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BEE—E%

5 B B
ALP Alkaline phosphatase ~ 7V U 7+ A7 7 X —+F
AML Acute myelogenous leukemia  SPEEHEME [ M55
AUC Area under the plasma concentration-time curve IS i B IR R TR I i

AUCn, AUCy4y

Area under the concentration-time curve from 0 to 24 or 16 hours
FER 0 225 16 i3 24 Ifffl & T AUC

Cinax Peak maximum plasma concentration of the drug I e 1fn B g

CC-4047 A=Y FIF (T OFE=a— &S

CC-5083 RzY FIFDS-TF o FA~— (S O a— FES

CC-6016 A~U RFIFORTF U FA~v— RIK) OBFa—NES

CMC Carboxymethylcellulose HANVARF AT E—2R

y-GTP Gamma-glutamyl transpeptidase o= ITNEIN T AT FL—FE

GLP Good Laboratory Practice = JE 5 D22 M BE 4 5 FERR R AR 0D FE it oD FEvE

Hb Hemoglobin ~E/BrEV

HCT Hematocrit ~v h7 U b

ICH International Conference on Harmonisation of Teslklnical Re;quirements for Registration of
Pharmaceuticals for Human Use H>k BU EF BRI ERE S

KLH Keyhole limpet hemocyanin ¥ —AR—/L U Xy hANETT =

LDH Lactate dehydrogenase FLEEMI/KSERER

MM Multiple myeloma 3P fifiE

MTD Maximum tolerated dose ~ F Kifif &

NK Al Natural killer cell FF 2T F 7l

NCE Normochromatic erythrocytes ~ 1E 44 7R I Bk

NOAEL No-observed-adverse-effect level A

NOEL No-observed-effect level AR

NZW F& New Zealand white Fii —a—Y—5 v N

PCE Polychromatic erythrocytes 25 Ytk 7R ifn. R

PEG Polyethylene glycol ARV xF L7 a—)L

S9mix Aroclor 1254 CEERFHE L7 v NFEO I = Y 7Eiy

SD 7 v bk Sprague-Dawley rat(s) Sprague-Dawley 7 > k

th BAR T Thymidine kinase gene locus FIVF T —BER T

TK Toxicokinetics Mo afxxs 47 A

tmax Time to peak plasma concentration e I3 H 2 B 21| 2 IRE R

Confidential and Proprietary

LU= R e




A~V RKIFK 2.6.6 FEMERER O L Page 6

26.6 EFMHHABROBMEX
2661 FEoH

A<V FI K BHRES  CC4047, 7t IK) OFMtz, HEERGHERR, KIERSEER
B (O ATI3HE, v bT6x A, VT HAET), invitro X inviveo BEaMilER, 7
> NEFERE R OWIHIER AR, 7 > RO 8 « i WA MERERI NS s sl
BRCRHI L7z, AHEEICHW D HBERBRO 70 77 MRS AR 2.6.6-1 ITRT

* 26.6-1 EMHABRTIOIS LA

R O FEH B 5 518 HERE 5
HA[E] B - A MR
~ A o 1398/50-1032
~ A FRA 1398/52-1032
7 vk #&n 1398/49-1032
7wk ERRAY 1398/51-1032
FAE bR
13 JE 4 ~ A #&n CC-4047-TOX-1167
7 HIHE 7y b & 1398/114-D6154
28 A A 7wk e 1398/115-D6154
90 H 7> b o CC-4047-TOX-001
6 » A (BEHEHIME 1 » A KD 7wk e CC-4047-TOX-013
14 A g #&n 1398/116-D6154

1398/117-D6154

28 HH Fov #EH 1398/126-D6154
13 F[H +u o CC-4047-TOX-002
9 » A (EIFEHIA 8 H[H) Wz o CC-4047-TOX-006
(A=A R
e i S. typhimurium, L 1398/20-D5140
IR Bk
BRI TR E. coli i vitro CC-4047-TOX-015
. U LR EH L.
<A T g — th AR Y UAY in vitro 1398/82-1052
L5178Y
. o . oo o 1398/68-1052
Yu SR DN |
Yo fh B R B NRAEIL Y 3Bk in vitro CC-4047-TOX-016
RSk = . . 1398/86-1052
PR 7h HEH CC-4047-TOX-017
A gt s A R MR R
FEFERE K O R g6 A= 3kl Z v b o CC-4047-TOX-020
& « B VAR AR R 7w b | CC-4047-TOX-021
IR - B IRFS A T 2k e R AU #&n CC-4047-TOX-007
& - B VR AR R A o CC-4047-TOX-008
Z DAt DTN ER
G E R v iy CC-4047-TOX-019

FREEMERER T NT, BRSO AN D IR O Ehi O HE (Good Laboratory
Practice, GLP) BHEE T TIT-o72, F72, WMICEM L7 HOBLREERR T, FHLZR~
U R ROWERME o WREAEEZ I L2728, invitro XN invivo Binm@tEa 7 /Ny 7 U —ilk
7 PN L7z,

7235, T8 VSR MERRER ) M O THIAR RIS DN AR 3% O F8 AR DN RER OB BRI BE 9 2 5k (2B L,
IS ORBITET N AVBE OIERZ BRI L 7 2 EE GO RGERFTEAEHFE KNI L STV
W (ICHSY 1A RTA ) TebEfE LTy,
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2.6.6.1.1 HEKXESHEMHHER

~ A [ A EEF S 1398/50-1032 ; W EE S 1398/52-1032] KON T v b [HEHES
1398/49-1032 ; #5EH B 1398/51-1032] TORE O L OFRIRN HLA1 % 55858 ClE, B s b
A<VU FI FOREMEIZRI ThH o7, BIIEOBIEEIE, &OEHE T 2000 mgkg (w7 AKDT
v ) Z#x, HIRNEG T80 (vvA) 721350 (T v ) mgkg 27,

26.6.1.2 REERGEHHER
~ 7 A 13 B AR E R G RER [ FE S CC-4047-TOX-1167] THR~ U FI NI,
250 mg/kg/day £ CTOHEG-ECHRIEICEE LT IZRD b o 7o, G5HIH 7 Bfi~6 » A
MOWThoT vy MEOKEERSHRBRTYH, Ankm&kbE (7 ARG RR [HE5EES
1398/114-D6154] TIE 5000 mg/kg/day, 28 H[H#x Gkl [ E2& 5 1398/115-D6154] Tl
2000 mg/kg/day, 90 H [ 5-aR [#HEEHE S CC-4047-TOX-001] TiL 1500 mg/kg/day, 6 # H [H]
FeGakBR (5 E%& 5 CC-4047-TOX-013] Ti% 1000 mg/kg/day) £ TT, HIRKIZEE T 5 HmMEIT
RO BT >T2,6 » ARIF 5RO S 180 B B3 L 7= TK s8R Tl 24 B £ To AUC

(AUCa4) 7% 1000 mg/kg/day CTHEMEZ 21C 40 98010 K () 42530 ngsh/mL Tdh~7=, L, HA
A MM BETOD 4 mg K 5RIRFERE (AUC,y, : 713.8 ngeh/mL : MM-004 i&BR) DN i 137
&% 60 5 CTh -T2,

T AR O KER SRR E LT, 58 50~1200 mg/kg/day TP 14 HE#5RER (FX
M ERER) [ EE 5 1398/116-D6154], 30~300 mg/kg/day T 28 HE & G5Br [ EE S
1398/117-D6154], 0.2~2 mg/kg/day TP 28 HfElix G ikl [#EEHH 75 1398/126-D6154], 0.05~
10 mg/kg/day T 13 R 53R [HEER S CC-4047-TOX-002] & T 0.05~1 mg/kg/day TD 9
# AR [ FHE S CC-4047-TOX-006] NEMINTND, T HORBRTIE, —Mik
REEAL0SE 08 13 A3 53R D 10 mg/kg/day S TN9 % A #% 5-5UR D 1 mg/kg/day TERH Hivlz,
Z v b e L THuE, BENICAR~Y R R 2N mnEEB 2 ohs,

PIL TR SN EAREME, G - UL SHIERREECERT AL OTHY, Rk ST
A—H (RIEE, ~E7m ey RO~ b7 Uy ~) OB, AmEkEx Gk, U ooSEkKk
OEERZER) DD B OSEER U o 7SERFETE (U 2 <8, T, Bl OB ) o SRk 2338
o, &5, RERD Z LD TEE L OUKEEO RN HEEBEICRD Hh, TOfEER
DD — RO RD vz, FrCRRBRBEHIM & 722 9 » AR GRBRTIE, A~V K
I F0.05 0.1 X1 mg/kg/day %5 L7ofE R, BEEIZBE L7z —HeRiB A BRI K 5 UE B

(MEHES 3 UC) 23 1 mg/kg/day BFECTREO HNTZ, T blE, A~V K ROFEBEHO—>THD
CoE I SeEIHNEYE GRS U > EREORA, MRk Y o SEREG S S OV B R S5 R T) 12
BT 5 LB bc, Zofth, 7 NUREEREK ORGOEIERIES, AH O mfiiE
BhES 2 B2 bivlc, £, DMEOMEZTN L CREDOIREIENRD b, b, &5
253 H HICULAER L7s | mg/kg/day BEOME 1 PLCIX, SMEESEMEAME (AML ; %5 72 B i ki
N, ZHEEHEE R OVEEEERIZ ) BRFT AR D7z, B M TiE, AML 23 BifilcBE3 5
ZEREMLNTWDS, Fiz, YL TIEE O IEEIERA OFBBHE IR, LER-T, 20
AML BRFT LI C B2 & o LIl L7z #5-272 B B IC %0 L 72 TK 38R T, 1 mg/kg/day
BEIED W45 AUCq 13 6540 ngsh/mL ThH o7, ZiE, HARA MM BHE TO 4 mg & 5 IplgE &
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(713.8 ngeh/mL) D) 92 5 Th-7-, AfFETIL, KE, LEX, mE, REZORELD
PRFA CRERICBIET 2 2 LIdER 0 Do T, 8 EMOKRIEHIR (RIERE) &K THOE T
1%, 1 mg/kg/day $5-HE0D 1 PCTHFALEBEGE SR & 7= LIS, BRI BEE 2 fIEE LT
Wz, ZIUBDOFERNG, Y9 » AR D EEERERO MM E  (No-observed-adverse-effect
level, NOAEL) (% 0.1 mg/kg/day & HIWr L7z, ZDFETO AUCy, FHERETZENZH 211 LY
227 ngeh/mL TH Y, HAAN MM EF TO 4 mg 5 5-FflkEE & 713.8 ngsh/mL DOF 0.3 5 Th o7z,
PTO 28 HIH, 13 ML » A MFEMERERCIM L 720 R ~OREE (N1 # L
T A, DB, FER L ONVMEED) [HEEE S 1398/126-D6154, A #HE 5 CC-4047-TOX-002,
CC-4047-TOX-006] TIE, 2 mg/kg/day D 13 JEH#H % O 1 mg/kg/day D 9 » HF#EEFETT, &
;% B L 7= IR0 B e o7z (%5 13 # B @ 2 mg/kg/day TD Cpay (% 1249 ng/mL, $¢5-
I H ® 1 mg/kg/day TP Cpay 1% 653 ng/mL T, HAAN MM BE 23T 2 ERREARFD Cphax
ﬂQ@M&@%h%%ﬁH8%&U@9%%

2.6.6.1.3 E=sHHR

HHEE 2 O -1 2R BB [R5 23R 5 1398/20-D5140 ; 5 E3K B CC-4047-TOX-015]
L~ A 7 — th ikl [R5 ERS 1398/82-1052] TAHR~Y K ROZRFHEIIEMNET
Y, b MR Y o ERTOYRGMRETRER [HRETEFS 1398/68-1052 ; A HEFS
CC-4047-TOX-016] THEEMETH -7, F7o, T v MIRL, AHFI%E 2000 mg/kg/day F THE O
5L, BB/ [R5 EE T 1398/86-1052 ; i EF 5 CC-4047-TOX-017] % Fhii L7273,
fERIIEETH -T2, LR -T, A~V R NI@EBEEEEZAIRVEB I OND,

2.6.6.1.4 AEFLEFMHHAR

2.6.6.1.4.1 ZHERUVWEAKREICRET R

7 v b a AW AR K ORISR AR [ &3 5 CC-4047-TOX-020] Tix, A~V N3
R% 25, 250 O} 1000 mg/kg/day D& TREA$E Lz, HET > MIIXASELAT 28 H 76 Bk £
T, MEZ > MTIFAEIRT 14 B2 D ARBRMIFEIF A OMER 7 HET1 B 1 [E#E L7z, 413 A H
(2N L 7o BN ClE, SRR CEAFMEOR T K OERZIRBREOIMNFED 6
Nz, L7 -7T, ZIEEICET % NOAEL 1% 25 mg/kg/day A (25 mg/kg/day #% 5-Fpif =7~
TD AUCyq 13 39960 ngeh/mL T, HARA MM B4 TD 4 mg $% 5- ¢k & 713.8 ngeh/mL D] 56
%) THoT,

T, PEERET v FEEREMET v FEREISETZE A, TRTOFENRE T A —XF T,
SHBEE L ORICENRD bR -T2, ZHEOFEREND, ARBRTORFEA LI, H 05
IZBE T 2 b DO TIER L, ME~DOEEIZL DO LW LT,

26.6.1.42 It -RRIRFEICEAYT HHER

Zy NEOTHXIIH L, HIREOTERGERRIICA~Y R RE2RO&E5 L2224, W
FECIEARTEMEDZE O BTz,
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7 v FOIE - BRI AETEERBR [ EE S CC-4047-TOX-021] Ti%, BEMLRE, FIRIRKE
N ONZREHE L OWkE (HEAR R OWER) O S O FECS O BEFEREM S, 2 3ERE (25, 250 &
Y 1000 mg/kg/day) TiBed Hivlz, ABRCliL, RMAFMHEIIRD b2 hoTz, LER-T, £
RFEEMEIZ %% NOAEL I3 1000 mg/kg/day, A FMEIZXTT 5 NOAEL 1% 25 mg/kg/day A

(25 mg/kg/day COUENRE 17 H H AUCy4, 13 34340 ngeh/mL C, HARAN MM BE TO 4 mg $ 5-Hpigk
#% B 713.8 ngeh/mL D) 48 fi5) L HIlT L7,

7YX TIE, AU FI R 10~250 mgkg/day TH U F~A R ERBROMEFEIENEO iz

[ EFZE 77 CC-4047-TOX-008], LMD AL 7 S O HYIME A 28 4K RE (10, 100 T
250 mg/kg/day) TR B, HFIZ 250 mg/kg/day &5 CTHiat FHIA BEREVRHEO bz, £, &
PR% R 2R DR FE N K OV VAR DRR EEAR R A% 100 M O 250 mg/kg/day % 5-#FE Tl b Tz,
250 mg/kg/day #G-HEDNRIEATITIE, PSR (R SUT# O Jmih SUXEER, 5 OARE S T
KIB) ROZFIUCEET BT (P PEFORTL, BELOTHTEORFES], FOKIE,
o ORBACKOREE OFLHE, REALSUIE ), PEEOMMNEILR, H#HE TEIARONLE R,
P EERAE, RO, TFIROIERERY, B0 BLEIE IR G, @RI & OVE (LR g
WRBD O, FHETIE, BEOKEHMEME, MY 27Uk ) MEOH BRI T I ON Pl
B G E M OSeHAREARGHME) OB 2K T2 100 & O 250 mg/kg/day #5-7E TR bz, BHA
\Z%f9" %5 NOAEL (% 10 mg/kg/day, M- i ViR A4EIZ B9 5 NOAEL (3 10 mg/kg/day Aifi (10 mg/kg/day
TOIENE 19 H B AUCo4 1% 418 ngeh/mL T, H AN MM 4 T D 4 mg % 5-F7E % & 713.8 ngeh/mL
D) 0.6 fiF) Th o7,

2.6.6.1.5 TOthDEEHRER

2.6.6.1.5.1 RESMHHR

R~V K Fo@EdiEts, a2z 2 mgkg/day @ 28 H R O£ 558088 TR L7- [
HEERF CC-4047-TOX-019], A~ VU NI NEGIZRET 2 0 dtEAT i & LT, KM Y > <8k
FSRT (B IR 7SS I BE) , — R R O RigiE i SO 02 Ab, MR eE S (o
ZhE) R b, F7o, WEEREAORAE IR, MR, U oRE (FHEEOMSMEE) <
DY U REKEE S FRD BT,

TERTER, HER % OYNK MR OBSRE IS B IR B/ o7, CD20'B UV SEREK T (i
(Z[EIR) , i i e Je MR EE DY BRAEAR = 72 U o N ET DO L ZBRE, 2 mg/kg/day Tided b
NI=T_TORTRIT 30 RO XV se4icEE L,
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26.6.2 EHEKEEMEHER

2.6.6.2.1 TOXREEA - BIKNELEESHHEHER
[ EE T 1398/50-1032, WfHERF4.2.3.1.1, FHME R
(5 EE T 1398/52-1032, WSfHERF42.3.1.2, FHME R

CD-1 =7 A% W T, #& 0 (G EE S 1398/50-1032] M OFRARPN 5[5 85 1398/52-1032]
IZE 2R~V M RoHER G 3R A 50 L7z,

& ORI T L, MERER 2 DT B (PRRR) SUIMERES 5 IT 8 (OREREBR) o~ X
(i - R 6H) 121%miy ILRF L AF/LE/La—A (Carboxymethylcellulose, CMC) /K%
R CHRE L7 AR~ Y KX K 2000 mg/kg &5 Uiz, —BeRAE, AREE K ORI L 2 554 L 7245 5,
TRTOBYITFHEFERRE CTAEFL, HBRWEICBE L7 RO bininole, Liziio
T, BOEE TOWBME ORI 2000 mg/kg ZiB x5 & L7,

RN G MERER TlE, TIRBRE L TR~Y R R0, 40 K80 mgkg %, T Zhutfilft
%2, 1 RO 2 RICHe L, ARGERTlL 80 mg/kg (B 5-FIRB/R e K &) & MERES 5 DLici b L7z (O
R 6~78), A~V FI FiX, 20vv% AR Y =F L7 U a—/ (Polyethylene glycol, PEG)
400 DA > N7V E Y R 20% AR LG Uiz, RNakBRClE, —MIRRE, RE & ONHRAT A
Rl U7z, $EER BB L IR~ OB TR D b o7z, PliaABR T, 80 mg/kg &
GBI & OWEIR AN vz, AkBRTIE, 80 mgkg # 512KV, FPIHABRTEY Ll
RN K OWERRICIN %, WAPRER « ZEFRZR OGN K OFFFNLATRD BV, Beh-H Iz mEfE Lz,
F72, HRTIEERE I RITRD STz, Liz> T, RN G TOREE O BSERIE
80 mg/kg A% 5 & Hr L7z,

26.6.22 Sv MEO - #BIRNERRSEHHER
(& EE S 1398/49-1032, W&l 4.2.3.1.3, FHME R
[ EEHE S 1398/51-1032, &R} 4.2.3.1.4, FHME R

CDBR 7 v FZHAWT, &0 [HEEERS 1398/49-1032] K OERIRNE S [HEEE S
1398/51-1032] (2L DR~ Y K ROH[AE 53R 2 &t L 7=,

OG- T, MERERS 2 DT BE (PIRaRBR) SUIMERES 5 IT 8 (A38R) o7 v |k
G« ok 6~8 ¥, Mt o~103) 2, 1% m/v CMC KIEIR CR#E LA~ U K K 2000 mg/kg
ERE Lo, —MoRRE, RE R OB R ZFHE L72RER, 3 X Co i G By £ THEMF
L, #BRWE CBEET A2 RIZRO bR Tz, LEN-T, ROKRSTOMKOBIEEIT
2000 mg/kg A #8 % % &HlEr L7z,

FRARIN S 5B BR T, PR E LTAR~Y KX KO0, 10, 25, 50 %80 mgkg %, Tl
THUERER-2, 1, 1, 1 KO 2 PBicie s L, ARFBR Tl 50 mg/kg 2 MEMES S PCICie s L7 Gl -
I 6~8 ¥, ME9~10), R~V K FiZ20v/v%PEG400 DA > F T U E v R 20%IEIEIZ IR
LG Lo, —MoRie, IRE R OSIRAT A RN L7z, BRI E B L 7o R E A~ D B 3580
BRI o Tz, TR T, 80 mgkg #% 5T 4 L 3 PUASEL L7z728, 50 mg/kg 23 E K&
ThHHEHW LT, LEER->T, ARBRTIE 50mgkg &5 L7=& 25, FHTITERD LR -
Too —HRIREE L UC, IEEIEAR F R OWER R 72 ESFRD S, 5 4 A% E TlCEIE Lz,
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HIR CIIZERFEFANRBO NN -T2, LR - T, §RNE S TOMIEOBIEREIT 50 mg/kg %
x5 &M L7,

26.6.3 REHRGSMEHER

26.6.31 ¥R 13 EMRORERSHERAR
[H 5 EF S CC-4047-TOX-1167, IRFEE4.2.3.2.1, FHBEEH

CD-1 v 7 A (MERES 15 VT /#E, Hin 5 8.5 ) 12, A~V K R0, 2.5, 25 LT 250 mg/kg/day
Z 3B OEE Lz, A~V R R 1% wiv CMC KSR CRE L, BH5ARIT 10 mLkg &
L7z, IR T, MERES 20 DT B CeHREEIMERESS S T8) oW 7 Z 4 MWz aE, &5 17 H
BIZ b axx7 ¢ 7 A (Toxicokinetics, TK) % #Fffi L7z,

25 mg/kg BEDOHIE 1 B2 E- 50 H HIZFEL L7z, SECEMICKE L, S5 K OV B 7R A 4
g L7=23, BEFTRILGES bipinot, (KE, BE, IRAEORE, migEmme, miK
AR, IRERE R, FR L QYR BRI CIx, BRIRICBHE T 2T AIXRRD Hiie
ST, RO (D WER) 2825 KO 250 mg/kg/day BEDOMEMECBIZR S iz, AFTFRIE, WEBR
WE () KOZOREHORFYEIIC L 2D B2 b b0, EiEE LW LiehoTz,

TK BREROFER, A~V FI RE#OCHPITRINE 4, 5 2 RE% £ Clhkm R E (Peak
maximum plasma concentration of the drug, Cpa) (ZET DHZ ENHALMNER ST, A~ U R FOD
IREE EOWEINERIL, 2.5~250 mg/kg/day DMERE CHRGHIMNFZ NEl- 70, BREICHEEITRD b
Mol

PLEDFERN G, 558 250 mg/kg/day F CCTEIKICERE T 2 BAFFT AN RBD L hoTe 2 &
735, NOAEL 1% 250 mg/kg/day & Il L7z, Z 0 & & O FE R #hR T % (Area under the
concentration-time curve, AUC,y,) %, MERETZEIE41 13200 KO8 8400 ngeh/mL Toh ~ 7=,

26.6.32 v 7 BEEAREESEEHHR (AERTERER)
(5 1398/114-D6154, UsFHER4.2.3.2.2, BEEF}]

CDBR 7 v |k (MEES 5 DT RE, @59 6 ) 12, R~ U K K0, 100, 300 & T* 1000 mg/kg/day
Z7 HEEO#EE Lz, A~V FI RiE 1% wv CMC KIAK CIEE L, #5583 10mLkg & L
7= (72721, WERBRD 5000 mg/kg $¢5-Tik, 20mL/kg & L72), LoxL7enss, @bt AoviR
SR oT=78, S BITHARES IEOHEZ 2000, 3000 M O 5000 mg/kg/day & 7 HE#E L= (A
fip o A7), MZ T, FEE4COYT T4 NEMRE (K, Wil - 49 78) Z8EL, 2000, 3000
S Y5000 mg/kg/day 651, #5451 HHO TK Z7Hfi L7,

TRTOBRFHEERRE CAF Lz, RE, SR, BARER, MK7rome, kel
FHIMRA, A EE R OFIRC, WBRYEICRET 5 BREIT IR b oiz,

TK 55 CTi, 2000~5000 mg/kg/day D5 EIENNIAE D AUC4 5 M O Crax DHIMNE QN Fz i 1
PR B EERER]  (Time to peak plasma concentration, tp,,) DIBIEITFRO BV o7,

PLEDORER LY, #5m B B3 5 BE T AIXER S, 22 & (No-observed-effect level,
NOEL) % 5000 mg/kg/day T -7, £7=, ZD L ZXDRED AUCyq, 1E 87563 ngeh/mL T -7z,
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26.6.33 T v k28 BHEBEOREXRSHMRAR
[ 1398/115-D6154, UsHHER4.2.3.2.3, FHHEFE}]

CDBR 7 v I (MEKESS 10 DT/ FE, #in 49 6 1) (2R~ Y KX R0, 300, 800 K& T 2000 mg/kg/day
Z 1 H 1[ET28 HRERA#G Lz, &5&EHEE, AndoHERERBR (2.6.6.3.2 1) TORHE
RN LT, A~ U R FIE 1%w/v CMC K TR L, 58 &% 10mLkg & L7z, S 612
TK FHli O 7= OITHMERER 12 VT BEOYT T A FEMWREZERE LT,

BRI, 2000 mg/kg/day HEDME 1 T (7 7 A MEE) 2515 HHICEL L, JECEY
TIE, BEICBET 2 BEFT AN LN 200, WHRWEEGICEE LRV L
i U7, IR, BffE, —MCREEIZ, IRBPMRA, miksromd, mikEbFima, R
AT, Degs B A, SR OYREAR AR 2R i, BSRICBIE 3 2 Bt o biv/e o1z,

TK sl OFER, MEH#ENTHHES 1 HE L0 28 HE T AUC g X O Coay (ZHEOBEINZ & 3
IR THEMUL 72, B GROBEIMELV /NI o7z, HEOFE 28 HE TO AUC g 1%, #51H
HEVIMETH 7228, METITENED LN oTe, 851 K28 HH D Chax 1%, L THE
LV CEIETH T,

PLEDOFER LV, 2000 mg/kg/day F TOH G THRIEICEE S 2 RFETANRBD b eroTo 2
Lnn, AR TO NOAEL 1% 2000 mg/kg/day & HIKr L7z, Z D& & D5 28 HD AUCq, 1,
e T2 130315 B Y 62097 ngsh/mL Th > 7=,

26.6.34 Jv k9 HEEOREBERESMHER
[ 5 EH S CC-4047-TOX-001, WsFHER4.2.3.24, FHBEFR]

SD 7 b (HEMEA 10 PT/FE, iR : 6~8 ) (2R~ Y KX K0, 100, 500 & 1500 mg/kg/day
Z 1 H 1[ETo0 HRERRN#G Lz, BEREFREIL, 7 v b 28 HERKERGEHMERR (2.6.63.3
H) COMMEIKIZL, A~U FI KX 1%w/v CMC KIBK CIEE L, H5FEIT 10mLkg &
L7z, DI TKFHD7=, MERER 6 VT B CRFRERIIMERES 3 I8) %7 T 14 NEhRE 2R
E LT,

KRR & OY 1500 mg/kg/day £ G-REDOREZEIL 1 LKL N2 PEOFE 3 LR (N2 s 23
AH, 9ARHKOT78 AH) L7, SIRFTAN D NTNHEIEIRICEI Db Ll Lz, B

, HRIRREBLES, IRAMEMRE, MIRFRE, MKACFERRE, RIRE, ReaERE, FIHR
&Uﬁﬁﬁﬁ%mﬁﬁfmg&% ZREES 2 P RLIEER D B hy o 72, 1500 mg/kg/day #E DT,
Sof FRAE & LRl U CHY 8-9% DR E D MBI S e, AFTRITHRIKICEET 2 b D LB 2 LD,
1D TG T o 7o 128, BEFRI R BRI & L7,

TK R B OSSR, %51 HEH, 29 HE LU0 H H D AUCy KT Coge 13 100 2 TF 500 mg/kg/day
RECHMEREN TS RO T L7223, BEBOBINEL Flal-72, 1500 mg/kg/day
B GHETIE, AUCup KON Cox (TG L 722000 72, ERREIS, MECTHRSG- 1 HE2 D 29 HH TH
1445, B51HANS90 HETK 1.0 CTHo7-, —F, HETIEHES 1 BENS 29 HH TR LS
%, 5 1HEND 90 HATKH L6METHY, BEDOIRERIEINSRE S Lz, BEEEITHELY
fCEETH -7,
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VL EDOFER IV, 1500 mg/kg/day £ TOHREGTHEFANRO DN E0nn, AR
T? NOAEL T 1500 mg/kg/day & HIWi L7z, Z DL & D5 90 HD AUC,q, 1ZMEHETZENZE N
138400 2 T} 56070 ngsh/mL T > 7=,

26.6.35 v k6 »AMBORERSSEHRERRY 1 » AREERER
[ 5 &/ 5 CC-4047-TOX-013, IRFHEE4.2.3.2.5, FHmEEH

CD(SD)7 v I (MRS 20 DT /B, #iin 49 8 1) IZAR~ U FI K0, 50, 250 & T 1000 mg/kg/day
Z 1 H1[ETI180 HIEREAHKE Lz, &G EHXEIX, 7 v b 90 HRIXER G HMEHER (2.6.63.4
TH) ORfAEE I Lc, EARBRTIE, SREMELE 5 PTITxt L 28 H R ORIEMIM 2 5%, BIEME
ERETLTWA, A~V K FiE 1% w/v CMC KSR T L, &5 A &L 10mLkg & Lz, S
52, TKFHMO 7= HMERER 9 VT /B CeHHRBRIIMERES: 3 V0) 07 T4 MNEMREZ E LTz,

xHRREDOHE 2 PL, 50 mg/kg/day # 5-FEDME 2 VL, 250 mg/kg/day £ 5-#E D 2 DT T 1000 mg/kg/day
B GREOME 4 DU UIENE B Sz, 2B E UIENEEZEE D% < A, BE5UTER
MEFHNCED SN TND Z En b, HifR I XCEET LI O EEZ b, HEICBEHT S
HOTIERW I U, WP ROREESIM T L b, KE, SR, —RE T
FofRA, MR, mﬁ%m%%@& MREEERR A, RIRA, Nes B a5 OV B R 7Y
M CREIIERD IR o T2, FIT 250 KT 1000 mg/kg/day REDOMERETH, /MG KR OKRIGICHE
O XITEFEWHRRO bz, T D ORI, 28 B OWEBIFKE THIZITRD bz

AR LD THY, FHEE LAY R FOAREATHDL Z b, BEFIERIIMm
D TR & HIETF L7,

TK #EfiCiE, #5651 HELO 180 HHOFRECTHR~Y FI K (FBIK) BEZHEL, &5
92 HHOREI T v FA~—ThD Sk (CC-5083) LR K (CC-6016) A HIE LT,
AU RIF (TEIE) TECHITBIL S, to 1L 2~4 B TH o7z, A~ U FI K50~
1000 mg/kg/day #5925 &, HGEOHEMIE br-> TIREEGIEIN L2, ORI
H&OEINE%E o7, 180 HM O 5T, MECTOMERE SMMNGERD S n GEREMRE :
1.34~1.55), HEOMEERITHEM L eholz, #5592 HEDO RK (CC-6016) DR (AUC,p)
1L SR (CC-5083) DKI2FEThH oo, BBEEREITHEL VM T 1427 & TH o7,

PLEDOFER LV, 1000 mg/kg/day F TOH L CTHEIBIZEET HHT ANRBO LR NhoT-Z &0
5, KRB TO NOAEL I 1000 mg/kg/day & I L7z, Z D & 5 180 H O AUC,qy, 1 LMERET %
FLEIL 98010 J2 TF 42530 ngeh/mL Th - 7=,

2.6.6.3.6 YIILERKXME (MTD) #HHER
[ %5 1398/116-D6154, IRFTEEN4.2.3.2.6, ZEEE]
T =7 A P (HERER 2DE) IR~ Y R R& 1 H 1ERRO&EE L7, K & (Maximum tolerated
dose, MTD) #HTiE, H/LIZ 100 mg/kg/day % 4 HFE, 300 mg/kg/day % 3 HIE, 600 mg/kg/day %
4 A KON 1200 mg/kg/day 4 3 A, WHEAICEE L7z, A~ Y FI FiX 1% w/v CMC KK T
B L, BEEAREIT 4ml/kg & Uiz, XTHREEICIIRELZ 14 HRE#S L7, 1200 mg/kg/day ¥ TH]
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O RN AAFE O Hivie o o728, F&EE EHH Tl 1200 mg/kg/day %4 14 H [, 300 mg/kg/day
Z 14 HE X 50 mg/kg/day % 7 HE#E Lo, XTHRERICIXEE A 7 HE&E LT,

FEEEM (MERES 2 DT, YA : 1% wiv CMC ¥Rk, #5258 : dmL/kg) Tl¥, SRR CHE
K OPRDEEDGRD BTz, 300 mg/kg/day UL EORETIE, KEWBD, KRBT A —% KOVAIM
BRI 23 ] B AFRYICRR® DL, BRI O E & OB EHMATRD Hiv/2h3, 50 mg/kg/day
BHRETIIREFTRITERD b o7, Fiz AmEkEgE TlE, 1200 mg/kg/day & 5-7E TR
BV o T2 BRI 23, 300 mg/kg/day $5-HETIXFE® DALz, R C IS E S 02 B3
% & B 5 MgIE K A8 Hiviz,

TK 7l CiE, FA=EBEEMHED 300 mgkg/day B CTH G- 1 HH LK 14 A H, 50 mg/kg/day B CTH G-
1 HEEOT7 HEICREZ B L72, Coa &Y AUCoq 13, HEMEE ©ITRAE R 512 X 28R
5L, 300 mg/kg/day #£ T 3~6 %, 50 mg/kg/day #f T 2~4 {5 Th o7z, BEREICHEITROOLN
IRINDT2 0 toa (AL TG 1 B B & el U CRE B 5% 506 L 7=,

LEOFEREYD, A~V FI REWVICHEEREG L7z & X OBIEOBBEEIT 1200 mgkg Z# 2
LEHWT LTz, £72, A~ U R REPVICKERE L7zL &0 MTID %, B iflEkEED 2 FEiE
& L 300 mg/kg/day (14 HEEG) EHlr L7z, F72, 50 mgkg/day (7 HHHEE) OFRFMEITIER
HTHY, BHETHD AUCu, 1%, MERETZ 4 84595 J Y 93366 ngeh/mL Tdh - 7=,

2.6.6.3.7 YL 28 HREIROREERS SRR
[ & 1398/117-D6154, UsHHER4.2.3.2.7, FHHEFR}]
[R5 5 1398/126-D6154, WsfHikt 4.2.3.2.8, FEAMEE: "]

BOIORER [H5EE S 1398/117-D6154] TiX, H=7A P/ (S 3L B 2R~V K
2 K0, 30, 100 X T 300 mg/kg/day 2 1 H 1 [EITREAK G L7z, H&5-&FEIL, MTD ik (2.6.6.3.6
H) OfERICHEES Wz, A~V K FIiX 1% w/iv CMC KRR CTEE L, H5REIT4mlkg &L
oo BEFEHTHT L O—BREOEANTEO N7 18 H TRIELHIEL, AT OH R
R QYR BRSO 2 0 L7, FHICRBR A& T L7 OIRBFEIMRE, OER R ORBRE
XM L2200 e, TKEHMIZIE, &5 1 HARO 14 B BIZEM L7230 2 H L7,

#5115 B BIZ 300 mg/kg/day $& 5 BEOME 1 PEASET L7z, F£72, #5 16 H BIZ 100 mg/kg/day
BeHREOME 1 VT, £5-18 H HIZ 30 mg/kg/day ¢ 5-HEDME 1 VL, 100 mg/kg/day B¢ 5-REOHE 1 LI
TNZ 300 mg/kg/day % 5-HEDOMEMES 1 ILAVREER B & Ze o 72 7o DB ER: L7z,

AR TR DAV IR BT DT UL T o@ Y Th 5,

o APIRET, W{E, AAREELOWHEH 2R OEENED bz, 7o, MM, ME, Ik
a% PR, B OWUROIERR, w5 O i e OHRERREE: B0 bivlc, Ziub O—fi%k
RBEAEPET AL, ETICRHUOSIREBAR B L, UhEEZOHWEERE L Lz,

o EEIFOL T, KREMMIMHEAEEBAD (0.65kg £T) BRDLNTZ, T DKE
OEBE, Wikt BRI T (85 9 B HURRIZRD b1, Frickh 16 B H LRI S5
FElirol) LBETLEEZILND,

*

V77 2 RN 7L 5 mg AKREA R HE A
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® [MiEFHIMRAE T, &5 14 HH £ TITRMER T A —% [RILERE, ~E27 2 (Hb)
KO~~~ 27Uy b (HCT)] MOHMERE GFFEREL Y 8K DR 80 Hi
7o 514 B LR, AMEREOE 72 5 AT o,

® [MiRA(L PRI TlE, FLEAWL/KSEREE (Lactate dehydrogenase, LDH) &, 27 /L=a—
A, RE, VT F=UKRRNY Z7URY ROBE LRGN T VT I U RORE Ry
DWW DFRD BT,

o JTEENI GHAEAMEXHE) 2NEERHEOZ TROLN, I LICEMNEREOMELES 2 LT
I, BEEEINNRD blz, FIMRTE, < o CTHRERIZED bihiz,

o FIKICRIE T LR A FRUMA R E T R OZ <A, ElLEE - VSR TRO b, -
2L, BIETEMIC L > TRR Y, FETRICHERFMEITIRD Do 7o, FRpr ik
BREZEHE, SR LR OB Ch o7z, U 73RTHE, U o e, Mg Mgk o
[E1J5 U > #fk T U o NERFEREDRD bz, F TRIER & LT, RO R E
SR (RN RICEE), RIBREIER CRERRIZED A N L AICEE) KORE XX
B CMIE#IC L D RE R BFEK GoEINEEICEE) 2O bz, b D5H
PAHRR AT RIS, Z<NREERRICEET 2 D & B R b7,

TK fHlOFER, #HETIEES 1 HE KX 14 H H O AUC gy K O Coax 23 FHE DO EEINZ - THEIN
U773, & ORI EOHMNFEZ NEl- 7o, #ETIE, 30 mgkg/day & g LT 100 mg/kg/day
TOHE 14 A H AUC 6y L O Cooy THEIE DK T 2RO S0, TOMITME & FEECTH -7, #
H 14 HHD AUC ¢, 1%, BH1HHBXVEETHST-Z LD, BREBOINNRE S L2,
B O 27 EZEITRD SR T2yt [THEEN TS 1.7~47 BRI TH - 72,

P EORERIY, A~V FI K30, 100 XU 300 mgkg/day DV /L ~DEH X, 1K OUREER
BEFIEEI Lcleo, BIEE 18 HCHIE L7, AN, S U o SRl cod b,

TIREER & L CliEREs ~ DR BN RO b vz, L7223 5 T, NOAEL IE 30 mg/kg/day i (AUC g,
IS TN 51858 K TN 48771 ngeh/mL) & HIKT 5,

FENWTEREELZRD L, R =7 4% (MRS 3L 8 I2xfL, A~U RI K0, 0.2
KON 2 mg/kg/day % 1 H 1[0]T 28 AR O#KEG Lz [#HEEEE 1398/126-D6154], 0.2 mg/kg/day
LT ERKRARICHY L, 2mgkg/day (32D 10FEE 725, A~V FI R 1% CMC KB T
L, BEAREIX4mlke & L7, TKEHmIE, &5 1 3 H A28 H BIZEEHZ A L 9k L
77

2 mg/kg/day F G-EEORE | P13 526 H HICIREEARR L e o7 fo o UnaER Lz, Yax@hy ¢
1%, BRI OTEE N OB 2 £F 5 IR 2GR D, [RBEOMENY & FEE, S%E T
FILERB O 23514 B B X V8D bivlz, FHEERE £ TAEMF LB TIE, 2 mg/kg/day
P GREOMERES 1 VECHE X IARBRENTRD S iz, (RE, BiFE, LEX, KA LFEORE,
PRIGAS, Mot B8 M QYR BRPT AL C, BRICBEE T 5 A TR0 b o 7o, 2 mg/kg/day ¢ 5-8F
DOWERET, SHHRER O GRIE & bk U, BB 2 AR DO 23 5514 A RN H &
DO, #5521 B H LR T £ TIRBEEBRAFED i,
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TK fFlOFE R, MEMENTHHES 1 B H L0 28 A H D AUCyuy M O Coay (B OB E -
THIM U722, B G- BOBMNEE Tlal-7-, #5528 HH D AUCy, (35 1 BE XV EETH Y,
FAR BT K D MR B O AR S 40720 AUC o4 KON Copax (ZHA B 22 MEAEITRRD B LR o T2,

PLEDORER LI Y, A<V I F2mgkg/day /WG L& 24, SRR OAIMEK T A —
Z OWLNRBD BT, L= -> T, NOAEL IX 0.2 mg/kg/day (AUC,,, IXMEMETZZ4 1493 K
2258 ngeh/mL) & BT L7,

2.6.6.3.8 YL 13 HERAORERS SRR
[ &S CC-4047-TOX-002, WfHEE4.2.3.2.9, FHHEFEH]

= A PFTHTHHR<Y B2 R0, 005 0.2, 2 %010 mgkg/day OFfEARKERG %, &
BT =T NEFAWTER L7, 0.05, 0.2 %02 mgkg/day #5 CIXMERES 3PS,/ BE, XTHREER OV
10 mg/kg/day 4 5-CTix, MERES 5VC HEL Lo (e : 28~544), A"~ U FI & 1% w/iv CMC
KB TRE L, &GAEIT4mlke & Lo, TXToOEWICXL, 1 B 1ETI3EBKREGT 5
FHEITd o728, 10 mg/kg/day FEAVRAEAR B & MR PRV FE AT LA 5 L2, 5 M THRIEL F
L7, £, 10 mg/kg/day B GRECITMERES 3 LA 56 WA IZER L, ﬁféﬁkﬁfﬁ% 2 LR
WM A%, 13EBICER L, TKiMEE, #5651 BT OCES 4 8B XN 138H
(10 mg/kg/day FEZ B <) (202 [EIIR U 3k L 72,

0.05 % Tr 0.2 mg/kg/day FfTIE, SR OMEIKIZBEIE 3 2 AT ALIZERO b v o 7z,

2 mg/kg/day $ 5HE CROONIZERFTRIILULTO LB TH D,

° 7M§%Tﬁ@b€ﬁfﬂmbu

o X5 5HH, OEHLWNIZEB® 6V 3LTT LT I AEN D
° &59ﬁam6ﬂ¢sﬁfﬁ%&%$&#%m,9%2@&%1%@9&?@%&%$%@
HAIN AN ER G L T Uiz,

® B Uk (CD20°), NK#A (CD3/CD16") K OHERE O 2338 Hivtz, #5 9
H T BB Y /38K, NK MGk OB ERE O i KA L, 10 mg/kg/day #5251 T 5-
B OFIRREFIZERD b L RRRE CTh o7, H&G5MFGICE Y, 2 mgkg/day 257
@B)/A%&U$%ﬁ®ﬁ9#&%13 H &£ CHfe L7228, ZE o NK M # o~ — A
T4 ETHIE L,
A@ﬁ_iﬁfm%%%ﬂ b BT,
o b GRAQFE SEPERE N, E 8RR DO R OERZER D), Mg (U > Bk XX
U oS@gRk) ROVR (R Y v 3BkiGE) TRZEDRD bz,

10 mg/kg/day G RETRO SN ERFRLIZLUTO LB TH 5,
® MRFEL LI L, 4 /8T 15%~31%DKEK F23580 bz, ARERMEOREITHEINL, £h

(ZBEE U CTIREDS B 278 L7e, BEETPIRTE, 14 (T OIRERIISEE OKERIEDIXT)
L, [FEHEHIRF T £ TITIZEREE L,
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® HSHHET, REMKGO IRINEREEBEXOND T 47U 77O, 77 I U3
DI ONR A 8T YJRFERVD DR BT, MEFIET R CIE, 28 ORIE 2 R~ J FREE T
HERD B, A P ERE DO BRI SUTA, AP ERF O T — L/AMERBLD 5 5 1 DL
FORFTEPERD BT,

o EL6HHEHT, BYU /K (CD20"), NKHMild (CD3/CD16") M ONHAEREL OJ/D 23588
iz, BRI, 3 EMLINIC NK L& OVHEEREUE, ~N—2 T 1 i< £CHEE L
Too =7, B U U /NEREUIHEIEF LML, 7B £ THIE LeroTc, &5 6 H TOA,
Tuynﬁ(amﬂ,Awm~TJ/A%(aﬁmmf)&wm@amé/%7Vy%~T
U ok (CD3'/CD8Y) #as il L=,

& KHSHHET, /Na—RREOHBEHZRMAD (10EF 68), RKOTAHY 74 AT
7 Z—E (ALP) O (10 B 4 JT) 238D Hivlz, T b Mk b P i e 21X
[EIE AR IS ITRR O Do Tz,

o FESIHET, #RMEE, Hb MO HCT Y (10 L 4 JT), SRR & H a5 O MR R L
%ﬁﬁ(m@*G@)ﬂm%%ﬂto;ﬂ%®mﬂ%%@§ﬁ£*i FegE RIS

WZEE L7z,

o 4@%(&56 H), MafRZEsE (6 VT 4 U)K OBEES 2 0k BARRR F A0 S A 7 (Mo
U 2 REREGYS) A3 B LTz, MR Y v SEREE VS IX, [RIE IR TR IO RTE R LT,

° 4@%(&56 H), e SR, B8R ME o R OCERZER O 2 & it

HHT RSO S, BEROBY T, TN HFTRORAERE OEEE KT L,

° %ﬁﬁ(&ﬁé H) OFlgETRE LT, FICU o EREEUT Y > SRR S
oo [EEEEENM) TIE, FRRETR & L CIERMRAE 4L 28 BRH b, BET 555
ﬁﬁﬁ%m%ﬁﬁﬁ(ﬁf@J/ﬂ BIERK) 23588 BTz,

TK FEAM DG 5, AUC 4 2 T Crogx 2388 5- 4 3 H F TD 0.05~10 mg/kg/day & OV 13 3 H £ TP 0.05
~2 mg/kg/day D5 THIEITHAE L CTHIN L7z, MEREWT 4 SR D HFE (ERREC: 1.4~2.0)
DRI NIz, BEEICHODRMEEITRD DR 27, tyax 1 IBEL T 05~4 FFHl TH - 72,

VL EDOFER LV, NOAEL IZ 0.2 mg/kg/day ($¢5- 13 D AUC,q, [TMERETEIE I 677 KR
1142 ngeh/mL) &Il L7,

2.6.6.39 YL 9 » ABMRAOREESHHHR RV 8 BRI EEHAER
[ 5 &/ 5 CC-4047-TOX-006, RATEE4.2.3.2.10, FEAMHE R

H=7 A4V (MERER 6 DT FE, 4F#h : 24~4.04) ([Zxtd 248~ Y K K0, 005 01KO
| mg/kg/day DN KB G-%, & AT—7 V& -1 H 1[EIT 39 HFS%EN L7, MRS 4 T
SRR R TRISEHR L, 780 O3 8 B OREHIFBICHR Lz, A~V K RIiX1%wiv
CMC KRR CTRB L, HEAREILSmLkg & Lz, TKAHEIE, &5 1 HH, 28 HH, 194 A A
J U272 B BAZEML L 72308 T30 L 72,

1 mg/kg/day % 5-F T G- 40 B H OME 1 VT (BARIZFEE L 22V & Ol E) & OG- 44 |
HORE 1 L (FBFICBE T 2 FHEA~DO T RO ERRE YY) ([ RHIE T UhE & RO btz 29
MERERS 1 Ve A [RIFRIZIBIN L7z,
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1 mg/kg/day 5 CTlE, BIEICEET HREARDRBD bz (MEMES 3 L), BhBfE*
L7z, ZOREARIZ, R~V NI FOAT H0EHRE /o2 mmsiliErE R U > SEREURT,
U U RRIFETO Y o/ BRAE 8 M OVEBEO ML SR EMART) (CEEST D & &2 B, ZIRIIEH
LEDONDT U BKERY:, KEOEMHERIE R VNG OMEZMENRBD bz, SHIZ, M1t
TIX AML BRFTAPEO b, e NERBTIOX A T OEENGRD b b 2 & i3 T
THY, invitro XKW invivo 27 37 U —i BT, #BRWEICBEFEEDTBO Lol 2
L, EHIT, b MTIEAEMR E AML 23BE L T VAR~ Y M RIZIIREFEENRZEO 5T
WD END, ARERTHRD bV AML ARFTRIZ, #ERE O S e (B 5 fr L &
T LTz,

1 mg/kg/day $ GHEDEAFENY TR O LN ER BT RIILL TO LB TH D,

®  JKARTE K UMD THIFEHY e B R T
R Y N OB, KOBEST 2588 Y Bk, U SRR D U SRR OV
BEE U NHHfE (GALT) N U o RERE DR

o JREEORED, KUBET D MRZEN - U o Bk
THEONGHEY 35, A M, K OED U o SE-REIE NS K (B,
TR B OVE ) C OB ST FE O OV AR MR E

® EMI~EEEDNFAARE AL (4 L 3T, RUBHET D ALP KT o~ 72 IV b T
AT T —E (Gamma-glutamyl transpeptidase, y-GTP) OHEHI (Hf 1 JT)

MR MERSEL, 7 ¢ 7V 7 2 R OURMERKLEE AR OB NGRD HALTAY, T4 b IEHsKic
BEE -2 Bk Tl e &Il L7,

0.05 % Tr 0.1 mg/kg/day % 5-FH£ TR LN MR TO U N ERAEEIE, HBMEE (0.05, 0.1 KT
1 mg/kg/day #ETEIEAL2/8, 1/8 KN 2/4V8) M OFREE (BEAR~REE) MR o722 LW NTR
I Y 2 BRI R OVEE TR, (BRI E) ko TR oTo 2 & btk &Il L e h
27,

WTNOBRGETHATFEM T, KE, OEX, mE, REORERORRAET, I
T 5T RITERD v o T,

8 EMORIEIRIHE T OB (BIER) TIE, | mgkg/day 58D 1 L THFAIRE B R
D BT LSS, BEICEES 2 AT RIEEE L Tuve,

TK FFAl D5 F, #6558 0.05~0.1 mg/kg/day OFiPH T, HEOUREEIFHBEITIZITp] LTHImL
7o, HECITHEMARD ST RIFRE TH 72, 0.1~1 mg/kg/day O#iH TII, ﬂtﬁm\?ﬂ%ﬁ%i
e A B 2 DEEMDFERD DAL, tmax VL 0.5~8 IEfE] T o 72,

AUCo4 KT Cax 13, 0.1 mg/kg/day LA T O &8 TR GIZ K DIREREITE(DTRD b ho
7273, 1.0 mg/kg/day TIZERE OIREE EIMNMBFEO vz GEREfREL : 1.32~2.19), IRFERICHL
DIRMEZETERO B oz, 72, 528 HHE TOF v F A ~—DmiEHEE L

(CC-5083:CC-6016, S/R) 1%, HETIIFEE 0.5 FeffltL O 8 Kfi]# TE I E 4L 106.85%~135.94%
J N 56.10%~88.42% TV, [FERIZHETH ZNZH 101.74%~129.90% % O 53.61%~79.26% C &
572, AUCy, D ¥ S/R T Z IV EUIET 73.34%~106.65%, T 76.13%~89.46% T - 7=,
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VL EDOFER IV, 1 mg/kg/day 5 THREDRO L2 Z &6, NOAEL IX 0.1 mg/kg/day &
W L7 (AUCq 1 ZHERETEALE AL 211 J2TY 227 ngeh/mL) .
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2664 EEHMHER
2.6.6.4.1 in vitro 3B

26.6.411 ARV -BREARATEAR
[ EER T 1398/20-D5140, W(THEEF4.2.33.1.1, ZHEEEH]
[ EH S CC-4047-TOX-015, WsfHER4.2.3.3.1.2, FHHEFR}]

S9mix (Aroclor 1254 THERFE L7=7 » MFEO I b= KU THIS) OFET (S9mix+ : X
HHEMEESH V) UIFEFET (S9mix- : REHEMLZ L) T, A~V RI ROMEIFIIRE RFHFR
Pz fEt U7e [HiEER 7 1398/20-D5140], HRKIX, & AF ¥ U BRMED Salmonella typhimurium

(TA98, TA100, TA1535 & TRTA1537) WCNZ KU 7 K7 7 VERMED Escherichia coli  (WP2
pKM101 & T} WP2 uvrA pKM101) % U =,

1 [B1 B OFER T, T XTORIZH L SOmix+-OFMTF, A~V K R 8.0~5000 pg/plate TE
ARG L, 2 BHORBR T, A~U FI K 312.5~5000 pg/plate CRRIZFEG L=, =D
FE, WIFNOKTS S9mix DFHEIZ DL, BIFZERER a0 =—HOEINTE D b
Mmolo, ZHUTKEL, GYEXHRREE CIIERBRAER a0 = —HOHMREO b2 Lnb, &
BROGEMITER TE TN D

U EOFERMN S, KRB TOR~ Y K ROERIFVETEEME & HIE L7z,

FREORBRTHEH L7eAR~ Y FI FOEBMESHRERE LR LIc7c o, Fl—oEkE Hu,
[FERIZ SOmix+/-DERMET, R~V NI FOERIGRERFREZ G LT [(EEES
CC-4047-TOX-015],

1 [ B OB TlE, T _XTORRIZK L S9mix+/-D5E T, A< U K K 1.60~5000 pg/plate O
JE TR BFME 2 G L 7=, 2 [ H OFRBR T, R~ U K2 F50.0~5000 pg/plate TIAEEIZFEAf L 72,
WTHOMLBIZX LT, 2EHERDIRUIZFERTHAMIL TW D, ZOREE, WTFILoKRTHIRE
EX SOmix OFIEIC D BT, IRERER =0 =—HOBINTERO bikpoTe, st
L, BtExtPREECITEIRBARER oo =—HOBMARO bl Z &b, RBROGEMIIMR
TETW5

UL EOFREREMNS, A<V R FOERFMEITEEME & HE L7z,

26.6412 TIR)TA—7 tk RER
[ EEHE S 1398/82-1052, A&} 4.2.3.3.1.3, &R}
~ R ofEME LS178Y Z# W T, A~ U K ROF IV F 57— (Thymidine kinase,
th) YEAG TR ITRE T 5 2R HEF I MEE SOmix+/-D 5 T Tat L7, F &R ERBR T, S9mix+-
DEMET, R~ Y FI F18.75~600 pg/mL THET L7z & 2 A, B 60 fiflafE SR b T,
RN L7 R T H R RIZREE TH o 72, SOmix-Tix, +NTOMRE THEHFLIICA B R
ZEBBAE OHINIERD Hivie -7, —7F, S9mix+TiX, 1[8HDFEER T 150 pg/mL OIRFETD
Fr, BREETIXH 2 DR PHINCHE BERERERBEOMNRRD bz, LLRRS, 1[EHE
FEBROD 150 pg/mL Z A 2 DK N2 [0 B EBROT X TORE T, HEtFaICH E 28R BE
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F*F@imj][] EEH) EN0) %ﬂfcﬁ?ﬁ)o & 73))%, 1B @ﬁ%ﬁ@ 150 ug/mL Tu»u p) Eﬂf_ﬁriﬁﬂﬂ j:{éiﬁﬁ
PETH O FIEFRERITR VD & LT,
VL EDOFERN G, RRBRSEM FTAR~Y K ROZRFEMHE, B S L,

2.6.6.4.1.3 £ FERMEM) oNRBRZAN-LBHREEHR
[HEEE T 1398/68-1052, WfHEEF 423.3.14, BEEE}]
[ EH S CC-4047-TOX-016, WsfHER4.2.3.3.1.5, FHHEFR}]
b R ORASIL Y > RER (invitro) 12xF L, SOmix+/-D&AMEF TR~ U R ROY@ERRTEHRMEE
Mt L7z [REEE T 1398/68-1052], 1 HIHOERBRTIE, A~ VU FI F3RE (686, 980 KLY
1400 pg/mL) T, S9mix+/-DEMF T, FAEIL 3 O 20 KRefEJLEE U 7=, MIfafE SIS HivT,
IR T O R IEUT SOmix+-TEILEI 35% K N 26%[H5E S 417z, 2 B H DEBRTIE, A~
URIR3PE (717, 896 LTN 1120 pg/mL) % [REARIZALER U7, MfUBEEMEITERD 6T, e
TR TOA RS EL S9mix+/-TEIVEIL 60%MK O 50%HE S 72, & 512, 1120 pg/mL (S9mix-
T 44 WFRETALEE), 896 ng/mL (S9mix+C 3 FREMJALEE) KON 1400 ug/mL (S9mix-C 3 WEffLE) <
FET LTz, et R ORISR 2 A9 DM, (580 & O N AT IR O ¥EINEGER O Hivig o 72,
VL EOFERMNS, SImix DIFEICEDL L THR~Y FI R, WTFhoBEETH e FREMmY »
RERIZKTT 2 YR B FE R A S 7 &k L7z,

FROBBRTHEMA LIeAR~ Y FI FOWBRWE IR ELZHA L2720, b MRMMY >3
B (invitro) \Zx9 %, A~V NI FOYEGREFEFREL FRRCHEMRF L. [MEEES
CC-4047-TOX-016],

X, 252, 315 KN 614 pg/mL O 3 #EEET 3 B, 252, 315 20N 492 pg/mL @ 3 JEEE T 22
A (S9mix-), WTNT 252, 393 X614 ug/mL @ 3 JEHEE T 3 FE (S9mix+) ALFE L 72, S9mix
DIFEICE D 59, 3 B CORERE (614 pg/mL) T 51% (S9mix+) KT 34% (S9mix-)

Doy SR ENTRD BTz, S9mix-S4h T 22 R ALEL ¢, /)i%fu (492 ug/mL) T 38%D 55
FLERE O b, HlafEEMHITRO bhiehoT, 1 @{ZIKT% WaAT oMM, EEIA &
O EARIR O HHBLIZHE R 001 ﬁi‘iﬁtﬁém EEHES f‘ohr‘mwto

LI EOFERNS, SOmix DF(EICEDOLTR<Y FI RiE, WPFhoEETH e RAMIm Y >
RERICKET D YR B E R R A A S 20 &l L7z,

2.6.6.4.2 invivo iRER

2.6.6.4.21 Jv bEH/NKRER
[ EEE S 1398/86-1052, WfTH &R} 423.3.2.1, BEEE}]
[ EEFF CC-4047-TOX-017, I™FTER 423322, FHIER
CDBR 7 v I (e : 9~10#) OF#ifMiaz AR~ Y I KO T v M/ MERB % =
it U7z [t E3 5 1398/86-1052], JHERERER (MELES 3 L F) & LT, A~V FI K 1000,
1500 X TX 2000 mg/kg/day 2 1 H 1[0 C 2 AR ORERS L, BHERELBIE LT, ZORE,
MBS ER T EAICER LT RE O (K~ R ROf) Tho7Z &vh, MTD
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1% 2000 mg/kg/day &I U7z, /IMZRRER (MERES 5 D8 #E) TIE, A~U FI R0, 500, 1000 &
82000 mg/kg/day 2 1 B 1 [01C2 AR AEREG L, &G 24 KON 48 IFffRICE&Z L, B
BBHIEAZER L2, B~V F I FiE 1% wiv CMC KA TRE L2, ARRBR TR R
1% CMC K¥ER & L, BtEIZ 7 veAR 27 7 I K (80mgkg) & L7z, Bt I I3 HR]
FG-L, 24 REERITIEARZAFR L 72, 1 DB 72 0 D72 < & b 2000 1 D 2 YetAR L EK (Polychromatic
erythrocytes, PCE) ZaHii L, /MERBUREZR I L, BT 1 IEH720 D7 < &1 1000 fE D
ARifER 2 VN C PCE 208 ONE YR 1 EK (Normochromatic erythrocytes, NCE) #5212 & 0§ L 7=,

WTNOMETH/IMEZ AT % PCE ORBUBEICHEHFRABEREINTRD b rsoTz, L
o T, R=U FI ROT v MEEGII S D Yeta i B EFH R IEIT R &HIbr LT,

FROBBRTHEMA LAY M FOEBRWEOHRERELZ K L272®, SD T v b (k-
9 i) Z FWWTIRERIZ, A~ U R ROEBE/ LB 2 75500 U 7= [ 5 E% 75 CC-4047-TOX-017].
Peh g, el SEE U/ MERBR OfE RIS FE L, MERE L $12 2000 mg/kg/day @ 2 H fE#E
BCREFANRBD NPT 0, KRB TIIEOAREZEFT Lz, SIL/ ORI HR~
U KX K0, 500, 1000 &% TF2000 mg/kg/day 2 1 H 1[B]C2 HRERROKERG L, Aci&ieh: 24
BRI ER L OB REARZER Lz, RN~V FI R 1% CMC KIFR TR L7, Bkl
IZ 1% w/iv CMC KB & L, BBtERIEy 7 ndkl A7 7 I K (60 mgkg) & Lz, BEMEXHIREEIZ
IXHEE G U, 24 REERICEEARZERL L7, 1 Ed 720 7e< &% 2000 fH D PCE ##HMi L, /)
REFBUBEE 2 B U7z, MRS MEIE, 1 TCh 7z 72 < &b 500 DR IMERZ G L, PCE %&
JL OXNCE #ot 2R LT,

WTHNOMETS, /MEEZAT 5 PCE BBUME O FIIA BRI vy, E7oEgi
FHELRO LN oTe, LB -T, A~V K FOT v MEBEMIRIC R 2 Yk BE7H%
PEITRRME & HIWT L7z,
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26.6.5 AARMHER

H K BU [=3E LB FE R 3% (International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for Human Use, ICH) S9 A KT A > [HUEMEEE
HOIEEREHIIZBE S 2 A BT A A2 T CGERFFATE 0604 55 1 75, Vhk 22 426 1 4 AFT)
T, EITRAEEOREL B & 2 B ORGERGEKRFGEICER LT, Y% TsgE &
STV, Lo T, BAJFEMERBRILE L Tz,
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26.6.6 AEFELSMEHER

2.6.6.6.1 ZREERUMEAEFRAEICRET 5558
[ CC-4047-TOX-020, WSfHER4.2.3.5.1.1, FHHEFR}]

CD(SD)7 » b (eSS 25 VS /B, Bl - K 9~1138) &V, ZIRRER OWIHIIRRE A5
HAR~Y R ROFEBEHRF L, ARBROKEGREIL, 7> b 28 BRXER 5 HERER (2.6.6.3.3
H) ROT v b6 » ARIKER G MR (2.6.6.3.5H) OB 5, 1000 mg/kg/day % i &
EL, BEOHRAREE 25 LT 250 mg/kg/day E5%E L2, A~ YU K RiE 1% CMC KIEHE Tk
WL, HE5REIT10mLkg & Uiz, MEIXAHECAT 14 H2OAEHE 7 H B £ C, HEIXAECAT 28 HN D
JEARFE T 1 H 1 BEICTROZKE Uiz, MOIEER 13 B BICHBR L, 75 R & OGRS O B
WER A 2 e L, S DICHEGHE (25 VT, BE) & EIE U7t L 2 25ml U, HEASHAE IS5
DB ARG Lc, TKEHETIE, &5:-28 HA () ROHEG 14 BE (M) (ZE0EHZ BN L S
L7,

R R, ACTIEGERO bR ehoTo, —REE, (K, BEEE, MWEH, SERE, &R
FHRAIRIRCEE, AT A, OV g Rl & C, HIRICEET 21 TR b iveno iz,
— 0, WTNOREHTYH, BAIOREIZ X AR CTAFIRE O T 235580 B i, AFIRENL 25,
250 & U 1000 mg/kg/day Ff THIRREE & bl L CEIEIL 23%, 29% K N 41%IKD > 7, & 7= B
AT & LT, WIS O R IR ISR OB FE0 D, WIS J OG5 PR 4 IR Sk sk 4k
KPR & Phi LT 25, 250 KON 1000 mg/kg/day #E CEALEIL 6, 7 OV 10 52 L7z, BIEL
TeET v M EERIEMT v b ERBLS TS E, T OATENT A —Z TR E OB 5
FEITRD DNl LEEBR-T, KRB TRO LNTAR/ ST A—F TORFEATRIX, Dis
CEBHEITKHT HHEICEIDBDOTIERNWEEZZILND,

TK FFl0#5 %, #5514 B OMET 25 mg/kg/day & 1000 mg/kg/day $5-TD AUC,q, DIEINIE
2325 THY, 40f5L VO EEEOWINERL FEl>72, #4528 H BHORETO 25 mg/kg/day &
1000 mg/kg/day $¢ 500 AUCyy, B 2.56 (5 TH Y, BHEDOIENNZEZ TE- 72,

PRI CEFRE O, WIEE R O R EMHRRBOIARO b Z Lnb, 2k

({2995 NOAEL (% 25 mg/kg/day A & MW L 7=,

26.6.62 - IRIRHEEICEHY HaEER

2.6.6.6.21 Jv hiE- RRIRRLEICEAT 58K
[ EHE T CC-4047-TOX-021, WAHERL4.2.3.52.1, FHHEFR}]

CD(SDYiE#E T » b (22 VL, Bl K9 11~13 #) 12, R~ VU F I F 25,250 & T 1000 mg/kg/day
ZEHR6 HH2S 17 HHE TRO#SE L, MR 20 B HICH EUIE, IR - BRIERAEICKHT HR~
U R FOEEBERH L, ARBROBERIT, 7 v b 28 ARNERGHEERR (2.6.6.3.3 H)
LT v k6 n ARKEEEGHEERER (2.6.63.5H) ORFRICESEFELL, A~V FI NI
1% CMC KIFE TR L, #5288 8ElT 10mL/kg & Uiz, £7=, TKFHMEE 3 PC 8 <TiX, 4R
17 B BICHEE 2 Bl LSk L7,

BRI, ECIERD bNeh o7z, RHEO—RIREE, IRMIE P ORE, (RKEWN, EH
BN ONIRRAT R C, BICBET 2T RITRO bnen-o iz, MREMOEREOKME (TR 18 &
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W20 HH) KOMRESMME GEIR 12~15, 15~18, 18~20, 6~18, 6~20 %1 0~20 H H)
DEHBETIRO BT, TS OENE 20 H HOMKE (WEIE 20 H HOKE) IR+ 2 HE 4
FITfE) K OFHEE S OIEIR 0~20 H H OFREHINICIIX AL L ZRRD ONNZ Enb, &
IRBEIROBINTER T 2 & 0 LIl Uic, SEIRFEEL, SR, EIRE, BERAITHE LR L
OHRIBOVEIZEITRD SN d o Tz,

A=V K NEEICEET 2 B2 5N 5 ERFTRE L TFICRET 5,

®  EIRMGIRHR I K OIS s N,  AEAF R B ONRIRE 4k o)
HRVRAREE (MERER K OMEREAS ) DR

® DRIEFETOMRONIBET (BEMEKHE, FRIRRBOBEENEN) K OVEHEE (B
B OWaHE (MEAR R OWES) DA B OB B 51 0 B 23 5 0)

® NIEARLE LT, SR COBZEMl, BILIEARREL OUREILIROFE R, R
1000 mg/kg/day #£ CILBusHEN R MR A= DBEEE & 10

® FLAEEL LT, 250 KU 1000 mg/kg/day B CTH 13 B OKAN, HEFERET O ME EHE &
O 553 EiA B AL O SEEE 23 B8N

TK FFfi 055 F, 4 17 B H T 25 mg/kg/day & 1000 mg/kg/day @ AUC,q HIMELIL 2.7 5 CTH
D, 40 (EDOEGEHINNHEE TRl 72, ty (X 2.0~8.0 FE TH - 72,

VI EofER I, fHARMEICEE 4% NOAEL 1% 1000 mg/kg/day (AUC,, : 92610 ngeh/mL) T&
ST, FHRBMARICERN, I VAR E O RN ON R A B e OVE BN RSB CRR b
Z D, FAFEIEICEIT % NOAEL 1 25 mg/kg/day Aifi (AUC,4, : 34340 ngesh/mL) & M7 L 7=,

2.6.6.6.22 Y XHE - RIBRAICET SRR (A=RERER)
[ EH S CC-4047-TOX-007, WsfHER4.2.3.52.2, FHHEFR}]

=—a—Y—7 2 RAf (New Zealand white, NZW) #L4E Y % (SVC B¢, Hiin : 5~7 » A)
WZxfL, A~U RKI K0, 5 10, 100 (X250 mg/kg/day #4E4E 7 H B 25 19 H B £ TROBS
L, 29 A BICFEARAELROREREL I L7, A~V FI FiE 1% CMC /KEK CRE
L, ®5A&EIT5mlkg & Lz, TKEH B UC 8 TiE, ER7 HHKLO 19 A B2k 2 [E]
I UEM L=, £72, FIE20 B HO#S 1.5~2 Bi#%OIRIR N SERIL U, M Sy i 4 1)
E L7,

FHAREAR T, [FINE VN REE N & OVG 2 o4k FLEL 705 100 KUY 250 mg/kg/day 5 5-1E TR
bile, A< U R RETEHITWRIR S A, FHEO M SEDIREE Dty 13 0.5~4.0 FEH T >
7o AUCo4p 1, 5~100 mg/kg/day OF 54 Tl G-I Hf L THIIN L7223, 100~250 mg/kg/day
TR EERINER L FlhEl- 72, F4E 20 H HO®RS 1.5~2 FE#% OB R o h L 5~
250 mg/kg/day % 5-HF T 28~138 ng/mL TH Y, FHADIENE 19 H B Cpax PFI 50% To > 72,

RHA L O - B R #1EIZBI 3% NOAEL 1T 10 mg/kg/day Tho7-, ZOHBETOMYE 19 HE O
Cumax (£ 72 ng/mL TH Y, AUCyy 13 418 ngsh/mL Th -7z,
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2.6.6.6.23 Y XHE - RIRRAICET DR
[ CC-4047-TOX-008, WsfHER4.2.3.52.3, FHHEFRH]
NZW iR 7 %% (20 T #E, A : K55 » H) 2w, B REREICHT LR~ IR
DOEBERF Lz, ARBROMARET, AEXERR (2.6.6.622H) OFFIZHE-SX0, 10, 100
JZ Y250 mg/kg/day L E%TE L7z, AR~V K RiT 1% CMC KR TERE L, 4R 7 BENS 19 A
HETI3 HEROES, 029 B BICFEWNBRAER OV 2 F40 Uiz, BRMsch B 3
BETH D 1% CMC KIEKR Z# 5 L, S DICMERTEEES LT, 180 mgkg/day DH Y R~ A REfE
AL L (SIL/ 8, &EEEITWTE Smlkg & LT,
RN~ VU FI FERGICEEST R TOERFT AL TIZE T,

® FTATOR~Y FI FEGHTHEII AR LT,

® 100 % U* 250 mg/kg/day $ 5-HE TRHARIZEEE OREIGIIIGIAE O B, MU 7V kY ME
DR FERAK T A OV IR & (ki OSHA T XHE) OfFERIRF bR b,
250 mg/kg/day Ti%, #RIMERE, Hb M ONHCT 2 L, A7 Ak VERENEEIC
iz,

IR« PRIRFAE~DHEBL L RO LN ERT 2 L FIZied,

® T RTORYY NI NEREHETOIRO B F B 2SI 2R L7 (250 mg/kg/day T

ECED =Y
° mmwkmwﬁuﬁfﬁﬁwﬁ FEIRHR =R D HE N} O FE D iR AR EEAR T 235860 BTz,
® 100 mg/kg/day FED iR L 1 DI MU D [BlER K OVE RSB H LT,

® 250 mg/kg/day #f T, ﬂnﬁ@@ﬁfiﬁﬁ? (BT S B o J il S ENER, FR O ARG G TR ER)
K OZCEET 28R (TFEOREL, FFELOTFEORFEES, FEOKIE,
?5%"@5'%”%’%&0“5?%’@@%, REALSTEH), TEEORMEILR, A8E NEROA
, WRIEXRAR, (RACE, APIROTZRERE, B OBEESIIRE(L, ERE D
ﬁ"ﬂﬁ/@*ﬂ“ﬂ’@{ﬂi&‘?ﬁ) D Eﬂf_o

UbDEBoR~Y FI NE, UvFXFOREBEICHEELAL, TORZMETIZ7y LIV HE
WD ThoTo, FFIZ 100 KON 250 mg/kg/day B CBIZE SNSRI IR A~DREX, %V K~ A
NG TRO AT R (R CSUTZ L ORI 3R dhilf ONCHE O R XUIRRES) SR L
TW5, L7eR->T, BHEIZHT 5 NOAEL (% 10 mg/kg/day, R - JREFEAEIZEI4 5 NOAEL I
10 mg/kg/day AJii & W L 7=,

26.6.6.3 HARRUVEEZOFEE L VICEHADOKEEICEET 558

ICHSY9 A RTA ¥ [HUEMEIEESEOIEERARTHMICE T2 A KT A o0 T) GERFEA
»%%M%l%,i&n&%ﬁ4aﬁ)fi,@ﬁ#h%ﬁ@ﬁ%%ﬁ%k#é@%&@%ﬁw
TEAKER R L C, YERABRIIMLE L SN TWARY, L7ad- T, AR ORHAR DR AL
Li%ﬁm%buﬁﬁéaﬁﬁiimbiwﬁmx
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2.6.6.7 BETRIEMEER
BT DB L
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26.6.8 ZTODF AR
2.6.6.8.1 AEHMHRER
2.6.6.8.1.1 )L 28 HREEOKSRESHHBRR U 30 HFEEEHR
[ h EH S CC-4047-TOX-019, WFHER4.2.3.7.2.1, FHHEFR}]

T =7 A4V (MERES 6 DC/BE, 4 0 2.9~6.04) (2L, A~U FI K0 &2 mgkg/day
OfROEE (1 B 1RT28 HE) #&ahT—T7 &2 RO CE Uiz, M 4 IC B2 & 584
T, %0 OEIL 30 A ORFEHIMZICHR Lz, A~ U FI Fi& 1% CMC 100 mmol/L FElz
TR (pH 5.5) THRE L, HEA=EIT 10mLke & L7,

2 mg/kg/day HEDME 1 PEICHEETRAXT, KERME R MAHEBA SO b7z, 522 A
YhA R Uiz, M EW R R L OV ERBBENE ONCIRME SR MR RE~ DB IRE D DR o T,
FIRICEE 9 Bt & LC, CD37/CD16" NK #lE OHMfn L K OREHEIR T I ONZ CD3/CD14”
HERB OB bz, O OERIE, REARICEEL TWA AR H H, U 7Nl
oL, BB, BERORIREICEENGEEO ) VRGBT b, BET 2 KA
U 2 BRI D P B O IR ZERE D378 60 BT,

B TR ECEF LB, BE, (KE, MRA(LEmE, FERER &K O ERBERET OY
|2 NK Al faine CHRERICBES 2T IR b h o 7z,

BRI BT D mtE L LT, LT OFT A EFEMICED b,

® —RMO WM i [KLH (Keyhole limpet hemocyanin, F—7AR—/L U Xy hE
VT =) IgM KON gG HUIRFEAEIRT ] OZ(LK OMREED & RSO R M. Y o7 Bk
(CD20'B VU > 738k, CD3'T Y > /38K, CD3"/CD4"~ /L 3—T U ¥R K O CD3"/CDS i
HEMET U L /%8R, CD37/CD16" NK i & (8 CD3 /CD14 HiEk) DD »B378d bz, =
FUCBIE U C, DD FEEOEHE Y o SEROMIR AR EMR T 235580 b,

® PO AR E RO GERHE K OSeHAR AR XHE) I ONC s & (ki) o
INAFED BT,

® HEDY LB LIS DNDHETR, Teb bIIRERE, Mg U 2o]
ERFETE, U o SERVAMR K OVRIEBERIA OB INAE NS T2 - BRI Y L REioD U 2 Bk B
T OME R BT REIR O IEAE 23388 BT,

S5\, BEKICEET HIER & LT, KBRS 2 DI, FIES M OSKEIEH M (PARAT R ThRE
DLIFEA) D1 EIZRD B,

[EEREE) T, LiRoRIKICBET ST AIE, 30 B OKREIIFK T4, CD20'B U >/ Ek
O GBHNCENE), MR A GEkHE & OSHAR A RHE) A 1 ONZ i B AR R 4
DFBY o EiE R G OIEE R OWBRIE Y o _EiIRLO U Bk 2R, EE L7,

PLEDO#ER XY, R~V FI F2mgkg/day 1%, HARGE (BRIEK, HERKR O NK Mlaine) (2
L RIE I 7200, SRR LTI (T MIKFEEROCKR OV R EKid) 375 &%
bbb,
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26.6.9 ELRRUER

A~V K Fo@Es, HELOKERGEERR (v ATI13#8, v hT6»H, ¥ T
9 % HET), invitro KW invivo BIGEMERER, 7 v NZREER OWIHIRREAEIERER, 7> M
O XPR « JR IR AR MERRBRAE QNS L s iE sk BRI & v 3740 L 7=,

7 v RO~ U 2 TOREH BB R OFIRNEER GRERTIE, R~ FI FOJEMETRLA T
HY, RRORGEEOMERS OESEEIX MR 2000 mg/kg, RPN G-RFOBERE O BSEEIL 50 (T
v k) KOV80 (v R) mgkg B x5 &HIKF LT,

KERGRBR T, v~ 7 AR~ KX R25, 25 XOV250 mg/kg/day % 13 RO #5 LT
HAKMEIXRIFTH Y, NOAEL IX 250 mg/kg/day & HIWr L7, [RIEEIZ, T v BT 50, 250 KO
1000 mg/kg/day % 6 # AN G L TH, AFMITEL Th - 7=, Z5MEEH6E (Multiple myeloma,
MM) HE T 2R CORAHEGEIT 1 H4mg THDH, HARANMM BFITH L, 4mg/day
e h U ENERAR R (MM-004 305R) C%0E S 7 3B REREAN (10 H[H#5-%) TD AUCy
1% 7138 ngeh/mL TH 2D, 7 v b 6 » ARG O NOAEL (1000 mg/kg/day) TOH#H- 180
H H CTD AUCyy 1 THEREZ 31241 98010 J2 1Y 42530 ngeh/mL TH Y, HAAN MM BEIZHkT 5 4 mg
P G-I R O Z N E AU 137 LU 60 5 T o 72,

PR L, A~V FI R& 14 B 9 » AME Tofkx o8I, #AOERS Lz, Zh
HOREBRTIX, VUL T y eI THR~Y R NIk Lm0 E2~ L, 1 mgkg/day @ 9
% A M5 KON 10 mg/kg/day D 3 A MHEG TREARDZRBO bivz, LT, dEige - U~
MRS EEEAES TH Y, EARFTRE L TRMER ST A —Z O GRILERE, Hb kY
HCT), HMmEREGED (GF R, Uyﬂﬁﬁwiﬁ)&@ﬁ%UVN%%%(UVN%,%ﬁ,%

JiR K VG 8 BRI U o Sfl) 2Vl ed BTz, iz $k1%&(ﬁ7k%@@%§@%ﬁﬁtmbujtzﬁ iz
B ORERD /kﬂﬁﬂ’f’i“k,%\bhéﬁiiﬁ@\ﬁ\ WO b, ZHNOANRERROTHER L 72
STWVLHEZEZDBND,

P9 p AMBRAKERGHBRTIE, A~Y FI 005 0.1 &KW1 mgkg/day 85 L7, #%
FEIZBIH T LT K OWUHEER DS 1 mg/kg/day #% 5-Ff THERES 3 ILRRO bivlc, ZauE, A~ U R
I FOFEEEM D 1 > Th 2 50/ e MBErE GRS Y >/ EROJA, Mk Y o Bkl
B OVE EIE R EOWA) ICHET L EE2OND, 2L OREMEIEEICEEL, 7R
D ERBRYY, KRG OEMERIE, /NG OMEZN K OB SR EOIEIMRRO b, &6
(2, #5253 H BHICWAERE L7z 1 mg/kg/day DM 1 PCTIE, AML (B% 7% A MEREE M, s
T N OV BESEERIRE) REFT ALANERD S L=, b FTIE, AML OFEILSisimbl & phdE4 2 = &
DHIGITND, o TlE, 2 OROEMRZE OFBBEE XK, LA ->T, 20 AML
R T RSRICEEE 925 & 0 LT L7, 1 mg/kg/day 5 REMECT OG- 272 B H O AUCoqn
1% 6540 ngeh/mL TH V, HARAN MM EFITHT 5 4 mg &5 FFREZE R (713.8 ngeh/mL) D#J 9.2
G Choto, EFEWTIE, KE, OEX, M, REABRAE R OURRE CREICBET 2T
FUTRRD v oTe, —HEHEHE T, JHFNIBEHFEDS 1 mg/kg/day #% 5D 1 JLIC@lE S
=Lk, A1 L7z, NOAEL i 0.1 mg/kg/day TH Y, B5 272 HOR~Y K I K AUCoq 1T MERE
ZIZEIL211 K T227 ngeh/mL T - 72 (H AR A MM EF 1255 4 mg % 5- 1% 8 713.8 ngeh/mL
DI 0.3 1%),
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Pz 28 HIE, 13 HEKL N9 » H B3NSR I L 7o 0l & Ra il (31 Z A
v, DR, FEREOR OVMEED) T, 2 mg/kg/day $E5-0 13 1% KON 1 mg/kg/day #5-D 9 » A
BET, FIRICEET L RITRD bRhoTe (85 13 H O 2 mg/kg/day 55 TD Cpax 13
QW@MLJQQE H® 1 mg/kg/day $5- TP Cpax 13 653 ng/mL T, ZHHIZHAAN MM B

(263 B BERE A FE D Chax 71.2 ng/mL DZ A4 18 KUK 9 5),

HIE R OVl LRI 2 W 23R Clx, R~ U R ROZRFEMETERETH Y, & RMMmY
VNERTOYREERREFERBR CHLRRETH o7, Ty MIxtL, A~ U FI K% 2000 mg/kg/day F
TROFEE L, BH/MGRRE i L2y, ERIERETH 72, LIz -> T, A~V FI NiZ
BIRHEIEZ A IR EHIE Lz, DAFMERRIE, TA K74 0 FEi LT,

A<V RI REHERET > MRS LTeZhame k OWIIRsSs A w3l <L, 25 mg/kg/day UL 1
@§5T1W$fﬂﬁ@ﬁ9&U%r%ﬂﬁ%i@%m#m@%ﬂﬁo_ﬂ5®ﬁﬁi £ g Vi
T b EEREMET > FORE TIERD b, ZARREICEIT D NOAEL 1, 25 mg/kg/day A
(AUCo4 13 39960 ngsh/mL TH 0, HAAN MM BFIZXT % 4 mg 518 & 713.8 ngeh/mL O
K565 LWLz, A~V FIRIE 7y NEOUHXOmEWREICK L, SRETAAM ToRk
otz s L, 7y NTOR - [ AETMICEE 95 NOAEL (3 25 mg/kg/day A (4
B2 17 H H D AUCys, 1F 34340 ngsh/mL TH Y, HARAN MM BHFIZKT 5 4 mg £ 5 RHIRE &
713.8 ngeh/mL DFJ 48 i), 74T 10 mg/kg/day A5 (FEHE 19 H H D AUCo4, 1% 418 ngeh/mL T
HY, HAANMM BEIZHT S 4 mg #5008 E 713.8 ngeh/mL DK 0.6 2) ThH-o7-,

A~V K K 2mgkg/day % /U2 28 HERE A G Lﬁ_ﬁﬁff&f AR TIE, B ARG (FERIEK,
HER & OVNK HAEHERE) (26 L CITEE R0 e o o8, SRR IT LTI ERRD
Lz, Fiz, FTRAORN:E 30 HEOREHHEZIC E@Xi%\% WZIEfE L7z,

UEDOFEREY, A=V FIRIZKL, ~UAKDT v b IO I ABREOEZEE RS, &
VIR 5FEMERERCIE, EEER (CREIEITEYE) (B 5T RSN BT RITERD H i
ﬁ#oto%wﬁﬁﬂ LB CIE, AR ﬁb%%(Tm%Wﬁéﬁm&U)/A%ﬁw)

WO LI, HRGE (BERiEk, HEKKE O NK ffaggee) (I3 L0 o, A< U K RiX
@hﬂ'i%ﬁéfm%:, % h&UWﬁﬂe%ﬂﬂb\t””Eﬁ/ﬁﬂzEﬁ&“ﬁ R DR TR D
AR5 Z E RN 5T,

Confidential and Proprietary ' v— S



R~V KK 2.6.6  FRMERRER OB SC Page 31

2.6.6.10 @*
XF1E, AP oOmEY R ERTICA LTz,

2.6.6.11 &k
B A Rt

Confidential and Proprietary ' v— S



RYJR A TEIL 1mg
RYJRA A TEIL 2mg
RY1J)RA A TEIL 3mg
RY )X A TEIL 4mg

nd BT IR ] ] |

F28 (Eoa—IL2)
CTD O#t& (¥<!1)—)

2.6 JFEERAEBROMEXRUVHEESR
2.6.7 EHEHEBRMER

I O—KkAEH



KD IR 2.6.7 wmtERBRIEER Page 2

B R
2.6.7 B BRI IR s 3

28,71 B ERR R e 3
2672 PR UOFRT A R e 7
2673 FEYVOXRT A RRBRABIE = e, 8
2674 FEHEFREBICHEALIEOY F—F e 11

26.75  BAEE GBI R e 15
2676 REFRSESEHER  EEGHBRUNDEER 16
2677 REFEHEMHER  EEGEER .o 17

2.6.7.8 invitroBInEMRER  EEARBRLUNMAOEER .. 45
26.7.9 invitro BIEEMEEEE BB IR e 50
2.6.7.10 invivo BInEMRER  EEGRBRLUNMAOEER .. 58
26.7.11 invivo BEEMFER  EEARER ..o 59
2.6.7.12 DVATRTEERER ..o 60

26.713 HEBEEASHERE EEAEEBRUNDEER .o 61
26714 HERESBHHE  ZHRERUVAIEREICET AR e 62
26715 HEHESURER - BIREEEICET D R e 66

26.7.16 AMERAESMHER: HAMRTHERORE L VICHEMOKAEICET HH
B s 77

2.8, 7.7 BT R S R .o 78
2.6.7.18 FOMDE S EE - T I R e 79

Confidential and Proprietary ' v— S



Rv) FIF 2.6.7 mMERABRBEE Page 3
= ==t
26.7 EHHBRBMESR
2671 HitEEBR—%
Test Article: Pomalidomide
Type of Study Species and Strain Route of Duration of Doses (mg/kg/day) GLP Testing Study Report Number. Location
Administration Dosing Vehicle Compliance Facility in CTD
Single-Dose CD-1 Mice Oral 2000 (mg/kg) Yes 1398/50-1032 423.1.1
Toxicity 1% CMC
(UK)
CD-1 Mice Intravenous Single Dose 0, 40, or 80 (mg/kg) Yes 1398/52-1032 423.1.2
20% PEG 400 in Intralipid 20
(UK)
CDBR Rats Oral Single Dose 2000 (mg/kg) Yes 1398/49-1032 42313
1% CMC
(UK)
CDBR Rats Intravenous Single Dose 0, 10, 25, 50 or 80 (mg/kg) Yes 1398/51-1032 42314
20% PEG 400 in Intralipid 20
(UK)
Repeat-Dose CD-1 Mice Oral 13 Weeks 0, 2.5, 25 and 250 Yes CC-4047-TOX-1167 42321
Toxicity 1% CMC (USA)
CDBR Rats Oral 7 Days 0, 100, 300, 1000, 2000, 3000, or Yes 1398/114-D6154 42322
5000
1% CMC (UK)
CDBR Rats Oral 28 Days 0, 300, 800, or 2000 Yes 1398/115-D6154 42323
1% CMC
(UK)
SD Rats Oral 90 Days 0, 100, 500,0r 1500 Yes CC-4047-TOX-001 42324
1% CMC
(USA)
CD(SD) Rats Oral 6 Months + 0, 50, 250, or 1000 Yes CC-4047-TOX-013 42325
1 Month 1% CMC
recovery (USA)
Cynomolgus Monkeys Oral 14 Days 0, 50, 100, 300,600, or 1200 Yes 1398/116-D6154 4.23.2.6

1% CMC

(UK)

i
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Test Article: Pomalidomide

Type of Study Species and Strain Route of Duration of Doses (mg/kg/day) GLP Testing Study Report Number. Location
Administration Dosing Vehicle Compliance Facility in CTD
Repeat-Dose Cynomolgus Oral 28 Days" 0, 30, 100, or 300 Yes 1398/117-D6154 42327
Toxicity Monkeys 1% CMC
(continued) (UK)
Cynomolgus Oral 28 Days 0,0.2,0r2 Yes 1398/126-D6154 42328
Monkeys 1% CMC
(UK)
Cynomolgus Oral (nasogastric 13 Weeks 0,0.05,0.2,2, or 10° Yes CC-4047-TOX-002 42329
Monkeys gavage) 1% CMC
(USA)
Cynomolgus Oral (nasogastric 9 Months + 0,0.05,0.1, 0or 1 Yes CC-4047-TOX-006 4.23.2.10
Monkeys gavage) 8 Weeks 1% CMC
Recovery (USA)
Genotoxicity S. typhimurium in vitro Not 8 - 5000 pg/plate + S9 Yes 1398/20-D5140 4.233.1.1
(Bacterial Reverse (TA98, TA100, Applicable DMSO
Mutation) TA1535, TA1537) (UK)
and E. Coli
(WP2uvrApKM101
and WP2pKM101)
S. typhimurium in vitro Not 1.6 - 5000 pg/plate + S9 Yes CC-4047-TOX-015 4.233.1.2
(TA98, TA100, Applicable DMSO
TA1535, TA1537) (USA)
and E. Coli
(WP2uvrA)
Genotoxicity Mouse Lymphoma in vitro Not 18.75, 37.5, 75, 150, 300, Yes 1398/82-1052 4.233.13
(Mammalian (L5178Y/TK"" cells) Applicable 600 pg/mL + S9
Mutagenicity) DMSO (UK)
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Test Article: Pomalidomide

Type of Study

Species and Strain

Route of
Administration

Duration of
Dosing

Doses (mg/kg/day)
Vehicle

GLP
Compliance

Testing
Facility

Study Report Number.

Location
in CTD

Genotoxicity
(Chromosomal
Aberrations)

Human Peripheral
Blood Lymphocytes

in vitro

Not
Applicable

Initial Assay:
686 - 1400 pg/mL

(3 h with S9 activation and
20 h without S9 activation);
Confirmatory Assay:
716.8 - 1120 pg/mL (3 h with
S9 activation and
20 h without S9);

1120 pg/mL (44 h without S9);
896 pg/mL (3 h with S9) and
1400 pg/mL (3 h without S9).

Yes

I (UK)

1398/68-1052

4233.14

Human Peripheral
Blood Lymphocytes

in vitro

Not
Applicable

252 - 614 ng/mL
(3 h with S9 activation);
252 - 614 pg/mL
(3 h without S9 activation);
252 - 429 pg/mL
(22 h without S9 activation)

Yes

IIIII!!!!E!

CC-4047-TOX-016

423315

Genotoxicity
(Micronucleus)

CDBR Rats

Oral

2 days

0, 500, 1000, or 2000
1% CMC

Yes

1398/86-1052

423321

SD Rats

Oral

2 days

0, 500, 1000 or 2000
1% CMC

Yes

I (UK)
IIIIF!!!!!b!

CC-4047-TOX-017

423322
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Test Article: Pomalidomide

Type of Study Species and Strain Route of Duration of Doses (mg/kg/day) GLP Testing Study Report Location
Administration Dosing Vehicle Compliance Facility Number. in CTD
Reproductive and CD(SD) Rats Oral Males: 28 0, 25,250 or 1000 Yes CC-4047-TOX-020 423.5.1.1
Developmental days before 1% CMC (USA)
Toxicity pairing to the
(Fertility and Early day before
Embryonic necropsy
Development) (100 days)
Females: 14
days before
pairing to
Gestation
Day 7
(Embryo/fetal Pregnant CD(SD) Rats Oral Gestation 0, 25,250 or 1000 Yes CC-4047-TOX-021 423521
Development) Days 6-17 1% CMC
(Embryo/fetal Pregnant NZW Rabbits Oral Gestation 0, 5, 10, 100 or 250 Yes CC-4047-TOX-007 423522
Development DRF) Days 7-19 1% CMC
(Embryo/fetal Pregnant NZW Rabbits Oral Gestation 0, 10, 100 or 250 Yes CC-4047-TOX-008 423523
Development) Days 7-19 1% CMC
Positive control:
Thalidomide,
180 mg/kg/day
Other Toxicity Cynomolgus Monkeys | Oral (nasogastric 28 days + 0or2 Yes CC-4047-TOX-019 423721
(Immunotoxicity) gavage) 30 days 1% CMC
recovery (USA)

CMC = Carboxymethylcellulose; DRF = Dosage Range-Finding; PEG = Polyethylene glycol.
a Dosing of all animals were terminated on Day 18 due to the deterioration in condition of the monkeys.
b Dosing of animals in the 10 mg/kg/day was terminated on Week 5 due to the incidence and severity of adverse clinical and hematological signs.
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Test Article: Pomalidomide
Type of Study Test Route of Administration Doses (mg/kg/day) GLP Study Report Number. Location
System Vehicle Compliance in CTD
13-Week Oral Toxicity Study in Mice CD-1 Mice Oral 0,2.5,25 and 250 Yes CC-4047-TOX-1167 42321
1% CMC
7-Day Oral Toxicity Study in Rats: CDBR Rats Oral 0, 100, 300, 1000, 2000%, 3000?, or Yes 1398/114-D6154 42322
Range-Finding 5000°
1% CMC
28-Day Oral Toxicity Study in Rats CDBR Rats Oral 0, 300, 800 or 2000 Yes 1398/115-D6154 42323
1% CMC
90-Day Oral Toxicity Study in Rats SD Rats Oral 0, 100, 500 or 1500 Yes CC-4047-TOX-001 42324
1% CMC
6-Month Oral Toxicity Study in Rats CD(SD) Rats Oral 0, 50, 250, or 1000 Yes CC-4047-TOX-013 42325
1% CMC
Fertility and Early Embryonic CD(SD) Rats Oral 0, 25, 250, or 1000 Yes CC-4047-TOX-020 4235.1.1
Development in Rats 1% CMC
Embryo/fetal Development in Rats CD(SD) Rats Oral 0, 25,250, or 1000 Yes CC-4047-TOX-021 423521
1% CMC
Embryo/fetal Developmental in Pregnant NZW Rabbit Oral 0, 5, 10, 100, or 250 Yes CC-4047-TOX-007 423522
Rabbits: Range-Finding 1% CMC
14-Day MTD Oral Toxicity Study in | Cynomolgus Monkeys Oral 0, 50, 100, 300, 600, or 1200 Yes 1398/116-D6154 42326
Monkeys 1% CMC
28-Day Oral Toxicity Study in Cynomolgus Monkeys Oral 0, 30, 100, or 300 Yes 1398/117-D6154 42327
Monkeys 1% CMC
28-Day Oral Toxicity Study in Cynomolgus Monkeys Oral 0,0.2,0r2 Yes 1398/126-D6154 42328
Monkeys 1% CMC
13-Week Oral Toxicity Study in Cynomolgus Monkeys Oral 0,0.05,0.2,2, 0r 10 Yes CC-4047-TOX-002 42329
Monkeys 1% CMC
9-Month Oral Toxicity Study in Cynomolgus Monkeys Oral 0,0.05,0.1,0or 1 Yes CC-4047-TOX-006 4.23.2.10
Monkeys 1% CMC

CMC = Carboxymethylcellulose; MTD = Maximum tolerated dose. a: Toxicokinetic evaluation performed on male rats at 2000, 3000 or 5000 mg/kg/day following single dose.
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Test Article: Pomalidomide
Daily Dose Steady- State Study Day Mouse Rat Rabbit Monkey
(mg/kg) AUC (ngeh/mL) Male Female Male Female Male Female Male Female
0.05 AUCoyy Day 90 - - - - - - 481° 168°
0.05 AUC,4 Day 272 - - - - - - 133° 170°
0.1 AUC,4 Day 272 - - - - - - 227° 211°
0.2 AUCoyy Day 28 - - - - - - 2258° 1493¢
0.2 AUCoyy Day 90 - - - - - - 1142° 677°
1 AUCoy4, Day 272 - - - - - - 5640° 6540°
2 AUCoy Day 28 - - - - - - 8116° 6133°
2 AUCoy Day 90 - - - - - - 14190° 11480°
2.5 AUCg, Day 17 8324 9494 - - - - - -
5 AUCoy GD 19 - - - - - 271° - -
10 AUCoyy GD 19 - - - - - 418° - -
10 AUCoyy Day 28° - - - - - - 68160° 47870°
25 AUC,4 Day 17 4490¢ 48104 # - - - - - -
25 AUCoyy D28M/14F - - 210708 399608 - - - -
25 AUCoyy GD 17 - - - 34340 - - - -
30 AUC g, Day 141 - - - - - - 487719 51858
50 AUC,4 Day 7 - - - - - - 93366! 84595
50 AUCoyy Day 180 - - 21440™ 40420™ - - - -
100 AUCoyy Day 90 - - 30600 77730 - - - -
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Test Article: Pomalidomide
DailyDose Steady- State Study Day Mouse Rat Rabbit Monkey
(mg/kg) AUC (ng+h/mL) Male Female Male Female Male Female Male Female
100 AUCyy, GD 19 - - - - - 2787° - -
100 AUCg, Day 141 - - - - - - 41822 96600’
250 AUCyy, Day 17 8400¢ 13200¢ - - - - - -
250 AUCyy, GD 19 - - - - - 3328° - -
250 AUCyy, Day 180 - - 31120™ 70170™ - - - -
250 AUCyy, D28M/14F - - 435508 652802 - - - -
250 AUCy4, GD 17 - - - 70000" - - - -
300 AUCyy, Day 14 - - - - - - 113787" 173278
300 AUC¢, Day 28 - - 30920° 61305° - - - -
300 AUCg, Day 141 - - - - - - 143387 127655
500 AUCyy, Day 90 - - 55920" 118400" - - - -
800 AUC¢, Day 28 - - 35755° 92903° - - - -
1000 AUCyy, Day 180 - - 42530™ 98010™ - - - -
1000 AUCyy, D28M/14F - - 538902 928102 - - - -
1000 AUCyy, GD 17 - - - 92610 - - - -
1500 AUCyy, Day 90 - - 56070" 138400" - - - -
2000 AUCg, Day 28 - - 62097° 130315° - - - -
2000 AUCyy, Day 1? - - 1044234 - - - - -
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Test Article: Pomalidomide
Daily Dose Steady- State Mouse Rat Rabbit Monkey
/k AUC (ngeh/mL Study Day
(mg/kg) (ng+h/mL) Male Female Male Female Male Female Male Female
3000 AUCyq4, Day 1P - - 806204 - - - - -
5000 AUCyyy Day 17 ; ; 875631 - - - - -

AUCg, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 8 hours
AUC, ¢, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 16 hours
AUCy,= Area under the plasma concentration-time curve from the time of dosing (time 0) to 24 hours

D = Day; F = Female; GD = Gestation day; M = Male; - = Not applicable. # = AUCg,

a: 13-Week oral toxicity study in monkeys (Report CC-4047-TOX-002).
b: 9-Month oral toxicity study in monkeys (Report CC-4047-TOX-006).
c: 28-Day oral toxicity study in monkeys (Report 1398/126-D6154).

d: 13-Week oral toxicity study in mice (Report CC-4047-TOX-1167).

e: Embryofetal toxicity study in rabbits (Report CC-4047-TOX-007).

f: Values were from Day 28.
g: Fertility and Early Embryonic Development in rats (Report CC-4047-TOX-020).

h: Embryofetal Development in rats (Report CC-4047-TOX-021).

i: Values were from Day 14.

j: 28-Day oral toxicity in monkeys (Report 1398/117-D6154).

k: Values were from Day 7.

l: 14-Day oral toxicity in monkeys (Report 1398/116-D6154).

m: 6-Month oral toxicity study in rats (Report CC-4047-TOX-013).

n: 90-Day oral toxicity oral toxicity in rats (Report CC-4047-TOX-001).
0: 28-Day oral toxicity study in rats (Report 1398/115-D6154).

p: Values were from Day 1.

q: 7-Day oral toxicity study in rats (Report 1398/114-D6154).
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26.74

Test Article: Pomalidomide

sMRBRICEALE-AOY &

Batch No. P(l;/rl)t,.,y Specified Impurities (%)*
° Study Report Type of Stud
PROPOSED 98.0- Number. & g
1398/50-1032 Single-Dose Oral Toxicity in Mice
1398/52-1032 Single-Dose Intravenous Toxicity in Mice
_ . . . . . . . . 1398/49-1032 Single-Dose Oral Toxicity in Rats
1398/51-1032 Single-Dose Intravenous Toxicity Study in
Rats
Genotoxicity
1398/20-D3140 (Bacterial Reverse Mutation -Main study)
. - - - . - - . 1398/68-1052 Genotoxicity (Chromosomal Aberrations)
1398/82-1052 Genotoxicity (Mammalian Mutation)
1398/86-1052 Genotoxicity (Micronucleus - DRF)
Genotoxicity
_ . . . . . . . . 1398/20-D5140 (Bacterial Reverse Mutation - DRF)
] B [ | [ N | B [ | [ | B 1398/86-1052 | Genotoxicity (Micronucleus - Main study)
1398/126-D6154 | 28-Day Oral Toxicity Study in Monkeys

1398/115-D6154

28-Day Oral Toxicity Study in Rats
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Test Article: Pomalidomide

Batch No. Pl;rltay Specified Impurities (%)*
(%)
Study Report
Number Type of Study
PROPOSED 98.0- h
SPECIFICATION: 102.0
1398/115-D6154 28-Day Oral Toxicity Study in Rats
1398/114-D6154 7-Day Oral Rangg—ﬁndlng Toxicity Study
in Rats
- - I I 1398/116-D6154 14-Day Oral MTD Toxicity Study in
Monkeys
1398/117-D6154 28-Day Oral Toxicity Study in Monkeys
90-Day Oral Toxicity and
CC-4047-TOX-001 Toxicokinetics Study in Rats
CC-4047-TOX-002 [ 13-Week Oral Toxicity Study in Monkeys

CC-4047-TOX-007

Embryo/fetal Development in Rabbits -
DRF

CC-4047-TOX-008

Embryo/fetal Development in Rabbits

CC-4047-TOX-006

9-Month Oral Toxicity Study in Monkeys
with an 8-Week Recovery period

CC-4047-TOX-013

6-Month Oral Toxicity Study in Rats with a
1-Month Recovery Period
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Test Article: Pomalidomide

Batch No. P(l;/rl)t,.,y Specified Impurities (%)*
(V]
PROPOSED 98.0-
SPECIFICATION: 102.0

Study Report
Number.

Type of Study

CC-4047-TOX-013

6-Month Oral Toxicity Study in Rats with a
1-Month Recovery Period

CC-4047-TOX-015

Genotoxicity (Bacterial Reverse Mutation)

CC-4047-TOX-016

Genotoxicity (Chromosomal Aberrations)

CC-4047-TOX-017

Genotoxicity (Micronucleus)

CC-4047-TOX-019

Immunotoxicity in Monkeys

CC-4047-TOX-020

Fertility and Early Embryonic
Development in Rats
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Test Article: Pomalidomide

Batch No. P(l;/rl)t,.,y Specified Impurities (%)*
(V]
PROPOSED 98.0-

Study Report
Number.

Type of Study

CC-4047-TOX-020

Fertility and Early Embryonic
Development in Rats

CC-4047-TOX-021

Embryo/fetal Development in Rats

CC-4047-TOX-116

7 (847-067)

13-Week Oral Toxicity Study in Mice

DRF = Dose Range Finding; MTD = Maximum tolerated dose; NA = Certificate of Analysis not available; NMT = No more than; - = Not assayed for impurity; ND = None detected (<0.02%).

a: Data correlated to those listed in Section 4 of the CTD 3.2.S.4 Control of Drug Substance.
b: Impurity only in Process A.

c: Process A material.
d: Process B material.
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26.75 HEKREFMHER
Test Article: Pomalidomide
Species/ Route of Administration Doses Gender and | Observed Maximum | Approximate Noteworthy Findings Study Report Number.
Strain (Vehicle/Formulation) (mg/kg) | No. Per Group| Lethal Dose (mg/kg)| Lethal Dose / Location in CTD
(mg/kg)
CD-1 Oral (1% m/v CMC) Range finding 5M, 5F* NA > 2000 None 1398/50-1032
Mice and main /4.2.3.1.1
study:
2000
CD-1 Intravenous (20% v/v PEG Range 5M, 5F° NA >80 Range finding: Lethargy and hyperpnea 1398/52-1032
Mice 400 in Intralipid 20) finding: observed at 80 mg/kg. /423.1.2
0,40 or 80 Main Study: Lethargy, hyperpnea, urogenital
Main study: staining, and hunched posture observed by
80 the end of Day 1 at 80 mg/kg.
CDBR Rats Oral Range finding 5M, 5F* NA > 2000 None 1398/49-1032
(1% m/v aqueous CMC) and main /423.13
study: 2000
CDBR Rats| Intravenous (20% v/v PEG Rrange 5M, 5F°¢ 80 > 50 Range finding: Mortality (3 out of 4) at 1398/51-1032
400 in Intralipid 20) finding: 0, 10, 80 mg/kg. Adverse clinical signs and gross /423.1.4
25,50, or 80 necropsy observations. Adverse clinical signs
Main study: at <50 mg/kg.
50 Main study: General hypoactivity, and
respiratory abnormalities at S0 mg/kg
resolved by Day 4.

CMC= Carboxymethylcellulose; F= Female; M= Male; NA= Not applicable; PEG = Polyethylene glycol; m/v = Mass/volume; v/v = Volume/volume.

a: For main study. Range finding groups consisted of 2/sex at 2000 mg/kg. No toxicity observed in the range finding phase.
b: For main study. Range finding groups consisted of 2/sex/group at 0 and 80 mg/kg and 1/sex at 40 mg/kg.

c: For main study. Range finding groups consisted of 1/sex/group at 10, 25, and 50 mg/kg and 2/sex at 0, and 80 mg/kg.
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2676 RERSHEMHER  EZTHBRUNOHER
Test Article: Pomalidomide
Species/ Route of Administration Duration of Doses Gender and No. NOAEL Noteworthy Findings Study Report Number.
Strain (Vehicle/Formulation) Dosing (mg/kg/day) Per Group (mg/kg/day) / Location in CTD
CDBR Rat Oral 7 days 0, 100, 300, | 5M,5F"— Main study 5000 No increase in AUCyy;, or Cyay With 1398/114-D6154
(1% w/v CMC) 1000, 2000, | 4MP— Toxicokinetics (NOEL) increasing dosage from 2000 to /42322
3000, or 5000 mg/kg/day.
5000
TK (Day 1) AUC24h / Cmax
2000 mg/kg/day
104423 ngeh/mL/7163 ng/mL
3000 mg/kg/day
80620 ngeh/mL /7592 ng/mL
5000 mg/kg/day
87563 ngeh/mL /8047 ng/mL
Cynomolgus Oral MTD phase: | MTD phase 2M, 2F°¢ MTD phase: MTD phase: 1398/116-D6154
Monkey (1% w/v CMC) 0 (14 days) 0, 100, 300, 1200 At dose levels up to 1200 mg/kg/day /4232.6
100 (4 days) 600, 1200 indicated toxicological findings of an
300 (3 days) equivocal nature.
600 (4 days) Fixed dose .
1200 (3 days) | Fixed dose phase: Fixed dose phase:
phase 50 50 mg/kg/day — yellow discolored feces and
0, 50, 300, urine;
Fixed dose 1200 300 mg/kg/day — yellow discolored feces and
phase: urine; decreased body weight; reduced red
0 and 50 and white blood cells.
(7 days), 1200 mg/kg/day — yellow discolored feces;
300 and 1200 decreased body weight; reduced white blood
(14 days) cell count; reduced red blood cell parameters.

AUCy;, = Area under the plasma concentration curve from the time of dosing (time 0) to 24 hours; C,,,, = Peak maximum plasma concentration of the drug; CMC = Carboxymethylcellulose; MTD
= Maximum tolerated dose; w/v = Weight/volume.

a: Main study females dosed 0, 100, 300, or 1000 mg/kg/day only.
b: Toxicokinetic males dosed 2000, 3000 or 5000 mg/kg/day only.
c: In the MTD phase, the same animals were administered the test article as indicated.
Separate groups of animals were administered the test article as indicated.

Control animals received vehicle only, then were used in the Fixed Dose phase.
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26.7.7 REHESHHER  EEGHER

Report Title: Pomalidomide (CC-4047): A 13-Week Oral Toxicity Study in Mice
Duration of Dosing: 13 weeks

Species/Strain: CD-1 Mice
Initial Age: 8.5 weeks

Date of First Dose:-. ., 2(.

Special Features: None
No-Observed-Adverse-Effect Level: 250 mg/kg/day

Duration of Postdose: NA

Route of Administration: Oral
Vehicle/Formulation: 1% w/v CMC

Test Article: Pomalidomide

Study Report Number: CC-4047-TOX-1167
Location in CTD: 4.2.3.2.1

GLP Compliance: Yes

Daily Dose (mg/kg/day) 0 (Control) 2.5 25 250
Number of Animals® M:15 (5) F:15 (5) M:15 (20) F:15 (20) M:15 (20) F:15 (20) M:15 (20) F:15 (20)
Toxicokinetics:
Day 17
AUC,4, (ngeh/mL) ND ND 832° 949° 4490 4810° 8400 13200
Cax (ng/mL) ND ND 182 232 731 1070 1680 2040
Ty (h) ND ND 0.50 2.0 2.0 2.0 0.50 0.50
Noteworthy Findings:
Died or Sacrificed Moribund 0 0 0 0 1° 0 0 0
Body Weight (%)° 397 ¢ 320¢g -1.8 +1.6 +2.3 +1.3 -1.8 -0.3
Food Consumption (%) 5.6 g/day 5.5 g/day +1.8 -1.8 +7.1 -3.6 +3.6 -5.5
Clinical Observations
discolored urine (bright yellow) - - - - P P P P
Ophthalmology - - - - - - - -
Hematology - - - - - - - -
Serum Chemistry - - - - - - - -
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Test Article: Pomalidomide

Daily Dose (mg/kg/day)

0 (Control)

25

25

250

Number of Animals

M:15

F:15

F:15

M:15

F:15

Organ Weights -

Gross Pathology - - - - - - - -

Histopathology - - - - - - - -

AUC,4, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 24 hours; C,,,, = Maximum plasma concentration; CMC = Carboxymethylcellulose; F= Female;
M=Male; NA = Not applicable; ND = Not detected; P = Present; - = No noteworthy findings.

a: Toxicokinetic evaluation conducted on satellite animals designated in ().

b: AUCgh

c: At end of the dosing period (Day 91). For controls, group means are shown. For test article-treated groups, percent differences from control are shown. Statistical significance is based on actual
data (not on percent difference).

d: Average from week 1 though week 13. For controls, group means are shown. For test article-treated groups, percent differences from control are shown. Statistical significance is based on actual
data (not on percent difference).

e: One animal was found dead in Day 50. There were no abnormal macroscopic or microscopic findings; the cause of death could not be determined.
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Report Title: CC-4047: 28 Day Oral (Gavage Administration) Toxicity Study in the Rat

Species/Strain: CDBR Rats
Initial Age: 6 weeks

Date of First Dose: - ., 1‘

Special Features: None

No-Observed-Adverse-Effect Level: 2000 mg/kg/day

Duration of Dosing: 28 days
Duration of Postdose: NA

Route of Administration: Oral
Vehicle/Formulation: 1% w/v CMC

Test Article: Pomalidomide

Study Report Number: 1398/115-D6154
Location in CTD: 4.2.3.2.3

GLP Compliance: Yes

Daily Dose (mg/kg/day) 0 (Control) 300 800 2000
Number of Animals* M:10 (0) F:10 (0) M:10 (12) F:10 (12) M:10 (12) F:10 (12) M:10 (12) F:10 (12)
Toxicokinetics:
Day 1
AUC ¢, (ngeh/mL) ND ND 50022 69078 69160 87183 93164 132777
Conax (ng/mL) ND ND 4496 7246 6964 7912 9024 11328
Day 28
AUC 4, (ngeh/mL) ND ND 30920 61305 35755 92903 62097 130315
Coax (ng/mL) ND ND 3674 5461 4825 11045 7348 13565
Noteworthy Findings:
Died or Sacrificed Moribund 0 0 0 0 0 0 0 1°
Body Weight (%)° 3538¢g 2362 g -2.3 -4.1 -3.8 -3.5 -1.6 -1.3
Food Consumption (%) 173.5 g/week | 134.4 g/week -0.6 +2.5 -4.4 -6.2 -1.2 -0.7
Clinical Observations - - - - - - - -
Ophthalmology - - - - - - - -
Hematology - - - - - - - -
Serum Chemistry - - - - - - - -
Urinalysis - - - - - - - -
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Test Article: Pomalidomide

Daily Dose (mg/kg/day)

0 (Control)

300

800

2000

Number of Animals

M:10

F:10

F:10

F:10

M:10

F:10

Organ Weights

Gross Pathology

Histopathology

AUC 4, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 16 hours; C,,, = Peak maximum plasma concentration of the drug;
CMC = Carboxymethylcellulose; F = Female; M = Male; NA = Not applicable; ND = Not detected; - = No noteworthy findings.

a: Toxicokinetic evaluation conducted on satellite animals designated in ().
b: At end of the dosing period. For controls, group means are shown. For test article—treated groups, percent differences from control are shown. Statistical significance is based on actual data (not on

percent difference).

c: One animal in the satellite group was found dead in Day 15, This death was considered to be unrelated to treatment.
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Report Title: CC-4047: A 90-Day Oral Toxicity and Toxicokinetics Study in Sprague Dawley Rats

Duration of Dosing: 90 days
Duration of Postdose: NA

Route of Administration: Oral
Vehicle/Formulation: 1% w/v CMC

Species/Strain: Sprague Dawley Rats
Initial Age: 6-8 weeks

Date of First Dose:- ., 2(.

Special Features: None

No-Observed-Adverse-Effect Level: 1500 mg/kg/day

Test Article: Pomalidomide

Study Report Number: CC-4047-TOX-001

Location in CTD: 4.2.3.2.4

GLP Compliance: Yes

Daily Dose (mg/kg/day) 0 (Control) 100 500 1500
Number of Animals® M:10 (3) F:10 (3) M:10 (6) F:10 (6) M:10 (6) F:10 (6) M:10 (6) F:10 (6)
Toxicokinetics:
Day 1
AUC,4;, (ngeh/mL) ND ND 31210 51060 51290 79790 55500 79860
Conax (ng/mL) ND ND 3340 3838 4462 6719 5414 8395
Day 29
AUC,4;, (ngeh/mL) ND ND 41950 58610 80600 130800 70990 142600
Conax (ng/mL) ND ND 5623 5340 9337 9228 9861 10150
Day 90
AUC,4;, (ngeh/mL) ND ND 30600 77730 55920 118400 56070 138400
Coax (ng/mL) ND ND 3143 6491 4503 9024 5604 8739
Noteworthy Findings®:
Died or Sacrificed Moribund 1° 0 0 0 0 0 2° 0
Body Weight (%)° 59578 g 32091 g +0.19 2.4 -4.7 -9.5 -8.1* +8.2
Food Consumption (%) 36.1 g/day 24.9 g/day +3.6 +3.6 +1.9 +0.8 +1.9 +14.5%
Clinical Observations - - - - - - - -

Confidential and Proprietary

T =



FwlU FI R 2.6.7 mMERBRE Page 22

Test Article: Pomalidomide
Daily Dose (mg/kg/day) 0 (Control) 100 500 1500

Number of Animals M:10 F:10 M:10 F:10 M:10 F:10 M:10 F:10

Ophthalmology - - - - - - - -

Hematology - - - - - - - -

Serum Chemistry - - - - - - - -

Coagulation - - - - - - - -

Urinalysis - - - - - - - -

Organ Weights - - - - - - - -

Gross Pathology - - - - - - - -

Histopathology - - - - - - - -

AUCy;, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 24 hours; C,,,, = Maximum plasma concentration; CMC = Carboxymethylcellulose; F = Female; M =
Male; NA = Not applicable; ND = Not detected; - = No noteworthy findings.
*: p<0.05 (ANOVA/Dunnett’s test)

a: Toxicokinetic evaluation conducted on satellite animals designated in ().

b: Noteworthy findings in main study animals only.

c: One unscheduled death occurred in the control group on Day 23 in the main study. This animal died of a gavage-related injury shortly after dosing. Two 1500 mg/kg males in the satellite group for
toxicokinetics were found dead during the study. They were found dead on Days 9 and 78, respectively. Gavage injury was the likely cause of death in both of these rats.

d: At end of the dosing period. For controls, group means are shown. For test article-treated groups, percent differences from controls are shown. Statistical significance is based on actual data
comparison (not on percent difference).
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Report Title: A 6-Month Toxicity Study of CC-4047 Administered by Oral Gavage to Rats with a 1-Month Recovery Period
Species/Strain: CD(SD) Rats Duration of Dosing: 6 months

Initial Age: 8 weeks Duration of Postdose: 4 weeks

Date of First Dose: - ., 2(. Route of Administration: Oral

Special Features: None Vehicle/Formulation: 1% w/v CMC
No-Observed—Adverse-Effect Level: 1000 mg/kg/day

Test Article: Pomalidomide

Study Report Number: CC-4047-TOX-013

Location in CTD: 4.2.3.2.5
GLP Compliance: Yes

Daily Dose (mg/kg/day) 0 (Control) 50 250 1000
Number of Animals® M:20 (3) F:20 (3) M:20 (9) F:20(9) M: 20 (9) F:20(9) M: 20 (9) F:20(9)
Toxicokinetics:
Day 1 (Pomalidomide)
AUC,y;, (ng*h/mL) ND ND 21710 30260 30770 47440 38490 63050
Cnax (ng/mL) ND ND 1457 2043 2045 2949 2887 4078
Day 92 (CC-5083)
AUC,4;, (ng*h/mL) ND ND 6172 10870 7822 20800 11410 25280
Cinax (ng/mL) ND ND 472.6 990.7 691.7 1534 1120 1913
Day 92 (CC-6016)
AUC,4;, (ngsh/mL) ND ND 13100 19850 18070 36770 25160 44670
Chnax (ng/mL) ND ND 850.9 1660 1487 2679 2049 3427
Day 92 (CC-5083 + CC-6016)
AUC,4;, (ngsh/mL) ND ND 19270 30730 25890 57570 36570 69950
Chnax (ng/mL) ND ND 1324 2651 2178 4213 3169 5340
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Test Article: Pomalidomide
Daily Dose (mg/kg/day) 0 (Control) 50 250 1000
Number of Animals® M:20(3) F:20(3) M:20(9) F:20(9) M: 20(9) F:20(9) M: 20(9) F:20(9)
Toxicokinetics: (continued)
Day 180 (Pomalidomide)
AUC,y;, (ngeh/mL) ND ND 21440 40420 31120 70170 42530 98010
Cnax (ng/mL) ND ND 1566 3377 2277 4322 3813 6776
Noteworthy Findings:
Died or Sacrificed Moribund 2 0 0 2 0 2° 0 4°
Body Weight (%)° 707 g 352 g -3.1 -1.2 -9.4% +1.7 -39 -2.8
Food Consumption (%)° 33 g/day 23 g/day -0.9 -8.3 -10.8%* -8.0 -6.6 -7.8

Clinical Observations

Ophthalmology

Hematology

Clinical Chemistry

Urinalysis

Organ Weights
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 (Control) 50 250 1000

Number of Animals® M:20 F:20 M:20 F: 20 M: 20 F: 20 M: 20 F: 20
Gross Pathology
Cecum, content abnormal color 0 0 1 0 7 3 14 10
Colon, content abnormal color? 0 0 0 0 1 0 7 3
Duodenum, content abnormal color? 0 0 0 0 0 0 0 1
Ileum, content abnormal color’ 0 0 0 0 1 0 3 2
Jejunum, content abnormal color® 0 0 0 0 0 0 1 0
Rectum, content abnormal color? 0 0 0 0 0 0 2 2
Stomach, content abnormal color? 0 0 0 0 1 0 4 2
Histopathology - - - - - - - -

Postdose Evaluation:

Number of Animals M:5 F:5 M:5 F:5 M:5 F:5 M:5 F:5
Noteworthy findings - - - - - - - -

AUCy;, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 24 hours; C,,,x = Peak maximum plasma concentration of the drug; CMC = Carboxymethylcellulose; F
= Female; M = Male; ND = Not detected; - = No noteworthy findings.

*: p<0.05 (ANOVA/Dunnett’s test).

a: Toxicokinetic evaluation conducted in satellite animals designated in ( ); 15/20 animals were necropsied after 6 months of dosing; the remaining 5/20 animals were necropsied after a 4-weeks

recovery period.

b: Early deaths were the result of injury or other incidental reasons and therefore were unrelated to test article administration.

c: At end of dosing period. For controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual data comparison (not on

percent difference)

d: Abnormal content was yellow in color due to the yellow color of pomalidomide dose formulation, therefore finding is not adverse.
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Report Title: CC-4047: 28 Day Oral (Gavage Administration) Toxicity Study in the Monkey

Species/Strain: Cynomolgus Monkey
Initial Weight: 1.65 to 2.50 kg on arrival

Date of First Dose: - ., 19.

Special Features: None

No-Observed-Adverse-Effect Level: <30 mg/kg/day

Duration of Dosing: Study terminated after 18 Days
Duration of Postdose: NA

Route of Administration: Oral
Vehicle/Formulation: 1% w/v CMC

Test Article: Pomalidomide

Study Report Number:1398/117-D6154
Location in CTD: 4.2.3.2.7

GLP Compliance: Yes

Daily Dose (mg/kg/day) 0 (Control) 30 100 300
Number of Animals M:3 F:3 M:3 F:3 M:3 F:3 M:3 F:3
Toxicokinetics:
Day 1
AUC ¢, (ngeh/mL) ND ND 22784 27511 26092 38233 47043 39571
Conax (ng/mL) ND ND 2038 3023 2267 3052 4406 3440
Day 14
AUC 4, (ngeh/mL) ND ND 48771 51858 41822 96600 143387 127655
Conax (ng/mL) ND ND 4469 4944 3763 8396 11384 16275
Noteworthy Findings:
Died or Sacrificed Moribund 0/3 0/3 0/3 1/3 1/3 1/3 1/3 2/3
Mean Body Weight (%)* 2.30 kg 233 kg -16.1 -193 -10.0 -17.6 -13.9 -11.2
Mean Food Consumption (%) 123 g 112 g -244 -8.0 -12.2 -19.6 -47.2 +2.7
Clinical Observations
Vomit Immediately Post Dosing - P P P P P P P
Soft Feces - P P P P - - P
Loose Feces - - P P P P P P
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Test Article: Pomalidomide

Daily Dose (mg/kg/day)

0 (Control)

30

100

300

Number of Animals

M:3

F:3

F:3

M:3

F:3

F:3

Clinical Observations (continued)

Yellow urine

Hunched posture

Piloerectioin

Subdued behavior

Tremors

o e |

Facial and limb swelling

o e

Bleeding from gums

Sunken eyes

R R R N RN

Hematology Day 14

Number Evaluated

Red Blood Cells (million/uL)

6.51

6.81

6.68

6.60

6.24

6.66

5.62

6.44

Haemoglobin (g/dL)

12.6

12.7

12.7

11.7

11.4

11.8

10.1

11.2

Hematocrit (%)

44.1

46.1

41.9

41.3

39.1

41.8

355

39.5

White Cells (thous/uL)

10.0

10.4

5.2

53

1.6

6.9

23

29

Neutrophils (thous/uL)

2.6

3.7

3.0

2.8

0.2

3.7

0.9

1.3

Lymphocytes (thous/puL)

6.7

5.6

1.6

1.8

1.1

2.1

1.1

1.2
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 (Control) 30 100 300
Number of Animals M:3 F:3 M:3 F:3 M:3 F:3 M:3 F:3
Serum Chemistry Day 19
Number Evaluated 3 3 3 2 2 2 2 1
LDH (IU/L) 554 609 666 690 761 562 588 703
Glucose (mmol/L) 4.3 4.3 4.5 3.8 4.2 3.6 5.0 2.8
Urea (mmol/L) 6.0 6.1 16.2 8.4 8.0 7.2 18.6 8.4
Creatinine (umol/L) 71 75 92 70 78 67 88 57
Triglycerides (mmol/L) 0.32 0.26 1.17 0.91 0.75 0.65 2.88 0.41
Total protein (g/L) 84 80 84 75 78 79 82 75
Albumin (g/L) 46 44 38 33 33 36 35 33
Organ Weights (Body weight ratio) (%)
Number Evaluated 3 3 3 2 2 2 2 1
Liver 2.3742 2.2423 3.4137 3.2553 3.2800 3.0612 3.3135 3.6270
Spleen 0.2433 0.2416 0.3740 0.3639 0.4570 0.3413 0.4670 0.6776
Gross Pathology
Number Evaluated 3 3 3 2 2 2 2 1
Thymus: Small 0 0 0 1 1 1 1 1
Histopathology
Number Evaluated 3 3 3 2 2 2 2 1
Femoral bone marrow:
Marrow atrophy 0 0 0 0 0 0 2 0
Marrow hyperplasia 0 0 0 0 2 2 0 1
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 (Control) 30 100 300
Number of Animals M:3 F:3 M:3 F:3 M:3 F:3 M:3 F:3
Histopathology (continued)
Number Evaluated 3 3 3 2 2 2 2 1
Sternal bone marrow:
Altered haemopoiesis 0 0 0 1 0 0 2 0
Marrow hyperplasia 0 0 0 0 2 2 0 1
Mesenteric lymph node:
Lymphoid atrophy 0 0 0 2 1 2 2 1
Mandibular lymph node:
Lymphoid atrophy 0 0 1 2 2 1 2 1
Lymphadenitis 0 0 1 2 0 1 0 0
Spleen: Lymphoid atrophy 0 0 0 2 2 2 2 1
Thymus: Atrophy 0 0 3 2 2 2 2 1
Ileum: Lymphoid atrophy 0 0 3 1 1 1 2 1
Pancreas: Degranulation 0 0 1 1 2 0 2 0
Adranal: Cortical hypertrophy 0 0 0 0 0 0 1 0
Skin/ subcutis: Dermititis/folliculitis 0 0 0 1 0 1 1 0

AUC ¢, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 16 hours; C,,,, = Peak maximum plasma concentration of the drug; CMC = Carboxymethylcellulose; F

= Female; M = Male; ND = Not detected; P = Present; - = No noteworthy findings.

a: At the end of dosing period. For controls, group means are shown. For treated groups, percent differences from controls are shown.
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Report Title: CC-4047 & CC-5013: 28 Day Oral (Gavage Administration) Toxicity Study in the Monkey

Species/Strain: Cynomolgus Monkey
Initial Weight: 1.60 to 2.90 kg on arrival

Date of First Dose: - ., 1‘

Special Features: None

No-Observed-Adverse-Effect Level: 0.2 mg/kg/day.

Duration of Dosing: 28 Days
Duration of Postdose: NA
Route of Administration: Oral

Vehicle/Formulation: 1% w/v CMC

Test Article: Pomalidomide

Study Report Number: 1398/126-D6154
Location in CTD: 4.2.3.2.8

GLP Compliance: Yes

Daily Dose (mg/kg/day) 0 (Control) 0.2 2.0
Number of Animals M:3 F:3 M:3 F:3 M:3 F:3
Toxicokinetics:
Day 1
AUC,y;, (ngeh/mL) ND ND 195 734 4882 5134
Conax (ng/mL) ND ND 79 125 356 385
Day 28
AUCy4;, (ngeh/mL) ND ND 2258 1493 8116 6133
C oo (ng/mL) ND ND 113 83 735" 651
Noteworthy Findings:
Died or Sacrificed Moribund 0/3 0/3 0/3 0/3 1/3 0/3
Body Weight (%)* 1.92 kg 1.85kg +5.7 +1.1 +5.7 38
Food Consumption (%)* 792 g/week 752 g/week -4.3 -4.3 -4.9 -8.9
Clinical Observations
Soft Feces - - - - P -
Loose Feces - - - - P P
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Test Article: Pomalidomide

Daily Dose (mg/kg/day)

0 (Control)

0.2

2.0

Number of Animals

F:3 M:3

F:3

F:3

Electrocardiography

Hematology

White Cells (thous/uL)

Day 14

12.1

13.6 10.0

11.4

3.7

3.6

Day 28

10.1

13.9 9.3

8.8

5.7°

7.9

Neutrophils (thous/uL)

Day 14

4.5

6.7 4.5

4.8

1.1

0.8

Day 28

3.6

7.4 3.9

2.8

2.8°

5.6

Lymphocytes (thous/pL)

Day 14

6.6

5.8 4.5

5.7

2.1

23

Day 28

5.5

5.4 4.1

4.8

2.2°

1.8

Serum Chemistry

Urinalysis

Organ Weights

Gross Pathology

Histopathology

AUCy;, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 24 hours; C,,,x = Peak maximum plasma concentration of the drug; CMC = Carboxymethylcellulose; F
= Female; M = Male; NA = Not applicable; ND = Not detected; P = Present; - = No noteworthy findings.

a: At end of dosing period. For controls, group means are shown. For treated groups, percent differences from controls are shown.
b: N = 2 for this interval in this dose group only.
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Test Article: Pomalidomide

Report Title: CC-4047: A 13-Week Oral Toxicity Study in Cynomolgus Monkeys

Species/Strain: Cynomolgus Monkey

Initial Age: 2.8 to 5.4 years of age
Date of First Dose:- ., 2(.
Special Features: None

No-Observed-Adverse-Effect Level: 0.2 mg/kg/day

Duration of Dosing: 13 weeks at 0, 0.05, 0.2, and 2.0 mg/kg/day. 5 weeks at 10.0 mg/kg/day.

Study Report Number: CC-4047-TOX-002
Duration of Postdose: 8 weeks at 10.0 mg/kg/day
Route of Administration: Oral (nasogastric gavage)
Vehicle/Formulation: 1% w/v CMC

Location in CTD: 4.2.3.2.9
GLP Compliance: Yes

Daily Dose (mg/kg/day) 0 (Control) 0.05 0.2 2.0
Number of Animals® M:5 F:5 M:3 F:3 M:3 F:3 M:3 F:3 M:5 F:5
Toxicokinetics:
Day 1
AUC,y;, (ngeh/mL) ND ND 239.9 214.5° 554.4 672.8 6921 4954 19490 21970
Cax (ng/mL) ND ND 47.09 87.11 153.5 101.7 646.7 836.5 1643 1942
Week 4°
AUCyy4;, (ngeh/mL) ND ND 289.9 94.25° 594.8 401.0 5055 11140 68160 47870
Cax (ng/mL) ND ND 46.56 14.96 144.6 53.66 477.5 1226 5649 3790
Week 13?
AUCyy;, (ngeh/mL) ND ND 480.8 168.2 1142 677.4 14190 11480 NA NA
Conax (ng/mL) ND ND 68.16 29.18 192.5 127.8 1179 1318 NA NA
Noteworthy Findings:
Died or Sacrificed Moribund® - - - - - - - - - -
Body Weight (%)°
Week 4 3.34kg 2.58 kg -8.1 -1.0 -6.3 -12.0 -8.1 +24.0 -9.6 +0.0
Week 13 3.64 kg 2.66 kg 7.4 4.9 5.8 7.1 3.8 +24.1 -6.6 +5.3¢
Food Consumption - - - - - - - - - -
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 (Control) 0.05 0.2 2.0 10.0
Number of Animals® M:5 F:5 M:3 F:3 M:3 F:3 M:3 F:3 M:5 F:5
Clinical Observations
Watery Stool® + + + + + - ++ ++ ot e
Ophthalmology - - - - - - - - - -
Electrocardiography - - - - - - - - - -
Hematology
Hematological Analysis
Red Blood Cell Count (10%/uL)
Week 5 5.67 5.50 5.59 5.40 5.88 5.20 5.40 5.47 4.78 4.79
Week 13 591 5.90 6.02 5.58 6.17 5.39 5.70 5.44 5.38¢ 5.849
Hemoglobin (g/dL)
Week 5 139 13.3 13.0 13.4 14.0 12.9 13.2 13.5 11.6 11.3
Week 13 14.1 14.0 13.9 14.1 144 134 13.9 13.6 13.2¢ 14.0¢
Hematocrit (%)
Week 5 44.0 43.0 41.6 43.1 45.1 42.1 41.5 44.6 37.8 37.6
Week 13 44.5 43.7 453 44.1 455 42.8 439 44.6 41.8¢ 44 8¢
Reticulocyte Count (10%/pL)
Week 5 0.81 0.90 0.78 0.75 0.70 0.56 0.70 0.88 2.03 1.80
Week 13 0.70 0.47 0.64 0.59 0.51 0.65 0.69 0.72 0.63¢ 0.56¢
Monocytes (/uL)
Week 5 383 352 269 279 326 310 144 191 351" 205
Week 9 424 532 395 235 340 338 93 102 8234 436¢
Week 13 407 476 266 321 346 329 76 133 398%f 404¢
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Test Article: Pomalidomide
Daily Dose (mg/kg/day) 0 (Control) 0.05 0.2 2.0 10.0
Number of Animals® M:5 F:5 M:3 F:3 M:3 F:3 M:3 F:3 M:5 F:5
Neutrophils (/uL)®
Week 5 6904 6752 5077 3757 3868 3315 2774 1355 11865 5249
Week 13 4216 5049 2146 2846 2262 1963 1811 2375 3265¢ 6057¢
Band Neutrophils (/uL)
Week 5 57 69 1765 560
Week 13 0 0 0 0 0 0 68 35 0 0
Dohle Bodies
Week 5 - - - - - - - - P P
Week 13 - - - - - - - - - -
Serum Chemistry
Total Protein (g/dL)
Week 5 7.0 7.0 6.8 7.3 7.2 7.1 6.9 7.4 6.4 6.3
Week 13 6.7 6.7 6.7 7.4 6.6 6.7 6.8 6.7 6.7 6.9
Albumin (g/dL)
Week 5 3.4 32 3.3 3.5 3.4 32 32 3.0 2.3 2.5
Week 13 33 3.1 33 3.6 3.2 3.1 3.1 2.7 3.2 3.1¢
Glucose (mg/dL)
Week 5 50 87 50 66 52 70 63 61 34 48
Week 13 62 81 55 70 65 65 53 64 76¢ 714
ALP (U/L)
Week 5 528 253 395 264 456 209 450 268 518 491
Week 13 521 259 530 271 484 216 510 215 3654 2944
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 (Control) 0.05 0.2 2.0 10.0
Number of Animals® M:5 F:5 M:3 F:3 M:3 F:3 M:3 F:3 M:5 F:5
Coagulation
Fibrinogen (mg/dL)
Week 5 190 172 168 157 181 183 213 172 342 225
Week 13 180 163 160 167 172 157 182 153 145¢ 163¢
Flow Cytometry
Absolute CD20" (B-Lymphocytes) (/mL)
Week 6 1533 1750 NA NA NA NA NA NA 37 31
Week 9 1559 1792 1184 1347 1699 732 107 49 434¢ 2511
Week 13 1594 1913 1039 1460 1685 952 210 59 1864¢ 1244¢
Absolute CD3/CD16" (NK-cells) (/mL)
Week 6 697 524 NA NA NA NA NA NA 211 105
Week 9 907 683 802 560 775 484 313 320 8279 611¢
Week 13 732 591 616 825 713 494 606 641 454¢ 5019
Absolute CD3" (Total T-Lymphocytes) (/mL)
Week 6 4144 4759 NA NA NA NA NA NA 1267 1982
Week 13 4899 5912 4549 4689 5041 4777 3359 2267 4191¢ 3872¢
Absolute CD3"/CD4" (T-helper Lymphocytes) (/mL)
Week 6 2308 2760 NA NA NA NA NA NA 799 1167
Week 13 2645 3394 2500 2838 2213 2980 1487 1321 2100¢ 2142¢
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Test Article: Pomalidomide
Daily Dose (mg/kg/day) 0 (Control) 0.05 0.2 2.0 10.0
Number of Animals* M:5 F:5 M:3 F:3 M:3 F:3 M:3 F:3 M:5 F:5
Absolute CD3"/CDS8" (T-cytotoxic/suppressor
Lymphocytes) (/uL)
Week 6 1789 2037 NA NA NA NA NA NA 485 900
Week 13 2282 2559 2077 1824 2883 1857 2005 1020 21494 1712¢
Gross Pathology
Thymus: Decreased size
Week 6 NA NA NA NA NA NA NA NA 3/3 1/3
Week 13 1/5 1/5 0/3 2/3 0/3 1/3 3/3 3/3 0/2 0/2
Spleen: follicular pattern
Week 6 NA NA NA NA NA NA NA NA 0/3 0/3
Week 13 0/5 0/5 1/3 0/3 1/3 0/3 0/3 0/3 172 172
Organ Weights (%)
Thymus
Week 6 NA NA NA NA NA NA NA NA 0.595 ¢ 1112 g
Week 13° 2802 ¢g 2.648 g +64.1 -55.7 +14.4 -13.4 -68.6 -81.2 +113.0¢ +39.6¢
Histopathology
Bone Marrow: Hypercellularity
Week 6
Minimal NA NA NA NA NA NA NA NA 0/3 1/3
Moderate NA NA NA NA NA NA NA NA 1/3 0/3
Moderately Severe NA NA NA NA NA NA NA NA 2/3 1/3
Week 13
Minimal 0/5 0/5 0/3 0/3 0/3 0/3 0/3 1/3 0/2 0/2
Moderate 0/5 0/5 0/3 0/3 0/3 0/3 2/3 0/3 172 0/2
Moderately Severe 0/5 0/5 0/3 0/3 0/3 0/3 1/3 0/3 0/2 0/2

Confidential and Proprietary

T =



A~Y RIF 2.6.7 ERMEREBRAM R Page 37
Test Article: Pomalidomide
Daily Dose (mg/kg/day) 0 (Control) 0.05 0.2 2.0 10.0
Number of Animals® M:5 F:5 M:3 F:3 M:3 F:3 M:3 F:3 M:5 F:5
Bone Marrow: Myeloid Series Immaturity
Week 6
Moderately Severe NA NA NA NA NA NA NA NA 2/3 1/3
Severe NA NA NA NA NA NA NA NA 1/3 0/3
Week 13
Slight/Mild 0/5 0/5 0/3 0/3 0/3 0/3 0/3 173 0/2 0/2
Bone Marrow: Decreased Megakaryocytes
Week 6
Slight/Mild NA NA NA NA NA NA NA NA 2/3 0/3
Week 13
Minimal 0/5 0/5 0/3 0/3 0/3 0/3 0/3 173 0/2 0/2
Slight/Mild 0/5 0/5 0/3 0/3 0/3 0/3 0/3 173 0/2 0/2
Spleen: Lymphoid Depletion
Week 6
Moderate NA NA NA NA NA NA NA NA 2/3 1/3
Moderately Severe NA NA NA NA NA NA NA NA 1/3 0/3
Week 13
Minimal 0/5 1/5 0/3 0/3 0/3 0/3 0/3 0/3 0/2 0/2
Slight/Mild 0/5 0/5 0/3 0/3 0/3 0/3 2/3 2/3 0/2 0/2
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 (Control) 0.05 0.2 2.0 10.0
Number of Animals* M:5 F:5 M:3 F:3 M:3 F:3 M:3 F:3 M:5 F:5
Spleen: Lymphoid Hyperplasia
Week 6
Slight/Mild NA NA NA NA NA NA NA NA 0/3 173
Week 13
Moderate 0/5 0/5 0/3 0/3 0/3 0/3 0/3 0/3 0/2 172
Thymus: Lymphoid Depletion
Week 6
Moderate NA NA NA NA NA NA NA NA 1/3 0/3
Moderately Severe NA NA NA NA NA NA NA NA 2/3 2/3
Week 13
Slight/Mild /5 1/5 0/3 2/3 0/3 1/3 1/3 0/3 0/2 0/2
Moderate 0/5 0/5 0/3 0/3 0/3 0/3 1/3 173 0/2 0/2
Moderately Severe 0/5 0/5 0/3 0/3 0/3 0/3 1/3 2/3 0/2 0/2

AUCy;, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 24 hours; C,,,x = Peak maximum plasma concentration of the drug; CMC = Carboxymethylcellulose; F
= Female; M = Male; NA = Not applicable; ND = Not detected; P = Present; - = No noteworthy findings; + = low; ++ = moderate; +++ = severe.

a: All animals were dosed for 13 weeks except for animals in the 10-mg/kg/day dose group. For the 10-mg/kg/day dose group: dosing was terminated after 5 weeks due to adverse clinical
observations and clinical pathology data; 3/5 animals were necropsied after 5 weeks of dosing; the remaining 2/5 animals were necropsied after an 8-week recovery period.

b: AUC value represents 8 hour.

c: For controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual data comparison (not on percent difference).

d:N=2.

e: Watery stool was observed in all dose groups. The incidence was similar between the 0-(control), 0.05- and 0.2-mg/kg/day dose groups and was considered incidental. Incidents of watery stool
were significantly higher in the 2- and 10-mg/kg/day dose groups.

f: Mean monocyte values in male animals at 10 mg/kg/day were skewed due to abnormally high values for animal 5002. There was a test article-related decrease in monocyte levels in animals at 5
and 6 weeks at 10 mg/kg/day.

g: Increases and decreases in neutrophils are indicative of inflammatory responses. Changes in individual animals in the 10-mg/kg/day dose group in Week 5 were considered test article-related;
mean values may not necessarily reflect this consideration.

Confidential and Proprietary U= A Stt



K< FI R 2.6.7 FEVEBRI TR Page 39

Test Article: Pomalidomide
Report Title: A 9-Month Oral Toxicity Study of CC-4047 Administered by Nasogastric Gavage to Cynomolgus Monkeys with an 8-Week Recovery Period

Species/Strain: Cynomolgus Monkey Duration of Dosing: Once daily for up to 39 weeks Study Report Number: CC-4047-TOX-006
Initial Age: 2.4 to 4.0 years Duration of Postdose: 8 weeks

Date of First Dose: - ., 2(. (Set A),- I, 2(. (Set B)* Route of Administration: Nasogastric Gavage Location in CTD: 4.2.3.2.10
Special Features: None Vehicle/Formulation: 1.0% w/v CMC+100 nM Acetate buffer (pHS5.5) GLP Compliance: Yes

No-Observed-Adverse-Effect Level: 0.10 mg/kg/day

Daily Dose (mg/kg/day) 0 (Control) 0.05 0.10 1.0
Number Evaluated® M:6 F:6 M:6 F:6 M:6 F:6 M:7? F.7°
Toxicokinetics (Mean):
Day 1 (Pomalidomide)
Chnax (ng/mL) ND ND 17.77 25.32 31.07 30.44 277.9 224.2
AUC,4, (ngsh/mL) ND ND 98.46 215.1 242.4 173.2 2892 2653
Day 28 (CC-5083)
Chnax (ng/mL) ND ND 12.01 11.89 22.78 22.69 196.5 189.2
AUC,4;, (ng*h/mL) ND ND 43.14 65.85 85.13 75.11 2165 1732
Day 28 (CC-6016)
Conax (ng/mL) ND ND 12.31 12.80 21.44 22.18 158.8 161.2
AUC,4;, (ngeh/mL) ND ND 58.82 84.84 103.8 98.66 2030 1936
Day 28" (CC-5083 + CC-6016)
Cnax (ng/mL) ND ND 2431 2451 43.87 44.56 347.6 349.5
AUC,4;, (ngeh/mL) ND ND 103.9 152.0 188.9 173.8 4194 3669
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 (Control) 0.05 0.10 1.0
Number Evaluated® M:6 F:6 M:6 F:6 M:6 F:6 M:7% F:7°
Toxicokinetics (Mean): (continued)
Day 194 (Pomalidomide)
Cax (ng/mL) ND ND 24.84 21.68 37.62 38.85 431.1° 370.8°
AUCyy;, (ngeh/mL) ND ND 132.4 195.6 213.3 186.6 5867° 4215°
Day 272 (Pomalidomide)
Chnax (ng/mL) ND ND 15.23 16.94 29.64 26.79 554.5¢ 751.8°
AUC,4;, (ng*h/mL) ND ND 132.7 169.9 227.3 211.4 56404 6540°
Noteworthy Findings:
Died or Sacrificed Moribund’ 0 0 0 0 0 0 3 4
Body Weight (%)% 3.30 kg 2.80 kg +13 +5 +2 +15 +30% -6°
Clinical Observations”
Watery feces 0 2 2 0 2 1 5
Low food consumption 0 4 1 5 3 1 6
Electrocardiograms - - - - - - - -
Blood Pressure Measurements - - - - - - - -
Ophthalmic Examinations - - - - - - - -
Serum Chemistry
Alkaline Phosphatase (U/L)
Week 21 652.0 318.8 586.8 309.7 511.2 3473 499.4 436.4°
Week 27 722.5 335.8 613.0 279.3 518.8* 321.2 511.6* 568.8°
Week 31 747.7 350.5 619.5 251.8 523.5* 304.2 537.0* 858.3¢
Week 35 673.7 289.3 528.7 2253 455.7* 261.5 478.0* 848.8¢
Week 39 707.8 279.7 550.7 232.8 489.7* 262.3 479.8* 1346.3°
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 (Control) 0.05 0.10 1.0
Number Evaluated® M:6 F:6 M:6 F:6 M:6 F:6 M:7* F:7°
v-glutamyltransferase (U/L)
Week 21 99.8 59.2 98.2 56.5 101.0 71.7 86.0° 98.2°
Week 27 101.7 59.7 100.3 55.3 99.5 67.7 824°¢ 105.6°
Week 31 106.5 63.8 102.8 54.2 101.5 66.3 87.0¢ 119.3¢
Week 35 105.2 59.2 95.2 51.8 96.0 61.8 86.5¢ 124.3¢
Week 39 102.2 57.0 92.5 50.2 95.8 60.0 82.0¢ 107.7°
Hematology
Red Cell Distribution Width (%)
Week 4 13.00 13.08 13.40 13.30 13.22 13.50 14.03 13.63
Week 8 12.80 12.82 13.37 13.55% 13.38 13.50* 14.68* 14.27#
Week 12 13.03 13.15 13.63 13.93 13.68 13.72 15.18% 15.07+
Week 21 13.22 12.77 13.40 13.35 13.18 13.33 14.66* 13.94%*°
Week 27 13.33 13.10 13.57 13.45 13.53 13.48 15.68° 14.06°
Week 31 13.27 13.00 13.37 13.15 13.30 13.17 14.18¢ 13.959
Week 35 13.27 12.92 13.47 13.22 13.23 13.08 14.33% 14.43%
Week 39 12.40 12.23 12.68 12.35 12.40 12.37 13.85%¢ 13.70*¢
Absolute Reticulocyte Count (10%/uL)
Week 4 0.653 0.778 0.893 0.622 0.667 0.627 1.186%* 0.919
Week 8 0.415 0.490 0.558 0.475 0.453 0.440 0.877* 0.748
Week 12 0.380 0.600 0.448 0.458 0.382 0.398 0.620%! 0.608'
Week 21 0.508 0.573 0.538 0.543 0.438 0.497 0.808*° 0.554°
Week 27 0.832 0.842 0.790 0.595 0.460 0.530 1.074° 0.686°
Week 31 0.467 0.602 0.552 0.537 0.500 0.505 0.753¢ 0.620¢
Week 35 0.445 0.510 0.448 0.517 0.402 0.428 0.668° 0.723¢
Week 39 0.625 0.585 0.562 0.560 0.548 0.567 0.788¢ 0.627°
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Test Article: Pomalidomide
Daily Dose (mg/kg/day) 0 (Control) 0.05 0.10 1.0
Number Evaluated® M:6 F:6 M:6 F:6 M:6 F:6 M:7* F:7°
Lymphocyte Count (/uL)
Week 4 8499.3 5781.3 7951.0 7728.8 5830.8 7899.7 4152.9* 52514
Week 8 6148.0 6270.8 6733.5 6172.7 4365.0 6434.5 3033.7% 3751.0'
Week 12 8469.3 7026.5 8127.2 7904.0 5590.3 71452 2822.5% 3397.5%
Week 21 8319.7 7074.7 7182.0 8199.7 5362.7* 7334.2 2726.6* 3459.8%
Week 27 10280.7 8449.5 8231.3 7980.2 5562.3* 7905.3 2743.8% 3800.8*¢
Week 31 8706.3 8184.0 7179.7 6851.0 4696.0* 7141.3 3155.3* 3880.5¢
Week 35 9300.8 7279.0 7074.2 7660.0 5186.3* 7605.3 2542.0% 2984.0*°
Week 39 8404.5 6846.0 6430.5 7187.8 4349.5* 6267.7 2599.3%4 3290.7°
Coagulation
Fibrinogen Concentration (mg/dL)
Week 12 220.50 21433 228.83 221.00 207.67 214.67 298.83! 309.33%
Week 21 21433 228.00 228.00 217.33 225.83 213.17 326.60* 265.80°
Week 27 210.83 212.50 236.33 223.00 223.00 223.67 341.40* 344.80*
Week 31 233.00 230.50 244.67 222.67 239.67 217.17 324.00% 339.75%
Week 35 237.50 244.83 260.17 219.00 228.83 204.17 294.75% 338.75%
Week 39 182.00 164.67 211.67 198.00 223.67* 185.17 279.50%4 393.00*°
Urinalysis - - - - - - - -
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 (Control) 0.05 0.10 1.0
Number Evaluated M:4 F:4 M:4 F:4 M:4 F:4 M:2 F:2
Bone Marrow Cytology"
Lymphoid hypocellularity, minimal to mild 0 0 0 0 0 0 0 1
Gross pathology”
Small thymus 0 0 0 0 0 0 0 1
Organ Weights (%)%*
Thymus 3.9408 g 24278 g -16 -21 -35 -41 -85 -71
Histopathology”
Lymph Node, Mandibular
Depletion, Lymphoid; Germinal Center; Follicle; Diffuse 0 0 0 0 0 0 1+ 1+
Lymph Node, Mesenteric
Depletion, Lymphoid; Germinal Center; Follicle; Diffuse 0 0 0 0 0 0 2+ 1 +++
Spleen
Depletion, Lymphoid; Germinal Center; Follicle; Diffuse 0 0 1+ 1+ 0 1+ 1+ 1+
Peyer’s Patch
Depletion, Lymphoid 0 0 0 0 0 0 1+ 1++
Thymus
Depletion, Lymphoid; Cortex; Medulla; Diffuse 1+ 3 ++ 4 ++ 3 ++ 2 ++ 4 ++ 2 +++ 2 +++
Cecum
Inflammation, Chronic; Diffuse 0 0 0 0 0 0 1+ 1+
Colon
Inflammation, Chronic; Diffuse 0 0 0 0 0 0 1+ 1+
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 (Control) 0.05 0.10 1.0
Number Evaluated M:4 F:4 M:4 F:4 M:4 F:4 M:2 F:2
Rectum
Inflammation, Chronic; Diffuse 0 0 0 0 0 0 0 1+
Liver
Proliferation, Bile Ductule 0 0 0 0 0 0 1+ 2+

Postdose Evaluation

Number Evaluated M:2 F:2 M:2 F:2 M:2 F:2 M:2 F:1

Histopathology”

Liver

Proliferation, Bile Ductule 0 0 0 0 0 0 1+ 0

AUCy;, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 24 hours; C,,,x = Peak maximum plasma concentration of the drug; CMC = Carboxymethylcellulose; F
= Female; M = Male; ND = Not detected; - = No noteworthy findings; + = minimal to mild; ++ = moderate; +++ = marked.
*: p<0.05 (ANOVA/Dunnett’s test or Kruskal-Wallis/Dunn’s test, as applicable). Groups with n<3 were excluded from statistical analysis.

a: One female in 1.0 mg/kg/day dose group or two animals in other dose groups were necropsied after an 8-week recovery period. One male and 1 female were added to 1.0 mg/kg/day dose group
due to 2 early deaths in that group, and were designated as Set B. Dosing for Set B corresponded to Day 57 for the animals dosed beginning on 12 Mar 2009, which became Set A.
b: Represents summary of CC-5083 + CC-6016.

c:N=5.
d:N=4.
e: N=3.

f: Test article-related morbidity was observed in 6 animals (3/sex) administered 1 mg/kg/day and was attributed to presumed immunomodulation/suppression (decreased lymphocytes, lymphoid
depletion, hypocellularity of bone marrow) that manifested as chronic inflammation of the large intestine and villous atrophy of the small intestine, staphylococcal infection, and/or findings
consistent with acute myeloid leukemia (1 female only). Clinical observations, clinical pathology and/or bone marrow alterations were consistent with these findings. One additional female animal
at 1.0 mg/kg/day died of pulmonary edema presumably secondary to aspiration of gastric contents that was not considered test article-related.

g: At end of dosing period. For controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual data (not on the percent
differences).

h: Number of animals affected (and highest severity, where applicable).

L N=6.

j: No adverse test article related findings; however test article-related alterations in fibrinogen was observed, but were considered to be non-adverse.

k: Both absolute and relative values were decreased versus controls.
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2.6.7.8 invitro BInEIEHER : EEGHEBR U OHER
Test Article: Pomalidomide
Report Title: CC-4047: Reverse Mutation in four Histidine-requiring strains of Salmonella typhimurium and two Tryptophan-requiring strains of Escherichia coli

Test for Induction of: Reverse mutation in bacterial cells No. of Independent Assays: 2 Study Report Number: 1398/20-D5140
Strains: Salmonella typhimurium and Escherichia coli No. of Independent Cultures: 3 Location in CTD: 4.2.3.3.1.1
Metabolizing System: Aroclor M-induced rat liver S9 No. of Cells Analyzed/Culture: ~10° GLP Compliance: Yes

Vehicle for Test Article: Water (sodium azide); DMSO (Pomalidomide and all other positive controls) Date of Treatment: - ., 19.

Treatment: Plate incorporation with and without S9 activation
Cytotoxic Effects: Reduction in mean revertant colony counts as noted below
Genotoxic Effects: None

Metabolic Activation Test Article Dose Initial Assay - Revertant Colony Counts (Mean + SD)
(ng/plate) TA98 TA100° TA1535 TA1537 | WP2uwrApKMI01 WP2pKM101
Without Activation DMSO 50 uL/plate 23+5 111+17 2242 13£3 168 £ 12 36£2
Pomalidomide 8.0 28 +1 110+ 11 23+6 11+3 176 £22 35+4
40.0 20£2 114+ 10 21+4 9+6 170+ 12 36+£2
200 21+4 104+£9 26+5 15+4 185+ 16 32+6
1000 20+ 11 104 £ 10 20+3 12+2 173+ 13 31+£1
5000 18£5 111+16 19+7 8§+2 185+ 16 28+6
2-nitrofluorene 5.0 492 + 44 - - - - -
sodium azide 2.0 - 671+32 503 £20 - - -
9-aminoacridine 50 - - - 507+71 - -
4-nitroquinoline 1-oxide 2.0 - - - - 1618 £21 -
4-nitroquinoline 1-oxide 10.0 - - - - - 314 +£29
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Test Article: Pomalidomide

Metabolic Activation Test Article Dose Initial Assay - Revertant Colony Counts (Mean + SD)
(ng/plate) TA98 TA100 TA1535 TA1537 WP2uvrApKM101 WP2pKM101

With Activation DMSO 50 uL/plate 28+8 159+ 15 25+5 15+6 213+ 14 66+ 12
Pomalidomide 8.0 32+1 149+ 1 26+7 19+4 215+5 6311

40.0 32+8 157+ 13 2516 17+4 225+5 72+3

200 306 160 £+ 13 32+15 15+3 216+ 23 56+5

1000 31+3 130+ 6 29+6 14+4 221+ 15 51+3

5000 215 144 + 22 23+6 13+4 228 £ 11 59+8

2-aminoanthracene 5.0 1784 +360 - - - 794 £ 56 -
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Test Article: Pomalidomide
Metabolic Activation Test Article Dose Confirmatory Assay - Revertant Colony Counts (Mean + SD)
(ng/plate) TA98 TA100 TA1535 TA1537 WP2uvrApKM101 WP2pKM101
Without Activation DMSO 50 uL/plate 20+6 105+9 19+6 13+5 130+ 14 39+9
Pomalidomide 312.5 15+6 122+ 13 18+6 11+4 120+ 8 36+4
625 21+£3 113£5 20+ 7 7+4 120+ 13 29+4
1250 173 101 +9 11+3 7+2 1235 24+3
2500 23£5 89+2 235 8+ 6 137+ 17 23+3
5000 23£5 114 £13 17+6 10+1 99 +12 31+11
2-nitrofluorene 5.0 452 + 86 - - - - -
sodium azide 2.0 - 460 + 23 445 + 69 - - -
9-aminoacridine 50 - - - 590 + 138 - -
4-nitroquinoline 1- oxide 2.0 - - - - 1167 +59 -
4-nitroquinoline 1- oxide 10.0 - - - - - 323+55
With Activation DMSO 50 pL/plate 32+7 127+ 11 23+4 10+£2 104 + 14 50+3
Pomalidomide 312.5 27+6 126 +7 22+6 11+4 118+ 11 54+7
625 32+3 123 £ 12 21+4 14 +4 106 £ 15 58+9
1250 36+ 16 128+ 4 28+ 6 15+3 101 +£8 48+ 5
2500 38+9 111 +11 28 £11 15+7 80+6 49+9
5000 32+3 143+5 25+6 10+4 81 £10 38+4
2-aminoanthracene 5.0 1309 + 45 - - - 331+ 16 -

- = Not applicable; DMSO: Dimethylsulfoxide

a: TA100 were analyzed at 8, 38, 188, 941 and 4706 pg/plate due to calculation error.
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Report Title: CC-4047: Induction of Chromosomal Aberrations in Cultured Human Peripheral Blood Lymphocytes

Test for Induction of: Chromosome aberrations
Strains: Human Peripheral Blood Lymphocytes
Metabolizing System: AroclorTM-induced rat liver S9

No. of Independent Assays: 2
No. of Replicate Cultures: 2
No. of Cells Analyzed/Culture: 100

Vehicle for Test Article: DMSO for Positive Controls: DMSO

Treatment: Pulse treatment 3 h and recovery time 17 h = S9, continuous 20 h and 44 h without S9, pulse treatment 3 h and recovery time 41 h with S9

Cytotoxic Effects: None
Genotoxic Effects: None

Test Article: Pomalidomide

Study Report Number: 1398/68-1052
Location in CTD: 4.2.3.3.1.4
GLP Compliance: Yes

Date of Treatment: - ., 1‘

Test Article Dose (ug/mL) Total Cells Mitotic Index Aberrant Cells
Analyzed Mean Mean % -g Mean % +g
Experiment #1: 3 h treatment with 17 h recovery (With Activation)
DMSO 10.0 uL 200 59 0 2
Pomalidomide 686 200 4.3 0 2
980 200 4.1 1 3
1400 200 3.9 3 4
cyclophosphamide 25 155 - 52 63
Experiment #1: Continuous 20 h treatment (Without Activation)
DMSO 10.0 uL 200 4.6 1 2
Pomalidomide 686 200 4.0 1 2
980 200 4.0 1 2
1400 200 3.4 0 0
4-nitroquinoline 1-oxide 1.25 200 - 26 33
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Test Article: Pomalidomide

Test Article Dose (ng/mL) Total Cells Mitotic Index Aberrant Cells
Analyzed Mean Mean % -g Mean % +g
Experiment #2: 3 h treatment with 17 h recovery (With Activation)

DMSO 10.0 uL 200 4.6 5 9
Pomalidomide 716.8 200 3.9 2 4
896 200 29 0 1

1120 200 1.8 1 1
cyclophosphamide 25 200 - 61 76

Experiment #2: Continuous 20 h treatment (Without Activation)

DMSO 10.0 uL 200 3.8 2 6
Pomalidomide 716.8 200 3.9 2 2
896 200 3.0 1 3

1120 200 1.9 1 1
4-nitroquinoline 1-oxide 1.25 200 - 28 30

Experiment #2: 3 h treatment with 41 h recovery time (With Activation)
DMSO 10.0 uL 200 6.8 2 4
Pomalidomide 896 200 3.1 1 2
Experiment #2: 3 h treatment with 17 h recovery time (Without Activation)
DMSO 10.0 uL 200 5.4 2 5
Pomalidomide 1400 184 2.5 1 3
Experiment #2: Continuous 44 h treatment (Without Activation)

DMSO 10.0 uL 200 7.2 1 3
Pomalidomide 1120 200 3.9 1 4

-g = Aberrant cells excluding gaps; +g = Aberrant cells including gaps; DMSO: Dimethylsulfoxide
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2.6.7.9 invitro BinEHHER - EELHER

Test Article: Pomalidomide
Report Title: Evaluation of Pomalidomide (CC-4047) in the Bacterial Reverse Mutation with a Confirmatory Assay

Test for Induction of: Reverse mutation in bacterial cells No. of Independent Assays: 2
Strains: Salmonella typhimurium and Escherichia coli No. of Independent Cultures: 2 or 3
Metabolizing System: AroclorTM-induced rat liver S9 No. of Cells Analyzed/Culture: >10°
Vehicle for Test Article: Water (sodium azide); DMSO (Pomalidomide and all other positive controls)

Treatment: Plate incorporation with and without S9 activation

Study Report Number: CC-4047-TOX-015
Location in CTD: 4.2.3.3.1.2
GLP Compliance: Yes

Date of Treatment: - ., 2(.

Cytotoxic Effects: Reduction in mean revertant colony counts as noted below

Genotoxic Effects: None

Metabolic Activation Test Article Dose Initial Assay - Revertant Colony Counts (n = 2, Mean + SD)
(ng/plate) TA98 TA100 TA1535 TA1537 WP2uvrA
Without Activation DMSO 50 pL/plate 13+£2 103+9 17+6 8+1 20+3
Pomalidomide 1.60 16+£6 95+12 77 64 14+2
5.00 16 +£2 86 £19 9+3 4+0 14+0
16.0 15+1 86+ 18 9+1 9+2 1442
50.0 17+2 73+4 12+4 5+4 19+6
160 16 +1 90+ 1 13+2 6+1 20+4
500 16 +3 99 + 13 12+0 4+1 12+2
1600 10 +£2° 87+ 7% 10 +4° 3+1° 13+5
5000 10 +0° 94 +2° 13 +5° 3+1° 7+0
2-nitrofluorene 1.0 242 +36 - - - -
sodium azide 2.0 - 854+8 948 + 16 - -
ICR-191 2.0 - - - 250 +30 -
4-nitroquinoline N-oxide 1.0 - - - - 251+12
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Test Article: Pomalidomide

Metabolic Activation Test Article Dose Initial Assay - Revertant Colony Counts (n =2, Mean + SD)
(ngplate) TA98 TA100 TA1535 TA1537 WP2uvrA
With Activation DMSO 50 uL/plate 2243 1102 12+1 8+ 1 18+3
Pomalidomide 1.60 16+1 101 +7 11+1 5+1 25+2
5.00 18+3 116+ 6 9+4 8+ 1 14+1
16.0 21+0 112+£8 12+4 10+1 16 +1
50.0 16 +4 115+4 9+3 4+1 23+4
160 25+1 114 £ 10 11+1 7T+2 19+6
500 13+£3 123+ 16 9+4 9+1 15+2
1600 19 +3° 99 + 6° 16 +3? 8§ £4* 13+1°
5000 14+1° 116 + 6° 6=+0° 8§£2° 10 +£2°
benzo[a]pyrene 2.5 416 £ 50 - - - -
2-aminoanthracene 2.5 - 1419+ 83 172+ 19 57+1 -
2-aminoanthracene 25.0 - - - - 524+59
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Test Article: Pomalidomide

Metabolic Activation Test Article Dose Confimatory Assay - Revertant Colony Counts (n = 3, Mean + SD)
(ng/plate) TA9S TA100 TA1535 TA1537 WP2uvrA
Without Activation DMSO 50 uL/plate 12+5 107+ 10 13+1 5+£3 16+2
Pomalidomide 50.0 10+4 66+ 1 11+3 5+1 17+4
160 11£5 84 +2 9+2 4+2 16 +4
500 7+1 93+ 14 11+4 5+£2 12+3
1600 12+2° 96 + 5° 8 +3° 5+1° 14+7°
5000 6+4* 93 +3? 9+4* 1+1% 8+5%
2-nitrofluorene 1.0 269 + 31 - - - -
sodium azide 2.0 - 1128 £ 15 904 + 107 - -
ICR-191 2.0 - - - 386 +44 -
4-nitroquinoline N-oxide 1.0 - - - - 295+ 16
With Activation DMSO 50 pL/plate 22+6 113+21 11+2 62 27+7
Pomalidomide 50.0 19+4 97+7 14+3 7+1 24 +5
160 18+1 114 £ 28 10+1 10+3 29+5
500 18+5 110+ 6 10+2 8+2 277
1600 17 +£5° 107 £ 6° 10 +4° 6 +2° 10 +3°
5000 14 +1° 101 £ 6* 10 +3? 4£2° 8§ +4*
benzo[a]pyrene 2.5 432+29 - - - -
2-aminoanthracene 2.5 - 1765 + 564 177+ 12 103 +£23 -
2-aminoanthracene 25.0 - - - - 490 + 61

- = Not applicable; DMSO: Dimethylsulfoxide; ICR-191: 6-chloro-9-[3-(2-chloroethylamino)propylamino]-2-methoxyacridine dihydrochloride
a: Test article precipitation observed.
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Report Title: CC-4047: Mutation at the Thymidine Kinase (tk) Locus of Mouse Lymphoma L5178Y Cells (MLA) using the Microtitre®? Fluctuation Technique

Study Report Number: 1398/82-1052
Location in CTD: 4.2.3.3.1.3

GLP Compliance: Yes

Date of Treatment: - I, 1‘

Test for Induction of: Forward mutation in mammalian cells
Strains: Mouse L5178Y/TK " lymphoma cells
Metabolizing System: Aroclor -induced rat liver S9

No. of Independent Assays: 2
No. of Replicate Cultures: 2
No. of Cells Analyzed/Culture: 105

Vehicle for Test Article: Dimethylsulfoxide (DMSO) for Positive Controls: DMSO

Treatment: Plate incorporation with and without S9 activation
Cytotoxic Effects: None
Genotoxic Effects: None

Test Article: Pomalidomide

Metabolic Activation Test Article Concentration (ug/mL) Replicate MF* % V RTG
Experiment #1: DMSO 0 A NE NE NE
Without Activation B 133.07 84.09 1.00
Pomalidomide 18.75 A 123.51 85.35 1.21

B 108.22 124.96 1.82

37.5 A 182.62 63.06 0.97

B 157.57 64.87 1.08

75 A 148.39 66.74 1.36

B 160.66 69.65 1.41

150 A 166.81 77.01 1.38

B 200.83 63.96 1.17

300 A 146.96 82.85 1.43

B 136.63 74.82 1.47

600 A 194.58 74.82 1.09

B 165.28 82.85 1.37

4-nitroquinoline 1-oxide 0.05 A 749.20 50.20 0.65

0.1 A 536.82 57.11 0.77
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Test Article: Pomalidomide

Metabolic Activation Test Article Concentration (ug/mL) Replicate MF? % V RTG
Experiment #1: DMSO 0 A 128.39 75.90 0.96
With Activation B 112.62 72.70 1.03

Pomalidomide 18.75 A 111.05 79.28 0.98

B 146.30 67.69 0.93

37.5 A 96.97 82.85 1.29

B 135.46 60.44 0.90

75 A 154.53 63.06 0.96

B 105.34 74.82 1.04

150 A 169.76 44.64 0.65

B 224.68 57.92 0.82

300 A 195.42 64.87 0.93

B 120.38 66.74 1.23

600 A 94.14 111.98 1.92

B 109.28 92.08 1.30

benzo[a]pyrene 2 A 715.14 46.66 0.49

3 A 731.88 37.13 0.31

Experiment #2: DMSO 0 A 21291 90.68 1.06
Without Activation B 268.83 86.64 0.95
Pomalidomide 18.75 A 197.57 78.14 0.83

B 191.31 77.01 0.89

37.5 A 262.04 92.08 1.03

B 196.30 93.52 1.00

75 A 255.71 79.28 0.84

B 184.53 104.62 1.25

150 A 157.20 89.30 1.18

B 181.87 78.14 1.09

300 A 223.86 87.96 0.91

B 231.73 99.62 0.77

600 A 152.68 96.50 0.74

B 203.50 99.62 0.68

4-nitroquinoline 1-oxide 0.05 A 615.19 70.65 0.72
0.1 A 640.56 80.45 0.80
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Test Article: Pomalidomide

Metabolic Activation Test Article Concentration (pg/mL) Replicate MF? %V RTG
Experiment #2: DMSO 0 A 182.05 82.85 0.94
With Activation B 117.59 106.38 1.07

Pomalidomide 18.75 A 165.61 111.98 1.05
B 137.48 104.62 1.11

37.5 A 151.73 73.75 0.79

B 177.66 94.99 1.01

75 A 125.90 98.04 1.03

B 119.66 84.09 0.90

150 A 164.62 77.01 0.85

B 188.46 82.85 0.82

300 A 187.35 94.99 0.75

B 185.25 92.08 0.77

600 A 175.46 104.62 0.76

B 151.43 89.30 0.74

benzo(a)pyrene 2 A 905.91 74.82 0.51
3 A 1544.87 48.05 0.33

MF = Mutation frequency; NE = Not evaluated; RTG = Total growth; V = Viability.
a: 5-TFT resistant mutants/10° viable cells 2 days after treatment.
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Report Title: Evaluation of Pomalidomide (CC-4047) in the Chromosomal Aberrations Assay in Cultured Human Peripheral Blood Lymphocytes

Test for Induction of: Chromosome aberrations
Strains: Human Peripheral Blood Lymphocytes
Metabolizing System: Aroclor™-induced rat liver S9

No. of Independent Assays: 1

No. of Replicate Cultures: 2

No. of Cells Analyzed/Culture: 100
(or > 25 if >25% cells with aberrations)

Vehicle for Test Article: Dimethylsulfoxide (DMSO) for Positive Controls: Water
Treatment: Pulse treatment 3 h and recovery time 19 h with and without S9, continuous 22 h without S9
Cytotoxic Effects: Precipitate at the end of treatment and dose-related decreases in mitotic indices

Genotoxic Effects: None

Test Article: Pomalidomide

Study Report Number: CC-4047-TOX-016
Location in CTD: 4.2.3.3.1.5

GLP Compliance: Yes

Date of Treatment: - ., 2C.

Test Article Dose (ng/mL) Total Cells Mitotic , Aberrant Cells Polyploidy Endoreduplicattion
Analyzed Sulf\)/f)er:ssui/:)n Mean % -g Mean % +g Mean % Mean %
Without Activation (3 h treatment)
DMSO 10.0 pL 200 100 0.0 2.5 0.0 0.0
Pomalidomide 252 200 80 0.0 3.0 0.0 0.0
315¢ 200 78 0.0 1.5 0.0 0.0
614° 200 66 0.0 3.5 0.0 0.0
Mitomycin C 1.00 100 - 45.0* 54.0 0.0 0.0
Without Activation (22 h treatment)
DMSO 10.0 pL 200 100 0.0 1.5 0.0 0.0
Pomalidomide 252 200 96 0.5 55 0.0 0.0
315 250* 77 0.4 4.4 0.0 0.0
492° 200 62 1.0 4.0 0.0 0.0
Mitomycin C 0.300 100 - 43.0%* 57.0 0.0 0.0
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Test Article: Pomalidomide

Test Article Dose (ng/mL) Total Cells Mitotic . Aberrant Cells Polyploidy Endore — duplicate
Analyzed Su&per:ssoi/i)n Mean % - Mean % +g Mean % Mean %
With Activation (3 h treatment)
DMSO 10.0 uL 200 100 0.0 1.5 0.0 0.0
Pomalidomide 252 200 98 0.0 1.5 0.0 0.0
393¢ 200 74 0.5 2.0 0.0 0.0
614° 200 49 0.0 1.5 0.0 0.0
Cyclophosphamide 25.0 100 - 36.0* 52.0 0.0 0.0

- = Not applicable; -g = Aberrant cells excluding gaps; +g = Aberrant cells including gaps.

*: p<0.01 (Fisher's exact test).

a: 150 cells analyzed from B culture.

b: Mitotic suppression = [One minus the quotient (mean test article mitotic index/mean vehicle mitotic index)] x 100.

c: Precipitate observed at termination of treatment.
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2.6.7.10 in vivo BInE1HHER : EEGHEBR LS DOHER

Report Title: CC-4047: Induction of Micronuclei in the Bone Marrow of Treated Rats
Test for Induction of: Bone marrow micronuclei Treatment Schedule: Once daily for two days;
approximately 24 hours apart

Species/Strain: Rat/ CDBR Sampling Time: 24 or 48 hours after the second dose
Age: 9-10 weeks Route of Administration: Oral
Cells Evaluated: Polychromatic erythrocytes Vehicle/Formulation: 1% w/v CMC

No. of Cells Analyzed/Animal: 2000

Special Features: None

Toxic/Cytotoxic Effects: Discolored feces (yellow) was found in all animals dosed with the test article
Genotoxic Effects: None

Evidence of Exposure: None

Test Article: Pomalidomide
Study Report Number: 1398/86-1052

Location in CTD: 4.2.3.3.2.1
GLP Compliance: Yes

Date of Treatment:- ., 1’

Test Article Dose No. of Animals Harvest time Mean Ratio PCE:NCE Mean % MNPCE

(mg/kg/day) Male Female (Hour) Male Female Male Female

Vehicle control (1% CMC) 10 mL/kg/day 5 5 24 0.56 0.66 0.50 0.40

5 5 48 0.56 0.79 0.50 0.60

Pomalidomide 500 5 5 24 0.45 0.64 0.40 0.50

5 5 48 1.29 1.05 0.20 0.30

1000 5 5 24 0.83 1.08 0.30 0.70

5 5 48 1.44 0.78 0.50 0.40

2000 5 5 24 0.82 0.76 0.40 0.40

5 5 48 0.83 0.95 0.20 0.80

Cyclophosphamide 80° 5 5 24 0.26 0.23 2.90 1.40

CMC = Carboxymethylcellulose; NCE = Normochromatic erythrocytes; MNPCE = Micronucleated PCEs; PCE = Polychromatic erythrocytes.

a: Positive control animals dosed once; approximately 24 hours prior to harvest.
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2.6.7.11 invivo BizE AR - ERLHER

Report Title: Evaluation of Pomalidomide (CC-4047) in the In Vivo Rat Bone Marrow Micronucleus Assay

Test for Induction of: Bone marrow micronuclei

Species/Strain: Rat/SD

Age: 9 weeks

Cells Evaluated: Polychromatic erythrocytes
No. of Cells Analyzed/Animal: 2000
Special Features: None

Treatment Schedule: Once daily for two days;
approximately 24 hours apart

Sampling Time: 24 hours after the second dose

Route of Administration: Oral

Vehicle/Formulation: 1% CMC

Toxic/Cytotoxic Effects: Discolored feces (yellow) was found in all animals dosed with the test article

Genotoxic Effects: None
Evidence of Exposure: None

Test Article: Pomalidomide
Study Report Number: CC-4047-TOX-017

Location in CTD: 4.2.3.3.2.2
GLP Compliance: Yes

Date of Treatment: - ., 2(.

Test Article Dose No. of Males Harvest time Mean Ratio PCE:NCE (+SD) Mean % MNPCE (+SD)
(mg/kg/day) (Hour) Male Male
Vehicle control (1% CMC) 10 mL/kg/day 5 24 0.62 +0.13 0.04 +£0.04
Pomalidomide 500 5 24 0.71 £0.14 0.04 +£0.04
1000 5 24 0.64 £0.08 0.03 +0.03
2000 5 24 0.67 £0.11 0.04 +0.04
Cyclophosphamide 60° 5 24 0.57 +0.06 1.27 £0.52*

CMC = Carboxymethylcellulose; NCE = Normochromatic erythrocytes; MNPCE = Micronucleated PCEs; PCE = Polychromatic erythrocytes; SD = Standard deviation.

*: p<0.01 (ANOVA/Dunnett’s test).

a: Positive control animals dosed once; approximately 24 hours prior to harvest.
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2.6.7.13 AEREFMHER  EXTHBRUNDOHER
Test Article: Pomalidomide
Species/ Strain | Route of Administration Dosing Doses (mg/kg) No. per Noteworthy Findings Study Report Number.
(Vehicle/Formulation) Period Group / Location in CTD
New Zealand Oral 13 days 0 (1% CMC), 5, 10, 100, SF NOAEL = 10 mg/kg/day for maternal and embryofetal CC-4047-TOX-007
White Rabbit (1% w/v CMC) (GD 7 to or 250 toxicity /423522
GD 19)

100 and 250 mg/kg/day: | maternal body weights; 1 litter
resorption; 1 gross external alterations

Maternal AUC,y, appeared to be dose- dependent in an
approximately proportional manner from 5 to

100 mg/kg/day, and less than dose proportional from 100 to
250 mg/kg/day. T .« generally occurred between 0.5 and

4 hours.

Maternal GD 19 AUCy;, (Cran):

5 mg/kg/day: 270.7 ngeh/mL (61.68 ng/mL)
10 mg/kg/day: 417.9 ngeh/mL (71.88 ng/mL)
100 mg/kg/day: 2787 ngeh/mL (217.4 ng/mL)
250 mg/kg/day: 3328 ngeh/mL (385.1 ng/mL)

Mean fetal plasma concentrations taken 1.5-2 h postdose on
GD 20 were 28, 50, 106 and 138 ng/mL, and were
approximately 50+14% of maternal C,,,, on GD 19.

AUC,4, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 24 hours; C,,,, = Peak maximum plasma concentration of the drug; CMC = Carboxymethylcellulose;
F = Female; GD = Gestation Day; NOAEL = No-Observed-Adverse-Effect Level; wt = Weight; w/v = Weight/volume; | = Increased; | = Decreased.
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26.7.14 £ERESHEHER  RRERVCNPEXELEICET S8R

Report Title: A Fertility and Early Embryonic Development Study in Rats Administered Pomalidomide (CC-4047) Orally
Duration of Dosing®: M: from 28 days prior to pairing to postmating period

Design similar to ICH S5 (R2) Section 4.1.1

Species/Strain: CD(SD) Rat

Initial Age: Approximately 9 to 11 weeks at the start of dosing

| &t

Special Features: Additional untreated females (25/group)

Date of First Dose: M: - ., 2(', F:

were added and mated with surviving treated males.

No-Observed-Adverse-Effect Level (NOAEL): <25 mg/kg/day

to euthanasia (a total of 100 days).; F: from 14 days prior to pairing to GD 7 (a total of 23 to 38 days)

Day of Mating: GD 0

Day of C-Section: GD 13

Route of Administration: Oral
Vehicle/Formulation: 1% w/v CMC

Test Article: Pomalidomide

Study Report Number: CC-4047-TOX-020

Location in CTD: 4.2.3.5.1.1
GLP Compliance: Yes

Daily Dose (mg/kg/day) 0 25 250 1000
Number of Animals M:25 F: 25 M:25 F: 25 M:25 F: 25 M:25 F: 25
Toxicokinetics®: Pomalidomide
Conax (ng/mL) BQL BQL 1857 2780 3337 5010 4541 6998
AUCyy;, (ngesh/mL) BQL BQL 21070 39960 43550 65280 53890 92810
Noteworthy findings — Males:
Number Evaluated M:25 M:25 M:25 M:25
No. Died or Sacrificed Moribund 0 0 0 0
Clinical Observations - discolored urine (bright yellow) - P P P
Necropsy Observations - - — _
Body Weight Change Days 1-29 (%)° 1478 g -4.5 -5.9 -2.0
Body Weight Change Days 1-99 (%)° 316.7 g -4.6 -7.8 +0.8
Food Consumption Days 1-29 (%)° 31.6 g/day -0.9 -0.6 +0.3
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 25 250 1000
First Pairing - with Treated Females

Mean No. Days Prior to Mating 3.1 32 2.9 3.1

No. of Males that Mated 25 25 24 24

No. of Fertile Males 25 23 24 23
Second Pairing - with Untreated Females

Mean No. Days Prior of Mating 2.8 22 23 2.6

No. of Males that Mated 23 25 25 25

No. of Fertile Males 23 25 23 25
Noteworthy findings - Females:

Number Evaluated F:25 F:25 F:25 F:25

Premating/Mating Clinical Observations - discolored urine - P P P
(bright yellow)
Gestation Clinical Observations- discolored urine (bright yellow) - P P P
Necropsy Observations - - - -
Premating Body Weight Change Days 1-15 (%)° 227¢g +20.3 +21.1 +14.1
Gestation Body Weight Change GD 0-13 (%)° 76.1 g -5.4¢ -7.1¢ -12.0%
Premating Food Consumption Days 1-15 (%)° 22.1 g/day 3.6 6.3 5.0
Gestation Food Consumption GD 0-13 (%)° 28.4 g/day 1.8 3.9 1.8
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 25 250 1000

First Pairing — Treated Females with Treated Males
No. Died or Sacrificed Moribund 0 0 0 0
Mean No. Estrous Cycles/14 days 4.8 4.8 52 4.4
Mean No. Days Prior to Mating 3.1 3.2 2.9 3.1
No. of Females Sperm Positive 24 24 23 23
No. of Pregnant Females 25 23 25 24
No. Aborted or with Total Resorption of Litter 0 0 0 1
Mean No. Corpora Lutea 17.1 17.4 18.7 17.4
Mean No. Implantation Sites 15.9 153 14.8 15.0
Mean % Preimplantation Loss 6.82 12.26 19.67 11.16
Mean No. Viable Embryos 153 11.8* 10.9%* 9.1%*
Mean No. Resorptions 0.6 3.5%%* 4.0%* 5.9%*
Mean % Postimplantation Loss 3.95 24.30%* 30.06** 40.55%*

Second Pairing - Untreated Females with Treated Males

Untreated Females

Untreated Females

Untreated Females

Untreated Females

Daily Dose (mg/kg/day) Male Dose: 0 Male Dose: 25 Male Dose: 250 Male Dose: 1000
Number Evaluated F:25 F:25 F:25 F:25
No. Died or Sacrificed Moribund 0 0 0 0
Mean No. Days Prior to Mating 2.8 2.2 23 2.6
25 25 25 25

No. of Females Sperm Positive
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Test Article: Pomalidomide

Daily Dose (mg/kg/day)

Untreated Females

Untreated Females

Untreated Females

Untreated Females

Male Dose: 0 Male Dose: 25 Male Dose: 250 Male Dose: 1000
Second Pairing - Untreated Females with Treated Males  (continued)

No. of Pregnant Females 24 25 23 25

No. Aborted or with Total Resorption of Litter 0 0 0 0

Mean No. Corpora Lutea 17.3 17.1 16.7 17.4
Mean No. Implantation Sites 16.4 15.6 15.6 15.3

Mean % Preimplantation Loss 5.51 8.67 6.02 12.25
Mean No. Viable Embryos 15.3 14.4 14.3 14.4
Mean No. Resorptions 1.0 1.3 1.3 0.9

Mean % Postimplantation Loss 6.81 7.99 8.13 5.45

AUCy;, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 24 hours; BQL = Below the quantitation limit (10.0 ng/mL); CMC = Carboxymethylcellulose; C,x =
Peak maximum plasma concentration of the drug; F = Female; GD = Gestation day; M = Male; No. = Number; P = Present; - = No noteworthy findings.

*: p<0.05, **: p<0.01 (Levene’s/ANOVA-Dunnett’s/Welch’s, as applicable).

a: Males received test article beginning 28 days prior to pairing through euthanasia (total of 100 days). Females used in first pairing received test article 14 days prior to pairing through GD 7.

Additional untreated females (25/group) were brought into the study for a second pairing with treated males after test article-related reproductive effects were observed.
b: Group means are shown. Toxicokinetic samples were collected on Days 28 and 14 of dosing for males and females, respectively.

c: For controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual data (not on the percent differences).
d: The lower gestation weight gain in the treated groups was not considered indicative of maternal toxicity but attributed to an increase in postimplantation loss and fewer viable embryos in the GD

13 pregnancies.
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Report Title: An Embryo-Fetal Development Study in Rats Administered Pomalidomide (CC-4047) Orally

Design similar to ICH S5 (R2) Section 4.1.3 Duration of Dosing: GD 6 to GD 17
Species/Strain: CD(SD) Rats Day of Mating: GD 0

Initial Age: Approximately 11 to 13 weeks at the start of dosing Day of C-Section: GD 20

Date of First Dose: - ., 2(. Route of Administration: Oral
Special Features: None Vehicle/Formulation: 1% w/v CMC
No-Observed-Adverse-Effect Level (NOAEL) - maternal toxicity: 1000 mg/kg/day

Test Article: Pomalidomide
Study Report Number: CC-4047-TOX-021

Location in CTD: 4.2.3.5.2.1
GLP Compliance: Yes

NOAEL- developmental toxicity: < 25 mg/kg/day

Daily Dose (mg/kg/day) 0 (Control) 25 250 1000

Number of Animals® F:25 F:25 F:25 F:25

Toxicokinetics®: Pomalidomide

Number Evaluated F:3 F:3 F:3 F:3
GD 17
Conax (ng/mL) BQL 2729 4706 6436
AUCyy;, (ngeh/mL) BQL 34340 70000 92610

Noteworthy findings - Dams:

Number Evaluated F:22 F:22 F:22 F:22
No. Pregnant 22 22 22 22
No. Aborted or with Total Resorption of Litter 0 1 1 2
Clinical Observations - discolored urine (bright yellow) - - - 22
Gravid Uterine Weight (g) 70.5 44.0** 28.6** 23.2%*
Mean Body Weight (g)° GD 20 370.8 351.5% 331.7%* 327.2%*
Mean Food Consumption (g/day) GD 0-20 25.8 273 26.7 26.7
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 (Control) 25 250 1000
Necropsy Observations GD 20 - - - -
Mean % Postimplantation Loss 6.06 42.47%* 65.75%* 74.10%*
Noteworthy findings - Litters:
Number Litters Evaluated 22 22 22 22
Mean No. Live Fetuses 11.4 7.0%* 4.2%%* 3.1%*
Mean Litter Size 11.4 7.0%* 4.2%%* 3.1%*
Mean No. Resorptions: Early + Late 0.8 S.1%* 8.0%* 8.7%*
Mean No. Resorptions: Early 0.7 4.8%* 7.5%%* 8.4%%*
Mean No. Resorptions: Late 0.0 0.3 0.5* 0.3
Mean Fetal Body Weight (%)
Male 4.18¢g -g** -10%* -Qx*
Female 398¢ -10%* -13%* -10%*
Male + Female 4.08 g -9** -12%* -9**
Fetal Anomalies:
Gross External - - - -
Visceral Anomalies®"
No. Litters Evaluated/No. Fetuses Evaluated 22/126 21/78 18/41 18/35

Visceral Malformations

Litters/Fetuses with Visceral Malformations

0 (0.0)/0 (0.0)

10 (47.6)**/11 (14.1)

7 (38.9)**/10 (24.4)

13 (72.2)**/16 (45.7)

Urinary bladder, Absent

0 (0.0)/0 (0.0)

6 (28.6)**/6 (7.7)

5(27.8)%/7 (17.1)

5(27.8)%/5 (14.3)

Thyroid, Absent

0 (0.0)/0 (0.0)

2(9.5)2 (2.6)

1(5.6)/1 (2.4)

1 (5.6)2 (5.7)
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Test Article: Pomalidomide
Daily Dose (mg/kg/day) 0 (Control) 25 250 1000
Visceral Variations
Litters with Visceral Variations 2 (9.1)/2 (1.6) 16 (76.2)**/36 (46.2) 15 (83.3)**/27 (65.9) 16 (88.9)**/25 (71.4)

Kidney, Increased renal pelvic cavitation

1 (4.5)/1 (0.8)

11 (52.4)%*/21 (26.9)

8 (44.4)**/14 (34.1)

6 (33.3)*/10 (28.6)

Kidney, Renal papillae undeveloped 0 (0.0)/0 (0.0) 12 (57.1)**/23 (29.5) 12 (66.7)**/20 (48.8) 9 (50.0)**/13 (37.1)

Ureter, Dilated 1 (4.5)/1 (0.8) 14 (66.7)**/25 (32.1) 14 (77.8)**/24 (58.5) 10 (55.6)**/15 (42.9)

Innominate artery, Absent 0 (0.0)/0 (0.0) 1 (4.8)/1 (1.3) 1(5.6)/1 (2.4) 6 (33.3)**/7 (20.0)
Skeletal Anomalies®"

No. Litters/No. Fetuses Evaluated 22/125 21/75 21/51 18/33

Skeletal Malformations

Litters/Fetuses with Skeletal Malformations

1 (4.5)/1 (0.8)

10 (47.6)**/13 (17.3)

10 (47.6)**/ 12 (23.5)

9 (50.0)**/ 13 (39.4)

Lumbar vertebra

Centra, Fused

0 (0.0)/0 (0.0)

6 (28.6)**/8 (10.7)

4 (19.0)%/4 (7.8)

3(16.7)/4 (12.1)

Neural arches, Fused

0 (0.0)/0 (0.0)

1 (4.8)/1 (1.3)

3(14.3)/3 (5.9)

3(16.7)/4 (12.1)

Neural arches, Misaligned

0 (0.0)/0 (0.0)

3 (14.3)/3 (4.0)

5(23.8)/ 6 (11.8)

3(16.7)/3 (9.1)

Rib(s), Discontinuous

0 (0.0)/0 (0.0)

2(9.5)2 (2.7)

1 (4.8)/1 (2.0)

1 (5.6)/1 (3.0)

Rib(s), Misshapen

0 (0.0)/0 (0.0)

1 (4.8)/1 (1.3)

1 (4.8)/1 (2.0)

1 (5.6)/1 (3.0)
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) 0 (Control) 25 250 1000
Skeletal Malformations (continue)
Thoracic Vertebrae
Centra, Fused 0 (0.0)/0 (0.0) 1(4.8)/1 (1.3) 1 (4.8)/1 (2.0) 2 (11.1)/2 (6.1)
Neural arches, Fused 1 (4.5)/1 (0.8) 1(4.8)/1 (1.3) 2(9.5)/2 (3.9) 3 (16.7)/3 (9.1)
Neural arches, Misaligned 0 (0.0)/0 (0.0) 1(4.8)/1 (1.3) 2(9.5)/2(3.9) 2 (11.1)/2 (6.1)

Skeletal Variations

Litters with Skeletal Variations

17 (77.3)/39 (31.2)

20 (95.2)/64 (85.3)

21 (100.0)/46 (90.2)

16 (88.9)/27 (81.8)

Rib, Absent, 13" Rib 0 (0.0)/0 (0.0) 2(9.5)/3 (4.0) 6 (28.6)**/8 (15.7) 5(27.8)%/5 (15.2)
Rib(s), Smaller than normal 0 (0.0)/0 (0.0) 7 (33.3)%%/8 (10.7) 9 (42.9)%*/12 (23.5) 4(22.2)%/5 (15.2)
Sternebra(e), Not ossified 12 (54.5)22 (17.6) 20 (95.2)**/61 (81.3) 20 (95.2)**/41 (80.4) 15 (83.3)/25 (75.8)

AUCy;, = Area under the plasma concentration-time curve from the time of dosing (time 0) to 24 hours; BQL = Below the quantitation limit (10.0 ng/mL); CMC = Carboxymethylcellulose; C .y =
Peak maximum plasma concentration of the drug; F = Female; GD = Gestation Day; No. = Number; - = No noteworthy findings.
*: p<0.05, **: p<0.01 (Levene’s/ ANOVA-Dunnett’s/Welch’s or Fisher's exact test, as applicable).

a: Main study groups: 22 animals/group; Toxicokinetics: 3 animals/group.

b: Group means are shown.

c: Lower body weights late in gestation (GD 18 and 20) and lower weight gain (GD 12-15, 15-18, 18-20, 6-18, 6-20, and 0-20) in the treated groups were attributed to increased postimplantation loss
since adjusted GD 20 body weights (GD 20 body weights minus the gravid uterine weights) and adjusted weight gain GD 0-20 in the treated groups were comparable to controls.
d: For controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual data (not on the percent differences). All percent

difference values are rounded to the nearest whole number.

e: Reported as number of litters (% of litters) affected / number of fetuses (% of fetuses) affected.

f: Fetal data not statistically analyzed.
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Report Title: Oral (Stomach Tube) Developmental Toxicity Study of CC-4047 in Rabbits

Design similar to ICH S5 (R2) Section 4.1.3

Species/Strain: New Zealand White Rabbits

Initial Age: 5.5 months

Date of First Dose: - ., 2(.

Special Features: None

No-Observed-Adverse-Effect-Level: FO Females: 10 mg/kg/day

Duration of Dosing: 13 Days (GD 7-19)
Day of C-Section: GD 29
Route of Administration: Oral
Vehicle/Formulation: 1% w/v CMC
Positive Control: Thalidomide

F1 Litters: < 10 mg/kg/day

Test Article: Pomalidomide

Study Report Number: CC-4047-TOX-008

Location in CTD: 4.2.3.5.2.3
GLP Compliance: Yes

Daily Dose (mg/kg/day) Vehicle Control Positive Control Pomalidomide
(1% CMC) (Thalidomide)
0 180 10 100 250
Number of Animals F:20 F:5 F:20 F:20 F:20
Noteworthy findings - Dams:
Number Evaluated 20 5 19° 20 20
No. Pregnant 20 4 20 19 19
No. Died or Sacrificed Moribund 0 0 0 1° 0
No. Aborted or with Total Resorption of Litter 0 0 0 0 0
Clinical Observations
Ungroomed Coat - - P P P
Green Urine - - - - P
Necropsy Observations - - - - -
Gravid Uterine Weights (%)° 5107 g -18 0 -9 -11
Body Weight Change Days 0-28 (%)° +0.57 kg -23 -5 -28%* -23%*
Food Consumption Days 7-28 (%)° 156 g/day -8 0 -7 2
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Test Article: Pomalidomide
Daily Dose (mg/kg/day) Vehicle Control Positive Control Pomalidomide
(1% CMC) (Thalidomide)
0 180 10 100 250

Organ Weights (Body weight ratio) (%)

Spleen 0.040 0.040 0.037 0.035 0.032%*
Hematology

Red Blood Cells (10%/ul) 4.865 4.960 4.596 4.663 4.460%*

Hemoglobin (g/dL) 10.61 11.08 10.22 10.27 9.75%

Hematocrit (%) 32.08 32.78 30.71 30.96 29.23%
Clinical Pathology

Calcium (mg/dL) 9.49 11.14% 9.12 9.81 10.34*

Triglycerides (mg/dL) 452 42.8 41.6 32.9%* 30.9%**

Phoshorus (mg/dL) 4.15 4.52 4.06 4.73 4.88%*
Urinalysis - - - - -
Litters size 8.2 6.5 8.6 7.6 7.0
No. Live Fetuses 165 26 163 136 134
Mean No. Corpora Lutea 8.6 8.0 9.0 8.6 8.4
Mean No. Implantation Sites 8.4 8.0 8.8 8.6 8.2
Mean No. Resorptions 0.2 1.5 0.2 1.0 1.1
No. of Litters with Dead Fetuses 0 0 0 0 0
Mean % Postimplantation Loss 2.4 18.8 2.4 11.7 13.5
Mean Fetal Body Weight (g) 43.24 39.18 42.96 40.63 41.49
Fetal Sex Ratios (male:female) 0.88 0.86 0.90 1.09 0.89
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) Vehicle Control Positive Control Pomalidomide
(1% CMC) (Thalidomide)
0 180 10 100 250
Noteworthy findings - Litters:
Number Litters Evaluated 20 4 19* 18° 19
Number Fetuses Evaluated 165 26 163 136 134
Fetal Anomalies (no. litters/no. fetuses)
Gross External
Fore and/or hindlimbs
flexed 1/1 374 0/0 0/0 S/ T
rotated 0/0 3%/10" 0/0 1/1 §3/]3%%
digit unattached 0/0 2% 0 0/0 0/0 fx/px
digit absent 0/0 %1% 0/0 0/0 3/
Tail - short 0/0 37 1/1 2/4 5/ 1 4%
Visceral Anomalies
Eyes - small 0/0 %2 0/0 1/1 0/0
Brain
ventricle dilation - slight 0/0 3% 4% 0/0 SHk/] Q% S/ T*
ventricle dilation - moderate 0/0 2% 3# 0/0 2/4 TEE/11**
Heart - interventricular septal defect 0/0 2% 3# 4*/4 3/5 8H*/16**
Vessels
innominate artery absent 0/0 2% 3# 0/0 3*/3% SHE/SH*E
right subclavian passes dorsal to the 0/0 2% 3# 0/0 2/2 SHE/SH*E
trachea and esophagus
right subclavian arises to the left of 0/0 2% 3# 0/0 2/2 SHE/SH*E
the left subclavian
aorta distended 0/0 0/0 0/0 3*%/4 4rx[QHE
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) Vehicle Control Positive Control Pomalidomide
(1% CMC) (Thalidomide)
0 180 10 100 250

Vessels (continue)

pulmonary artery constricted 0/0 1771% 0/0 2/3 12

persistent truncus arteriosis 0/0 0/0 0/0 0/0 2/3%*
Lungs - intermediate lobe absent 0/0 25 0/0 2/2 O**/20%*
Diaphragm - diaphragmatic hernia 0/0 2% 4% 0/0 1/1 3/4%*
Liver

lobe absent 0/0 1717 0/0 0/0 0/0

lobe thick 0/0 0/0 1/1 0/0 1/1

lobe adhered 0/0 0/0 0/0 0/0 1/1

extra lobe 0/0 0/0 0/0 0/0 1/1
Kidneys

absent 0/0 2% 2% 0/0 33 6%%/10%*

low set 0/0 0/0 0/0 0/0 JHE/QHE

large 0/0 %1% 0/0 0/0 1/1

displaced 0/0 2o 0/0 0/0 2/2

pelvis dilation slight 0/0 1771 0/0 0/0 0/0
Ureter - absent 0/0 0/0 0/0 2/2 6F*/9**
Gallbladder

small 0/0 22 0/0 0/0 0/0

absent 0/0 1737 0/0 0/0 111
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) Vehicle Control Positive Control Pomalidomide
(1% CMC) (Thalidomide)
0 180 10 100 250
Skeletal Anomalies
Skull
nasals, contain an internasal 1/1 273 2/3 4/7 5/6
nasals, fused 0/0 0/0 0/0 2/4%* 2/2
nasals, contains an intranasal 0/0 0/0 0/0 JHk/4 R 0/0
frontals, contain an interfrontal 0/0 4%16™ 1/1 4/8* Qk/] 5%
frontals, fused 0/0 1%1% 0/0 33 /g%
interparietals, incompletely ossified 11 2% 0/0 4/4 QF*/17%*
interparietals, not ossified 0/0 1717 0/0 0/0 0/0
parietal, contains a hole 0/0 %1% 0/0 12 3/6%*
eye socket, small 0/0 %1% 0/0 1/1 0/0
Hyoid
ala, small 0/0 2%12% 0/0 1/1 1/1
ala, angulated 2/3 3% 3/3 2/2 4/7
Caudal vertebrae
Misaligned 2/2 4% 7/11 14%%/21 18%*/45%*
Fused 0/0 478" 1/2 7*/11* 12%%/20%%
13 present 0/0 %1% 0/0 0/0 0/0
Sternal centra
Fused 2/2 11 0/0 7/14 15%%/39%%*

Confidential and Proprietary

T =



Av U IR

2.6.7 FEVEBRI TR

Page 75

Test Article: Pomalidomide

Daily Dose (mg/kg/day) Vehicle Control Positive Control Pomalidomide
(1% CMC) (Thalidomide)
0 180 10 100 250
Forelimb
metacarpal, misaligned 0/0 1#/1% 0/0 0/0 1/4**
metacarpal, not ossified 0/0 2% 3# 0/0 0/0 Jk/THE
phalanx, extra 0/0 2% 0 0/0 12 212
digit, absent 0/0 %1% 0/0 0/0 3/
phalanx, not ossified 0/0 %2 0/0 0/0 Jk/SH*
phalanges, fused 0/0 2% 0 0/0 0/0 0/0
phalanx, misaligned 0/0 2% 0 0/0 0/0 1/4%*
Pelvis - pubis, not ossified 0/0 1%2% 0/0 1/1 3/5%*
Hindlimb
tibia, short 0/0 38 0/0 0/0 4rx/oHx
tibia, not ossified 0/0 213 0/0 11 g/ TH%
tibia, bent 0/0 0/0 0/0 0/0 1/1
figula, short 0/0 2% 6% 0/0 0/0 0/0
fibula, bent 0/0 2% 0/0 /1 Qo )Gxk
metatarsal, not ossified 0/0 17#1% 0/0 0/0 171
digit, absent 0/0 1771 0/0 0/0 0/0
phalanx, not ossified 0/0 1%#/1% 0/0 0/0 1/1
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Test Article: Pomalidomide

Daily Dose (mg/kg/day) Vehicle Control Positive Control Pomalidomide
(1% CMC) (Thalidomide)
0 180 10 100 250
Ossification sites (per fetus per litter)

Vertebrae - caudal 16.94 16.20% 16.91 16.87 16.74
Ribs (pairs) 12.42 12.58 12.30 12.56 12.67*
Sternum - xiphoid 0.94 1.00 0.99%* 1.00%* 1.00%*
Forelimb - metacarpals 5.00 4.95% 4.98 4.95 4.94
Hindlimb - tarsals 2.00 1.92% 2.00 2.00 1.97%*

CMC = Carboxymethylcellulose; GD = Gestation day; P = Present; - = No noteworthy findings.
*: p<0.05, **: p<0.01 (pomalidomide vs control groups), #: p<0.05, ##: p<0.01 (positive vs control groups) (ANOVA/Dunnett’s test, Kruskal-Wallis/Dunn’s test or Fisher's exact test, as applicable)

a: Excludes Doe #5836; right uterine horn was twisted and all conceptuses were dead or resorbed.
b: Doe 5864 was euthanized on GD 15 due to body weight loss and adverse clinical signs.
c: For controls, group means are shown. For treated groups, percent differences from vehicle control are shown. Statistical significance is based on actual data comparison (not on percent difference).
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2.6.7.18 ZDMDOEFEHER - RESEHER

Report Title: A 28-Day Immunotoxicity Study of CC-4047 Administered by Nasogastric Gavage to Cynomolgus Monkeys Followed By a 30-Day Recovery Period.

Species/Strain: Cynomolgus Monkey

Initial Age: 2.9 to 6 Years

Date of First Dose: - I, 2(.

Duration of Dosing: 28 Days

Duration of Postdose: 30 Days
Route of Administration: Oral (nasogastric gavage)

Test Article: Pomalidomide

Study Report Number: CC-4047-TOX-019

Location in CTD: 4.2.3.7.2.1
Vehicle/Formulation: 1.0% w/v CMC in 100 mM acetate buffer (pH 5.5)

GLP Compliance:
Dose Level (mg/kg/day) 0 (Control)
Number of Animals® M: 6 F:6 M: 6 F: 6
Noteworthy Findings:
Died or Sacrificed Moribund 0 0 0 1°
Body Weight Change Week-1 - Week4 (kg) +0.09 +0.12 +0.27%* +0.19
Clinical Observations (no. of animals/no. of incidences)
Watery feces 1/1 0/0 177 1/5
Food consumption (animals affected/total no. of animals)
Decreased 0/6 0/6 0/6 1/6
Hematology®
Lymphocyte count (per puL) 6184 6706 3695* 3087*

Clinical Chemistry

Natural killer (NK) cell activity analysis
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Test Article: Pomalidomide

Dose Level (mg/kg/day) 0 (Control) 2

Immunophenotyping’

CD20" (B-lymphocytes)

Absolute (per pL) 1274.3 1670.7 102.5* 155.8*

% baseline 91.3 118.0 7.3% 12.0*
CD3" (T-lymphocytes)

Absolute (per pL) 3577.3 4124.2 2186.0* 2035.4*

% baseline 79.0 90.2 50.7* 44.8%
CD3"'/CD4" (T-helper lymphocytes)

Absolute (per pL) 1870.2 2398.2 986.0* 1212.8*

% baseline 83.8 91.5 50.3* 45.6*
CD3"/CD8" (T-cytotoxic/suppressor lymphocytes)

Absolute (per L) 1811.8 1681.8 1243.8 850.4*

% baseline 77.8 86.3 57.8 48.0*
CD3/CD16" (Natural-killer cells)

Absolute (per pL) 519.2 615.7 401.7 340.8

% baseline 79.5 86.5 66.5 58.8
CD37/CD14" (Monocytes)

Absolute (per pL) 220.5 214.7 86.5* 139.0

% baseline 90.2 101.2 41.3%* 70.2%*

Peripheral Blood Granulocytes and Monocytes - -
Function (oxidative burst and phagocytosis assays)
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Test Article: Pomalidomide

Dose Level (mg/kg/day) 0 (Control) 2

Number Evaluated M: 6/F: 6 M: 6Y/F: 6°

T-cell Dependent Antibody Response Analyses
(Primary KLH Challenge) (%)

Anti-KLH IgM antibody titer

Pre-challenge - Study Day 12 277 (one animal only, other animals ND) ND
5 days post challenge 253 -8.8
7 days post challenge 261 -15.4
10 days post challenge 357 -31.2
14 days post challenge 403 -37.5
17 days post challenge 355 -39.6
Anti-KLH IgG antibody titer
Pre-challenge - Study Day 12 ND ND
5 days post challenge 426 -1.4
7 days post challenge 529 +0.6
10 days post challenge 1261 -35.7
14 days post challenge 2126 -37.6
17 days post challenge 2219 -48.1
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Test Article: Pomalidomide

Dose Level (mg/kg/day) 0 (Control)
Number Evaluated M:4 F:4 M:4 F:4
Bone Marrow Cytology
Lymphoid hypocellularity® 0 0 3(3) 4(3)
Terminal Necropsy
Gross Pathology (animals effected/total no. of animals)
Thymus, small 0/4 0/4 2/4 0/4
Stomach; cardia; depressed area; mucosa; circular; surrounded by 0/4 0/4 1/4 0/4
a dark rim; multiple
Organ Weights (%)"
Thymus Absolute 1.96 g 136¢g -67% +3
Organ:Body Weight Ratio 0.498 g/kg 0.412 g/kg -73%* +7
Spleen Absolute 378 g 392¢g +116* +11
Organ:Body Weight Ratio 0.966 g/kg 1.16 g/kg +70 +19
Histopathology®
Thymus
Depletion, Lymphoid; Cortex; Medulla; Diffuse 4(2) 4(3) 4(4) 4(2)
Spleen
Depletion, Lymphoid; Germinal Center; Follicle; Diffuse 1(1) 1(1) 2(2) 4(2)
Increased Lympholysis; Germinal Center; Follicle;Multifocal 0 0 1(2) 0
Increased Cellularity; Red pulp; Diffuse 0 0 1(2) 1(2)
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Test Article: Pomalidomide

Dose Level (mg/kg/day) 0 (Control) 2
Lymph Node, Mandibular
Depletion, Lymphoid; Follicle; Germinal Center; Diffuse 0 2(2) 2(2) 4(2)
Expansion; Paracortex; Diffuse 0 1(1) 4(2) 4(2)
Lymph Node, Mesenteric
Depletion, Lymphoid; Follicle; Germinal Center; Diffuse 0 1(1) 3(2) 4(2)
Expansion; Paracortex; Diffuse 0 0 3(1) 4(1)
Stomach
Number Evaluated M:0 F:0 M:1 F:0
Ulcer; Chronic; Mucosa; Cardia; Focal NA NA 1(3) NA
Hemorrhage; Lamina Propria; Mucosa; Focal NA NA 1(2) NA
Post-Dose Evaluation
Number Evaluated M:2 F:2 M:2 F:1
Immunophenotyping
CD20" (B-lymphocytes)
Absolute (per uL) 1338.0 1349.5 1162.0 323.0
% baseline 127.0 113.5 63.5 91.0
Number Evaluated M:2/F:2 M:2/F:1
T-cell Dependent Antibody Response Analyses
(Secondary KLH Challenge) (%)
Anti-KLH IgM antibody titer
Pre-challenge - Study Day 40 430 -37.4
5 days post challenge 872 -31.6
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Test Article: Pomalidomide
Dose Level (mg/kg/day) 0 (Control) 2
Anti-KLH IgM antibody titer (continued)
7 days post challenge 1011 -38.4
10 days post challenge 1112 -37.6
14 days post challenge 1180 -49.2
17 days post challenge 1098 -49.8
Anti-KLH IgG antibody titer
Pre-challenge - Study Day 40 4297 -62.8
5 days post challenge 13354 -5.9
7 days post challenge 20307 -40.9
10 days post challenge 22899 -323
14 days post challenge 20610 -32.0
17 days post challenge 20069 -36.1
Number Evaluated M:2 F:2 M:2 F:1
Organ Weights (%)"
Thymus
Absolute 320g 2.60g -53 -66
Organ:Body Weight Ratio 0.616 g/kg 0.669 g/kg -55 -60
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Test Article: Pomalidomide

Dose Level (mg/kg/day) 0 (Control) 2

Histopathology®

Lymph Node, Mandibular

Expansion; Paracortex; Diffuse 0 0 0 1(1)

Lymph Node, Mesenteric

Depletion, Lymphoid; Follicle; Germinal Center; Diffuse 0 0 1(2) 0

CMC = Carboxymethylcellulose; F = Female; KLH = Keyhole Limpet Hemocyanin; M = Male; NA = Not applicable; ND = Not detected; - = No noteworthy findings.
*: p<0.05 (ANOVA/Dunnett’s test or Kruskal-Wallis/Dunn’s test, as applicable).

a: Includes 4 main study animals/sex/group and 2 recovery animals/sex/group.

b: One 2 mg/kg/day female (no. 2606) was euthanized on Study Day 22 due to reduced food consumption, watery feces, and weight loss. Immuno-toxicologically significant findings included
lymphoid depletion, small thymus, decreases in all immunophenotyping markers, except for increased CD3/CD14" monocytes and decreased CD'3/CD16" NK cell population with corresponding
altered function. However, no effect in NK cell function and increases in CD3/CD14" monocytes were seen in the remaining Pomalidomide treated animals, therefore these findings are likely
unrelated to Pomalidomide administration and likely due to the poor clinical condition of the animal. The humoral immune system was not affected..

c: Data from 2 mg/kg/day animal (no. 2606) sacrificed early excluded.

d: Anti-KLH IgM and IgG antibodies were not detected at any time point in one 2 mg/kg/day male (no. 2005) during the first 26 days following the primary KLH immunization (a minimal amount
of Anti-KLH IgG and no IgM was detected in this animal at 28 days following the primary KLH immunization).

e: Mean values reported includes data from animal sacrificed on Study Day 22 (no. 2606) through 10 days post challenge (n=5 for 14-17 days post-challenge).

f: For controls, male and female combined mean center point titers (CPT) are shown. For treated group, male and female combined mean percent difference from controls are shown. Values used for
mean CPT calculations are based on number of animals with detectable antibodies at each time point. Number of days following immunization are presented.

g: Indicates the number of animals with treatment related findings, followed by average severity (in parenthesis) of animals with findings. (minimal = 1, mild = 2, moderate = 3, marked = 4, and
severe = 5).

h: At end of dosing (or recovery) period. For controls, group means are shown. For the treated group, percent differences from controls are shown. Statistical significance (conducted when group
n>3) is based on actual data, not on percent differences.
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