV e N IR EE I DT, PR
JE DR T ORI L OE IR O plfE % ffise 3
L=, BEWOEIRIBE N SIERI3BICY Y F~A
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R 250 mg/kga KRR D85 L, 4E8R13 H I LT
REEN W if i B e O N i % e 3 2 i
KONZ A& T 5 72 8 D25 mg/kghf 2 5% 1T 7=,

3-5. B OBIER
2-5. 24

3-6. HfR (B 5-H ; 4ER13H)
2-6. 2

3-7. W EYIBE (R#&Pe5-H ; iER13H)
2-7.

4. U R~A FOROE G X 5 RE i $ & O
FENEYTOEYENE (X aF 2T 4 7 X TK)
[Jef732r]

(2. VU R~A FOROBEIZLDE - lRIEBIT
(B A e (ER13-14 Hfigs))  [Jeir5E8k] | ©F5
LB VT, BE RS KO ENEY

(e, JPEEgEfE, JRID) rhropBEhies J§-<7-,

4-1. BEW
(1) BEAFEIOEREL
AR B 3B
BRI L7,
B
R IR )
GD1
GDI13

FER13 B 7RG RIS BV TREENY)

PR i i ]
(HFTH)
4,7, 24 (GD2 pre)
Pre,0.5,1,2,4,7,24

(2) *IZEY) K ORI £

R RENY) T AR TERHIAIL, ~/NU o R U o AP
VU V% AW TLLT ORE SRR ™ T E A ER R
> HELIM L7,

GD 1 35| i 1] i R R B
B 5 7R RIE01~04
B 524 % KIE05~08

(3) Ik >ALERE
Mgz RY 7 e L AERICE L Okm L, =

STHE (4°C, 1,600 X g, 1043f#) 1 & mHE (K160 uL)
2157, ZHICERED 25 mM Sorensen’s citrate buffer
(FE2) & 2 Tl & Lz,

(FE2)pH1.5: < Z A= 1Y 7 A KF¥ (CASNo. 6132-04-3, &
L7 v SRS, v MBS SKE6244) D1.47 g& 1S
K (FERSHRERIETY, 7y MES 1H99) 150 mLIZEER L, Kk
TpHZ LSIZFHEE L%, SR AKEINAT200mLE LT,

(4) mAERE (TKEEH OFRAF

B o REHIRBRE 5, BRIMEE, $hE 5.
Bk S, BRI B, BRIMEES, RE4E2WHRL LT
UL EAAT LR Y T a L o RIR SR AR TE L,
AT E T-80°COMRIE (FFAE : —70°CLL T, FEHIfE
RN TH-T-) TIRELT,

4-2. 1B NEWEOEE
(1) JHEEZEN

AEAFIE L DR SEN 2 B L. ISR ZEB X ATRE 7R Y
KGERELZR, A7 Fa—T%1KICAN

:}"\;&



2 HE Uiz, sUBHI A & T-80°C O M E (A&
fifl : =70°CLL T, EREITFFEFHHNTH > 72) TRAF
L7,
) %

DI L BE L 728X, A hr v U Fa—T%1
ARIZAA, BEZHE LT, 3UBHTER £ T-80°COM
B (R - —70°CLL T, FEHMEILFF AN TH -
72) THRAFLT=,

(3) haiz

K ey (W2 5te) 1L, EEHER. hLox
> (¢ 4mm, BiopsyPunch, Kai A7 1 #1)V) THK2»
AL, A bl Fa—TRKIRKIIANERES
HIE LTz,

SOBHIAE F T-80°CO B ME (FFAHE : —70°CLL T,
EREITFR@RANTH-7-) TIRIFEL,

5. 4V F~A FORAKGIT I DB M

6-2. T — X HLH

BWE B ORE, HRI~13 0 ORER NG, ITEE
R, BRE, B, FECIRE L QR E IS
W, B &I ESE R OEER A2 2 RO T,

B, TARBUERA L2y e — X VAT A
1%, MiTOX-BOZO> A7 2 (Version9.3.1.1, =3 E&S
VAT LAEMHEAS) Th D,

(R ER H ~ DB JE)

BHAEO K OB RS & 51T\, FT)d OF5E
FEREINE D BN EBRICEE T D BUE, fRet &2 85T L7z,
C. WIERER L OVEER

1. 4V F~A FOKAFESIZE 288 & OE - ik
WBATICEET S tat (WE4R13-14 H 7 FYIER)

OAENEY POy EGE (TK) [ENEER]

(3. 3V F~A FOROBGICLDIE - JRIEBAT
BT AsEAERET (ER13-14 Bfgs)  EInFEER] |

[Fe1T58R] B LU [ENSEER] ORI K OMEH
& TRlRT,

TELNZREE W, BEInET R IO EN
wY) (heig, DN EENE, IIE) o 3RyEhhE A F1 72,
5-1. BEEMY)
(1) BHAFEOEEL
4-1. & [rlkE

(2) *ZEW) K OFR I 2

KEREN) T R BRI AL, ~/NY 2 U o AALER
U T AW TEL TR ORI SRR T CH A FRIR
MHEIM LT,

GD 13| RF )
B E TR %

fiR X RN

12.5 mg/kght DAKJE01~081
258 K U250 mg/kght D 4=
12.5 mg/kg#F DR Z05~08 D41

P 5245 #

(3) Mg DB
4-1. LI[rAkE
(4) MAECE (TKEUEH OERAT
4-1. & [FkE
5-2. TENEREN O
(1) DPEFENE
4-2. L [FkE
2)
4-2. L [FkE
(3)
4-2. L [FlkE

FEHIAIE £ CT-80°COHHE (FFAME : —70°CLL T,
FHE X ARBENTH - 72) THRIFE LT,

6. HatfENT
6-1. RT A —HDHE M

ERAEEHE, BERFE, ERBIECREEZE T LI,
DLFoORIC L REHE L=,
EIRAET R (%)=

[ GRS —BRED /EEE] X100

ERE (%)= GERBUFEED X100
ERBILTR (%)= GECIE/EFRE) X100

19

55 TREE BH5RE | KRS

(mg/kg) (mg/mL) | (mL/kg) IR e+

12.5 2.5 5 8(6)

25 5 5 10(9)

250 50 5 12011
RN AL REN 5L

1-1. —feikhe
FATRONBINER & $ 12, FEC R OVEEEIITFEBL
L7ginoTe, HEREDWRD 53250 mgkg #EDSH]IT1~5
AR HiL, 9 B TITEMES 257z, 25 mg/kg
UTORETIE, —RIREBORFITRDO NIRRT
(£ .

1-2. (K&

250 mg/kg B & 25 mg/kg BEDOREHER K OV 51
M OREEINEICIfE /R 2T 0o T (R2) o

250 mg/kg #EDO 1B (EE5 2103) THIRIH 226
IR H OGP OREHEMENADOEZ R L
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BeHBMEH (ER1B) RO GREH (GEIR13H)
O REEYY) I 4% F D thalidomide, 5-hydroxythalidomide (5-
OHfA). } T’5-hydroxythalidomide (5°-OHA) oD ifii#E i
FEHERE RS LOTK AT A —F 2 RKS~FI0IR LT, 728,
25 3 L U250 mg/kghEi X e TRlER Kk ONBINERER DT —
Z G OEHHE LEERETRT,

GDI1
(mg/ Thalidomide 5-OH {& Total 5°-OH &
kg) Crax AUC Crnax AUC Crnax AUC
12.5 1320 10800 9.21 72.2 68.4 576
25 3190 36300 18.2 196 92.2 927
250 13300 | 222000 67.7 1110 211 3510
GDI3
(mg/ Thalidomide 5-OH & Total 5°-OH &
kg) Cinax AUC Cinax AUC Cinax AUC
125 | 1770 9590 9.09 49.7 64.6 416
25 4320 | 32700 | 21.2 160 65.1 519
250 | 21900 | 191000 | 63.8 581 214.9 | 2011

250 mg/kg D Cmax X CAUC XV T 1L O HIE B
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1051213 KT e &b, U R~A RoRE I
HE PR R 1325 mg/kgh 250 mg/kg oD [ T EL I BEAR A
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HoEL L IARI3 H OCmax MR B IZ BB L CEfE
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¥, BO#EE5I1CX A12.5 mg/ke/dayiT i RKIEVEH
. 250 mg/kg/daylFEME R EL R L, BENESICX

50. 4 mg/kgl TR TIE D 100155, 10 me/ke
IR RKREOHETH D,

REEPIAEH T K8 Z 2 —% (GD13, ng/mL)
58 | (my Thalidomide 5-OH Total 5>-OH
B kg) Coax | AUC | Cuux | AUC | Cuw | AUC
Feo 12.5 1770 | 9590 | 9.09 | 49.7 | 64.6 | 416

250 | 21855 | 190818 | 63.8 | 581 | 215 | 2011
JEEN 0.4 9.41 48.1 | 0.206 | 0.761 | 0.668 | 2.88
10 277 2340 | 247 | 193 | 7.85 | 724

TEARYH OV Y K~A REFE(GDI3, 7hr. ng/g)

5% | (mg/ GD13, 7hr
% kg) Yolk sac Embryo Placenta
F&m 12.5 129 126 160

250 8445 6601 10101
JEEX 0.4 1.73 2.14 2.04

10 120 115 156
FEANEHT O Y R~ A REE(GDI13, 24hr. ng/g)

FE# | (mg/ GD13, 24hr
% kg) Yolk sac Embryo Placenta




FEE 12.5 1.45 2.52 2.15
250 442 330 546
A 0.4 0.440 NC 0.335
10 15.6 13.8 19.8
TENEY D5 — OHAREE(GDI3, 7hr. ng/g)
B 5 | (mg GD13, 7hr
R kg) Yolk sac Embryo Placenta
oo o125 1.02 0.395 1.64
250 473 11.1 45.1
FEN | 0.4 ND ND ND
10 0.844 0.196 1.30
T E N D5 — OHAJEE(GD13, 24hr. ng/g)
5 | (mg GD13, 24hr
T | ke) Yolk sac Embryo Placenta
oo o125 ND ND ND
250 133 5.29 4.60
MW | 0.4 ND ND ND
10 0.0765 ND 0.198
TENEY S O5 — OHARE(GDI13, 7hr. ng/g)
5 | (mg GD13, 7hr
eI kg) Yolk sac Embryo Placenta
oo o125 434 3.52 6.10
250 54.0 372 74.8
FEN | 0.4 0.0877 0.148 0.180
10 2.78 2.48 430

T ENEYH OS5 — OHIAJEE(GD13, 24hr. ng/g)

5% | (mgkg) GD13, 24hr
% Yolk sac Embryo Placenta
& 125 0.0734 0.0729 0.104
250 6.72 478 10.0
A 0.4 ND ND ND
10 0.855 0.742 1.30
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