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2643221 9»AMBOBREFER (TKEBR) e, 19
2643222 28 ARMBOKREHE (TKEHER) e, 20
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26442 MIER D ISTEEB TR oo 22
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2.6.4.45  HIBREBITIE ..ot 24
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26481 T R TORIE oot 31
2.6.4.8.2 L TDRIE oo 32
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26473 FEYMEFIURAR—B—EDHEER. .o 35
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B R

26.4-1 [MCIRTY FZ RDREET oo 15
2.6.4-2 S FTORTY KI K100 mgkg #ARU 2.5 mg/kg FARMIZ 5% 010

RPREHER (A BOKRS, B: #ikNES, 3EOFEHEHFRERE) . 16
26.4-3 HHILTORTY KT K 100 mgkg 0KV 10 mg/kg 5IRA %5 % 0 M58

FREER (A BOKE, B: #IkNES, 3EOFEHEHRERE) e 17
2644 v bk, YILRUVE FTOinvivo RETVICHHEXRUE FIFHIREZR L=

invitro RER K UHEIN BRI KIS FORBHEE oo 31
2.6.4-5 HILTOC]-R< Y KX K 10 mg/kg BOBEHREEOBEHEME (EIX 3

PE D TEFIME) oo 33
2.6.4-6 HILTH[MC]- K<) K2 K 1 mgkg SIRNERIZE %D BEEERE (E1F 3

PE D TEFIME) oo 33
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#BERXR
R 2641 R RS ROEE Y I R — B oo 12
*x 2642 FERRABR CHEALIZERIED E s 14
£ 2643 HSvY FTORTY FI K 100 mgkg #EORY 2.5 mgkg #IRNEE5%ZD
PR ZST A oot 16
% 2644 MHHILTORTY FI K 100 mgkg #AXRUY 10 mgkg 8RNI E5#%0D PK
TN T A o s 17
% 2645 HYILTORIYY FS RRXIFIFOFAI—ROBEEZDPK/INTA—4 ... 18
K 2646 HHILTORIY FI PRI FUFAI—EHRARSERD PK/IASA—4
..................................................................................................................................... 18
® 2647 H#ESY FTORIY FTF1E1E6 » AREORERSED PK/S *
el ST PO 19
% 2648 MHEYILTORTYFIF1B1E9 » ABRORERSHED PK/ST A—
B e 20
% 2649 WYL TORTY FS K18 1028 BREBZOREHREED PK/XS A—
e 21
® 26410 HEBESY FTOMCIRTY K3 K100 mg/kg ROHEEIRS5ED PK /RS
B ST 22
R 2.6.4-11 SIRDMIER D78 FEETR oo 23
R 2.6.4-12 RIKDIIZER L7 FEB IR oo 23
* 26.4-13 DMHEHE14BHBEDS Y hTORT Y K2 K10 mgkg B#OKSZDOITRV
iiE=g=eb ) B N - - OO 24
x 26.4-14 WS Y FTORTY FI K10 mgkg BORSEOMIERREY ..o 26
x 26.4-15 WS Y FTORTY K K 10 mg/kg #0O#% 5% 0~48 BB DR,
B T B T R I oo 26
% 26.4-16 HHYILTHORTY KT F10mgkg BOKRSHDOMBFRREM. ..o 27
F 2.6.4-17 HYILTORTY K FRORVEHIRNZER 0~48 BE DR R UEFK
E L OO 28
F 26418 Ty b, YILRUVE FOMBREHEHMDEIE .o 29
£ 26419 DYXRUVE FIFHRRTORTY FS RORBREME .o 30
+ 2.6.4-20 WEES v FTOCI-R<T Y K= K10 mg/kg #0 X & 1 mg/kg #ARMAIZ 5%
DRBUVBERBRTEHEEER e 32
® 26421 BEH=- 21— LEBEAKMMKES v rTO[Cl-R< ) K2 FEOXITEIRA
BEHEDOR, BERUETHREBEHEHER e 32
K 2.6.4-22 HMNTOBEBBFRBBE Y EMUXratio (N=3) oo 36
& 2.6.4-23 MDCK-MDR1 #iia T?D P-gp BHEHIZ L HKRT Y K2 FREBEADEE
(CaEc ) OO RRROURIT 36
F 26424 RERICAWRE RS VRAR—F—DEBEEEFH oo 37
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BEE—E%

5 L]

AUC Area under the concentration-time curve  Ji L RER AR T i fg

AUC,; Area under the concentration-t‘ime curve from time zero to infinity

" IREH 0 7> O JEFRIRE ) & C O PR Rl AR F i i
AUC,,, Area undef the ‘concentration-time curve ca}lculated to the last observable concentration R[] 0 7>
o O I P B ] REf R IRE AU C O IR BE IR R i F

Area under the concentration-time curve calculated to the last observable concentrationat at

AUC, time t
R 0 2> & AT e B8 E vl RE i (1) F C OO YR BERFRT diR T i fl

BCRP Breast cancer resistance protein  FLANAMMES N7

CL Total body clearance of drug from the plasma  &&H 27 U7 7

Conax Peak maximum plasma concentration of the drug o e 1fn B R

CMC Carboxymethylcellulose JINVRF T AF L E—R

CYP Cytochrome P450 F ~ 7 v —21 P450

F Absolute bioavailability — #XIHI A AT XA TV T ¢

GLP Good Laboratory Practice [ 3E 5t D2 VT B 5 FERG AR R oD FE i oD FEvE

HEK Human embryonic kidney =N A i)

HPLC High-performance liquid chromatography ~ ®#igik7 o~ b5 7 ¢ —

ISR Inccured sample reanalysis AN DRERAY T

K.EDTA Ethylenedia\‘mine-N,N,N',N';tetraacetic acid, tripotassium salt
TF LU T I MEERR =) T AR

K. Michaelis constant IHxT ) REEK

LC-MS/MS I;;cglji\ chromatography/tandem mass spectrometry Wikra~ 757 40— /2T A
BT

LLC-PK1 Pig kidney epithelial cells 7 2 B gl R AR AE SRk L S AR

MC Methylcellurose AFLEm—A

MDCK Mardin-Darby canine kidney A X B R ANE LA

MM Multiple Myeloma 238 H HHE

NADPH Nicotil}amide adenine dinucleotide phosphate, reduced form BiM=aF 7 IKTT
= VX VAT R R

OAT Organic anion transporter ~ HH7 =42 b T VAR —H —

OCT Organic cation transporter ~ AN F AL N T AR —H —

OATP Organic anion transporting polypeptide ~ A7 =4 F TV AR —F — X X

PBS Phosphate buffered saline U U PEREET R

PEG Polyethylene glycol R)xzFLror)a—nu

PK Pharmacokinetics ~ J&4EhfE

P-gp P-glycoprotein ~ P-$E & L /37

QWBA Quantitative whole body autoradiography ~ EENEHA— T 04T T 7 (—

S2 S2 segment derived from transgenic mice 7 A H T SRR

SD 7 v b Sprague-Dawley rat Sprague-Dawley 7 > k

tip Elimination half-life RS2t

TK Toxicokinetics ¥y afxxr 47 A

tmax Time to peak plasma concentration iz 1) I3 HP i B 2 sz KR

vd Apparent volume of distribution FRINT DA G
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2.6.4 FEWEIEEHERDHIEX
2641 F&H

2.6.4.1.1 FEYB)REAER DB

A~U FI K (BAFES  CC-4047, 71 I{K) OIEWBIREER & O AE BRI F20E L 7=
FF A RT ¢ 7 A (Toxicokinetics, TK) #Hli0 —FE & 2.6.4-1 (TR L7z, HAHiik

(Pharmacokinetics, PK) #EECiX, ~ 7 X, 7 v ROz AW -CinsEh ey sne, xrpy N

AFT A7 VT 1 (Absolute bioavailability, F), #fkNAG, FLiHBATMHE, mERBITHE, 1€
R OB, FRRRASA TR ONC IR R YE % in vivo ?RBR CREA L 7=, £72, A~ VU K RO/UGH,
Mm% 37 e, REHcBE3 5 F b7 1 — 2 P450 (Cytochrome P450, CYP) 2y FHEDFEE &,
I DIIHRT B AEIFHEIEM:, P-FEX /37 (P-glycoprotein, P-gp) (2%} 5 HE WILPHE
TEPE R OSFEREN) N T o AR —Z =t DBFEMEZ in vitro R TRHMII L 72, S 1T, =F
F A< —DEMA % in vitro BN in vivo IRER TR L 7=,

¥, FRIREARWIRY,, BRI T IR TER L TV D,

2.6.4.1.2 YR

7 v b [ ER S 1398/72-D1140, IRFTERF4.2.22.1, FHIREE] KOV S EES
1398/73-D1140, iRfT&E#F 42222, FHIEE] 2V, R~ U FI FREA R OFIRN &G 0 1L
IR BN RE 2 AT L 72, AR~ U K K 100 mg/kg % % 055 U 72 B8 0D f5 v i 5 v i 8 280 e

(Time to peak plasma concentration, tp,) (L2 (/1) K4 (T v b)) B Tho72, 7 v hIC
2.5 mg/kg, VLIZ 10 mg/kg & FRIRNELE# G- L7=FED 48 7 U 7 A (Total body clearance of
drug from the plasma, CL) 1%, W I iU HFIMTEED 1/6 A LK<, BT OS5 EFE (Apparent
volume of distribution, Vd) 13KIEED 2~4 £5 T RAF kN A 2w LTz, TR0

(Elimination half-life, t;,) (7 > b ROV /L TENENR 6 BFE LN 6.7~25 BEff CTH - 7=,

100 mg/kg 2 A 5% O FI3W3 10 d 20% A CTh o7z, 72720, 2mghkg DR~V RI RERKD
BB L2 Y1 TO FIEHI 100% & Aiked T RAFR2WIIED TR 5T % [ &85
CC-4047-DMPK-021],

F7o, v [HEEERE CC-4047-DMPK-021] ZHv, Fx=FrFt~—%f&0 (1 mgkg) K&
O AR (0.5 mg/kg) B GZICMERIRMEBNRE 2 fifhT LTz, o) v FA~—i%, B0 KOHIR
N 5%, RN TR Z R 277, SR B RIKRA~O B RE, R EEREH dh#7 T ffE (Area under
the concentration-time curve from zero to infinity, AUCy,) b C, #10 LKOFHIRNE G- TZENZE1 26%
K 32%, RAKDND SARA~DEMEALFRIT AUC LT E HIZ 18% TH o7z,

7 v FTO 6 » AR A KER G HEERER [HEEE S CC-4047-TOX-013] THEM L7z TK &
B (50~1000 mg/kg/day) Tid, #5HEOBNN RS ## FEfE (Area under the
concentration-time curve, AUC,) &N L7223, Z-HINSRIABAME 358D B ivZeh o 7=, FFEE (Re)
FEMUIAER, BE7 v M CTIEERBENRD ONT, M7 v h TRIEOERMARD b7=n3, Re
fEIE 1.6 Kii T o7z, 7ok, MET v PORFBREREEITMET v SO 14~2T7HFTh o7l AKX
BERGRFOKTF o FA~—D AUC H (S AR IKEL) 130.43~0.57 Th -7z,
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P TO 28 HHRE A KBS 5B [ 5 1398/117-D6154] THEfE L7z TK 35k (30
~300 mg/kg/day) TiE, HHGEOHENMITEEND AUC, HEIIN L7228, & OIS I 5 8o
ZFELEDTholz, £, RKERGICIDIEEEDRBO bz (RKRKTHSHEDO LA,

PTD 9 5 AR D UG m MR (& FE 5 CC-4047-TOX-006] T L 7= TK R

(0.05~1.0 mg/kg/day) TI%, AUC, 23 E5HEOEEMIZHENEEIN L7z, 0.05 &1 0.1 mg/kg/day T

IIRAERE G X D ERMEITRD SR > 7228, 1 mglkg TIEMERE & & ICERMENRO b, 1§
BEIEETRD ONT, EHEGH%ROKFT T4 ~—0 AUCt . (S /R (R 13 0.73~1.07
Th-oT-,

26.4.1.3 %

ATy MoxtL, [MCl-A~< U FI R 100 mgkg ZfAHER G2 &, AKRNTIEFEHEIZS
A9 DGR Sz, 2 < OMRBRTIE, &5% 3 M ChRmEEICEL, 12 FEEZIZIX
ERIRAR (0.418 png equiv/g) A E TR Lz, ZOMENS, HOEG5 LE[MC-R<V P2
RIZAEERNTIAFRICOMT 2 O D, 25 KOO OFEKITESCHTH Y, EEEIED 720
EEZ LN, RLEWVBEHEESFES DN SITERTH Y, ROTEER, /ME, B RO
IR CEWEEHEE SR S, 512, AT =V EAMBNC b GHEES R SNz, &5
% 2B CTERBARM L o2 &b, AT ~OfEEEHVWEE 2z bN, BE5#3
R = COREHEME IS D < Tl L OV IR EE O I R EE 12/ D L, 22 043 KO
027 Th o7z [HEFES CC-4047-DMPK-005],

VU AKROT v N CTHIEBATIE 2 M L7oRER, ~ U ZA0FHE/ AR E L 10 KO
50 mg/kg 5TV 034, B Mg ERE IZZNZEI 049 K1Y 046, T v b TORM, MK
iR AUC, L 1T 50 mg/kg %% 5-T 039 TH Y, W TN OB T b PR ~D h 8 O BIT
PED RO bz [#hEEHE 5 AP1505/AP1506],

A=Y FI FO#YROE M TOMBES o _7 fEEHIE, 30~1000 ng/mL OFiFH T 12%~59%
Tholz, £lo, ZOREHFEATOE MIIETOZ L R_7EGRIC, RBEKRFIEITERD b7 h
o7 [HEEF 5 CC-4047-DMPK-015],

IR (UER 7~20 H £ THE) 12k 548~V K K 5~250 mg/kg/day #% 18 5.4 Off
R AR~ Y B RRE (IR 20 H) 1%, RHA (IR 19 B) O iRE (Peak maximum
plasma concentration of the drug, Cpa) DPFI50%TH Y, A~V FI RBEEEFZERT D Z &R
e St [RIEEE S CC4047-TOX-007], F£7z, 4ttt 14 HEOWEHA T v MR~ FI R%
A HEERE LA BATHERBR T, A~V FI FOITBITRRO b, it/ imiEiRE
i 0.63~1.5 Th o7z [HiEFH 5 CC-4047-DMPK-038],

Pzt L, [MCl-R~<Y FI F&/KO (10 mgkg) K OEIRP#E G (1 mgkg) L7-, #&51%
10 FERE LAPNICER I U 72308k B B U 72 i,/ i PR EE BRI 0.89~1.11 TH 0, KGRI IA
(R=VU FI FUIREWICHET D) BNIERICBITT S Z LR SN [MEEES
CC-4047-DMPK-009],
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26414 HKH

7 v b [EER B CC-4047-DMPK-007] &k QML [#4 %5 CC-4047-DMPK-010] % fv,
[“Cl-R~ U F2 REO (10 mgke) ROEIRA (1 mgkg) HEHEGHOMYE, J&, B RO
R % T Uiz, 7 v R ROV ST 288 N 54% O i HEEIE, 5 80%LL s RZE
EIRICERT 2D ThoTz, HET v N TRl S oK AR E, MY ¢T@%ﬁﬁ%@%
BIENT B REED 10%KHTH o7, 7 v b TORAFEZOWINIEITIKS, #EPIIX
%W®$%ﬁ¢ﬁ§<ﬁﬁéhtoit,%wﬁ®ﬁ$$wk¢@%ﬁ$iﬁﬁi@s%ﬁﬁf%
oz, =K, 7w b ROV AORPIHER S U7 EHEE O R3S 2R+ 5 L O TH
D, RFITKRZEILIRZ 1&&&%@%ﬂ&ﬁoto7yF&UﬁwT@$7)PiF£%ﬁ%ﬁ
BiX, 7201 RBROKEAL, KEBEDOZ VI o BIEa b 72 A I REREKNT
HNA I REBEONMKGECH T, WTHOEBYETH, A~U K FOR#T a7 7 111,
P GAEIRIC L A EVITERD b o T,

FERERE A BIEIC[MC]-AR~ ) R R 2mg 2RO HEHES Lz & 25, SR HURTEEDR 70%
NRBAIKRTH T, F12, =F o FF~—0D AUC L (SR IKLL) 13T 1.0 ThoT- [

L% CC-4047-CP-004], B F CORBHEEILT v ROV EREECTH T2, £72, HW
DEIGTE, BHEHEIED 10% A5 TH Y, DOREKRD 10%KH ThH -7z [HEFEEKS
CC-4047-CP-004], 7 > bk, HAKOE MIXT D invivo KEHHTOFRERN G, & MIFRA 7R
HTRNEBZ BN D [ FEE 7T CC-4047-DMPK-042],

TH X RO MNERETAR A, R~V R ROMRBLEEER OS2 7 7 A v E Rt L
7o [ E% 5 CC-4047-DMPK-004], ﬂ%@#fﬁ?f@”}vaFiF@ﬁ@ TIVH L
A X FBREOT XA I REEOIEBERINKSIR X 2 2B o0 Ak S iz, 2k
fiEY) DN DD, HW‘#HE@@ET“@EB}ZE%}&%BDLKO L7 o T, 25 DONMKSRITEEZER
ORI ATOND LB 2 bz, A~ U K FORBMOREL, b MK, v
XA CIZE 2 o 72, & b RO AR T in vitro iRBR TR S =R, 7 2 vA
I REROKEALER L KBAIED 7 Vo v VG IR Th o 72,

RN~VU FI FORBHZEEET 5 CYP p FHiZEET 572, & F CYP 431 (CYPLA2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EI, CYP3A4 } X CYP3AS5)
LR e T2 in vitro 7R 22 520 L7z [ & F2 5 CC-4047-DMPK-022], R~ U FI FOAGH

(2B 595 72 CYP 43 FFE1X CYPIA2 XN CYP3A4 ThH VY, Z OfthiZ CYP2C19 LT CYP2D6 %
BG-LY5EELNT,

2.6.4.1.5 Hitd

7 v b [#HE5EE S CC-4047-DMPK-007] K O [#5ER 5 CC-4047-DMPK-009] (Zxf L
[“Cl-R~VU FI P20 (10 mgkg) KROEIRA (1 mgkg) HEHES L, R, 3EXOMRHF~D
PR ZRRE Uiz, 7 v R ROV T, &0 R OFRIRN B 55 OFEINESC ) TH 0, B4 168
BRI COREIRIT 90%L ETHh 72, T v b TORA K OFIRNEE 5% 0 EEIHRRIE, h
ENHEEVIRFTHoT, 72720, 7y FTOROLGIZL2WIMHIHRLS, ROEGHZOET
ZFRD DAV GHETEIFRRIEIZ L 2 b D B2 s, FEEE, BED=a— L7 v M2
[MC]-AR~V R REROBEE L, R, EXOMHF~OYEEZ N L7 R, RO#E Lo
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WA 3A) 28%FRE CThh o7z, BV TORO K OFEIRNE 5% O R EPRIR K T IRF Th 5, &
7o, 85 LT BEHEYEDK 2% R BEH SN Z L b, D &b 12%03% 055412
NashiebEZEZ 60D, LEOKRNS, 7y ROV TOEEYRIRKIZIRPTHY, £
KEafEmch s LEx LN,

fERER N BE [ E5 5 CC-4047-CP-004] 1Z[Cl-AR~ VU R F&#t 0 HEER S L 72ROk
a7y AL, P ERKRTHY, &5 LIEBOHENED 2% 08 R THRlS Tz, £72, RHIZ
Rt SRR OEIA 1L 3% A T o 72,

264.1.6 EYEERFMNENHREIER

b N CTOWIL, &R ORI O R D, & LA~ RI RORER Y E LT
MENDZERHLNE T CREBIKRE L TOPNT 10%RE), ZhofRi@mor b, K
43%7% CYP (2 K DK THER S, £ 25%58 CYP 3BE5- L7a WK fRIZ L - TARRE L
%o Wi b NTIE, #HEO CYP 4y 1fE (CYP1A2, CYP3A4, CYP2CI19 %X TXCYP2D6) 78
MRS E- LT 5 [ E%E 5 CC-4047-DMPK-022], L7=23-> T, BKE TH CYP 4y fHk
kT HIEERE R~ R RZ0HLTH, A~V K FOEYERENKE S EEBEZ 1T 5 A
RERMEITR N E B Z BN D,

E MF 7 v Y —A%E Wz invitro B TR~ U KX RIL, 30 umol/L £ TOIRE TH CYP 4y
+-f& (CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 }2 T} CYP3A4/5)
DiEMEE Lo 72 (S EH S CC-4047-DMPK-024], 72, b MFHIRZ AW THR<Y K
3 RALEE (0.3~3 umol/L T? 3 HIH) 12X %4 CYP 43 1Ff (CYP1A2, CYP2B6, CYP2C9, CYP2C19
SN CYP3A4/5) DEFFRFHE 2 BT L2, WO FHiTHEBRFTITRRD bk ol [
ER B CC-4047-DMPK-023], L7285 T, CYP EE L O TR~ U K RS, K CREFEI
FXNTFHED RN L DM EAEH 2 RBB T 2 TRV B 2 b b,

invitro TR~V R NiX, P-gp, LB AMMES > 737 (Breast cancer resistance protein, BCRP),
FWT =4 F T v AR—4—% 37 (Organic anion transporting polypeptide, OATP) 1BI,
OATPIB3 K ONE#A F 4 7 > AR —4 — (Organic cation transporter, OCT) 2 Z A3 L7275 -
2. BT =A4> FZ AR —%— (Organic anion transporter, OAT) 1 KX 3 [ZxF79 HFHENGR
DB, BEE (20 pmol/L T 30%PHE) TH 7= [ EER S CC-4047-DMPK-037 ; i E%K
5 CC-4047-DMPK-043], L7228-> T, ZNbH b TV AR—=Z—DEE L OHFHTE~Y FI R
FEPE R (MM B T 5 mg #5- T Cpax (359 50 ng/mL, #75 EH S CDC-407-00-001) T A4y
FAERZRBLT DAl 2V E B2 b b,

invitro TR~V R NX, P-gp OFEE LRV 9 HA[RBMN R I N2 BEEE S
CC-4047-DMPK-037], 472< &bt FTiE, #EEO 70%BRIN SN TNWD [HEERS
CC-4047-CP-004], L7=28->T, A~V FI ROWLEWRID P-gp IZL > TRELFHIREIND =
L3, A~V FI R& P-gp HEIKE OOFFH T P-gp T X 2 JEMFH B AEF FBLO ATREM: 1X
KW &Ex b,
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26417 TDOMOEYENEEER

invitro MR T~ U F A~ —ORMAb 2Rl L7 & 2 A, U U BEiEE#K (Phosphate buffered
saline, PBS) 1 CTOREBR MR (t,=4) 24 FF[H]) K OBMERO SNz, £V ATE M
B CiX, PBS PRV Bl VVHEE TOE (4= 3~4 FFfE]) KOUEME(L @ RFFTRI T - 1) 2
ROLNT, R~V K ROGRE ORI, BEROEROIEREEMNIITOND £ B2 vl [#
5 EE 5 CC-4047-DMPK-030], EMEALIZ YL & T in vivo 75k [ 5 3% 5 CC-4047-DMPK-021]
THHEREINTEY, £ F4~—0 PBS NIV IEH CON R L OO
in vitro RS R & ZEIXR D 2o T,
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& 26.4-1 R2) FI FOEDFERR—E

5 GLP

2K e R > HEE
nﬁ%ﬁ@*ﬁ#ﬁ ﬁ%?ﬁ‘ ji/f J@;Z:f %& %7?
WX
A G SD 7 v b %%ﬁmm T 1398/72-D1140
MAEf SR E, ot A AT R T F’%,x o
S H=7 AP o b 1398/73-D1140
HARN
HE&RE
ARy EhRE, Htr A T R F . #&n .
= 17 _ - - _
NEY =7 AY) . g CC-4047-DMPK-021
(RIS 1K)
KAE®S 6 » AMEE (TK 3 k) SD 7 v k #& 3] CC-4047-TOX-013
KAE®S 9 » AMEE (TK 3 k) H=r 4% #& 3] CC-4047-TOX-006
RiEHS . 28 HIM&YS (TK 3 ER) =AY 0 bl 1398/117-D6154
AR
R N RS S E Long-Evans 7 v b Y= = CC-4047-DMPK-005
] = - =
miEH 87 5EE ~ ]7‘5‘/)1/,7 T: ]\]\’Iﬁ,ljﬂ;%) in vitro = CC-4047-DMPK-015
T T i R - V;;; FRE  wp b CC-4047-TOX-007
F AT MR SD 7 v k %N i CC-4047-DMPK-038
M ERFBAT LR H=7 A YL y’ﬁ}? A 1 CC-4047-DMPK-009
A
PR CD-IGS 7 v b 5 -
AR AT IE R R CD-1 =™ % #& & AP1505/AP1506
R
SD 7 v b iﬁ% 1 CC-4047-DMPK-007
in vivo 1t H\'fx =
- < L /\j:) ~. _ _ _
H=T AW R 1 CC-4047-DMPK-010
in vivo FCEt + MUSERAEI OFEE e 854,7 47{ /i 7= mn 4 CC-4047-DMPK-042
in vitro 15t 7 X KO SR in vitro = CC-4047-DMPK-004
KRB E9 2 CYP S FRED R E v k CYP %% in vitro = CC-4047-DMPK-022
HE:
SD 7 v b *f:ﬂﬁmm 1] CC-4047-DMPK-007
B - 3 - BE R F’ﬁ'm
- N I/ 7 N - _ _
=AY SRR 1 CC-4047-DMPK-009
IR HAE
CYP 73 +HEDHE E MFIZeY—2A in vitro 3] CC-4047-DMPK-024
CYP 7y THEDFHE =R NiEEii] in vitro 3] CC-4047-DMPK-023
P-gp DI'E U MDCK i in vitro =~ CC-4047-DMPK-037
BCRP, OAT1, OAT3, OCT2, OATPIB1, LLC-PKI #ffd, S2 #ifm, . | -
OATP1B3 D= HEK293 41 in vitro o CC-4047-DMPK-043
Z D1
in vitro PR T O RAEAL n=r4 Zl;;&o EN i CC-4047-DMPK-030
N

GLP : Good Laboratory Practice (&35 D2 B3 2 IEEEIREUER O Fhi D FH4E), CYP : Cytochrome P450 (F

k27 v —2 P450), SD 7 v b : Sprague-Dawley rat (Sprague-Dawley 7 »» k), MDCK : Human embryonic kidney
(A X B IRAME LA MlE) , LLC-PK1 : Pig kidney epithelial cells (7" % B VT bR A F 3k - F2 #fd) , HEK : Human

embryonic kidney (t MR VEEIEHIIE), S2 : S2 segment derived from transgenic mice (= 77 A H Tz Rl HH i)
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2642 DA
26421 FIFHELEY

264211 KRIYFIFRUEIFVOFAT—
[ ER S 1398/78-D0142, WsHERE4.2.2.1.1, FHHEFR}]
[ ER S 1398/80-D0142, UsfHERE4.2.2.1.2, FHHEFE}]
%F CC-4047-DMPK-001, ¥R{TEEF4.2.2.1.3, FHmEEH
FH CC-4047-DMPK-013, iR{TEEF 4.2.2.1.4, FHmE R
%H CC-4047-DMPK-018, ¥R{TEE 4.2.2.1.5, FHmEEH
% H CC-4047-DMPK-027, ¥R{TEE 4.2.2.1.6, FHME R
Wt EE B CC-4047-DMPK-032, IRAHEEN4.2.2.1.7, FHBEFEH
[ E &5 CC-4047-DMPK-040, ¥RAHEEF4.2.2.1.8, FEAHEEH

YU, Ty b, UBERROHLTO, fEFR~ Y FI FROZEOTF o F A~ —DORIER
BRIk v~ NI T T 40—/ % T NEESHT (Liquid chromatography/tandem mass spectrometry,
LC/MS/MS) E% VTS LT=,

YR, Ty b ROV KT D R E & [ E 5 CC-4047-DMPK-040,
1398/78-D0142 }2 T 1398/80-D0142] Tid, MAEFEIORILIE L LT, & MBI NEEEEYE 2 i
g, EMmHEITo 7, £, T b, DX ROV VST AP RE TR (WS EES
CC-4047-DMPK-001, CC-4047-DMPK-013, CC-4047-DMPK-018, CC-4047-DMPK-027,
CC-4047-DMPK-032] TlE, HIMBEICHEIEEWE Z2iN%, t-A FNLTF Lz —T W K HHK-
W 21T > 72, HEREOHIRAZFR 2.6.4-212, FEM% 2652 HITR L2, WTHOREES,
EORRE, BGEE, IR, R, B, ZEMROMROBETFREELH-L, ZhooER
ENRR<Y R FEORZEOF o TFAY—ICRRIITHD Z L 2R LT,

B oL 7T v P RO ISR SRR AR~ U R R E R s
75 1398/80-D0142 K T 1398/78-D0142, E&#i#H : 50~5000 ng/mL] TiX, PrEEAlE L TN
U aMAL O, mERR~Y R RORKIBZEEN 1 B Th 72720, LIBRICHNT L
T ERETIPREA L LToF Lo D7 I U NUERE =D Y 7 L

(Ethylenediamine-N,N,N’ N’-tetraacetic acid, tripotassium salt, K;EDTA) Z{#H, & oizmifEz
Sorenson FEE{E (pH 1.5) T2HEANTHZ LT LV, FRLEMZ 25 Kl E THER L7,

B L7 RO MR AR U R S RREE
B [ EF S CC-4047-DMPK-013 } T} CC-4047-DMPK-001, E&#iPH : 0.5~500 ng/mL] T,
BB ORMR SRR CTIINIRELEZEL, MERLZEYER&EmE (7> b 10~
2000 ng/mL, /L : 1~500 ng/mL) (ZZEH, WNEEEDEICZERNMAREZHWZHAN) T — 3
Y EAToT, F2, U A [HIEEE S CC-4047-DMPK-040, EHEHPH : 2~400 ng/ml] X+
FITT HMET AR~ U R NREERELE [#HGEE S CC-4047-DMPK-027, E&HM : 0.5~
500 ng/ml] bRz L7z, [ <% A=V P FO=FrFAw—ThHD SIK (CC-5083) KT}
R 1K (CC-6016) @ T v MMAETIREERE [HIEFEE S CC-4047-DMPK-032, E&HFIH : 5~
1000 ng/mL] f O/ A o P2 iE st (R 353 7 CC-4047-DMPK-018, 7E &4 : 1~200 ng/mL]
TN, SHIZT Y b6 H ARV LD 9 » HEMERER & [FIRFIZ S0 L7 TK REBR T, ik

[
#H
#H
#H

OF OF OF OfF OF OF

[

==
=
==
=
=+
=
=+
=
=+
=
=+
=
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DFF453H7 (inccured sample reanalysis, ISR) % J&f L7z [#EEE 5 CC-4047-TOX-013 LY
CC-4047-TOX-006], ISR Z FEfii L 725Ut AE iR EEHIERERIX, TXTHY T OREMED
+20%HPANTH Y, T v b ROV VIMBER IR EE &1L O EfErE X BN R S e [REE
%+ CC-4047-DMPK-013 & TF CC-4047-DMPK-001], 723, ~ v AR~ NI ROZENE
1%-20°C T 106 H, -70°C T305 H TH YV [HEEEFS CC-4047-DMPK-040], 7 v F RO HF
TIE-20°C JeO-70°C TENZEH 187 HE KN 94 AR, H /L TiE-20°C K 1-80°C T 156 HEHTH
o7z [HEEFE S CC-4047-DMPK-013, CC-4047-DMPK-027 J OF CC-4047-DMPK-001], F7=, Ifi
o F A —OREMNIE, 20°0C TT v hEOH A TEREN 29 LTV 126 H, -70°C TE
ALEI 203 LV 126 HE] CTh o 72 [EFETE S CC-4047-DMPK-032 K T} CC-4047-DMPK-018],

& 264-2 FERKARCTHERALEEEEN—E

T == N %‘iﬁ:w [==g o r—‘—»ﬁ‘/\‘/‘r .

FITmvavNe BB g weaemr Do B L 7= 3450
i (ng/mL)

. . ek 1398/73, 1398/116

- N ! NN ~ i >

1398/78-D0142 [ P A=Y FIR 50~5000 1398/117, 1398/126

1398/80-D0142 [ Zv b ATUERIRF 50~5000 1398/17329’81/??2/ 114,

CC-4047-DMPK-001 o ot gy w3 057500 CC-4047-TOX-002

) 1~500 CC-4047-TOX-006

0.5~500 CC-4047-TOX-001

CC-4047-DMPK-013 - 5 ht Fel KR CC-4047-TOX-013

10~-2000 CC-4047-TOX-020

CC-4047-TOX-021

CC-4047-DMPK-018 ; . N CC-4047-TOX-006

i ¥AT SHRURE 1~200 CC-4047-DMPK-021

CC-4047-DMPK-027 [ ] vHXT KU RFIFR 0.5~500 CC-4047-TOX-007

CC-4047-DMPK-032 [ ] 7y SERURE 5~1000 CC-4047-TOX-013

CC-4047-DMPK-040 [ | ~uAt R Y RIFR 2~400 CC-4047-TOX-1167

* o PLEEEAIE LT a2 A
+ 0 PLEEE Al & LT K3EDTA Z{#iH L, Sorenson &M% (pH 1.5) T1: 1 IZHR,

2.6.4.22 E#HIELEW
26.4221 mMatERMTRCHEHARTY FS F ([“Cl-/R< 1) K2 R)

FERR R B AR SR O L 7= B R e B LA ([(MCl-R~ U R R) Ok K& O%E
RALE A X 2.6.4-1 [ZRT, BatchNo.- (PSR :-uCi/mg, B b RORIEE
-%, (b 2Rl :-%) m_ TR LT, £77, BatchNo._

(LE A S :- uCi/mg, FRALSEROME K OML2aOfiE « W3 hvd -%) 6:1(_
iz CEpk L7z, Batch No. || 3% %% 5 cc-4047-DMPK-022 <, Batch No. ||
IT RS % 5 CC-4047-DMPK-004, CC-4047-DMPK-005, CC-4047-DMPK-007, CC-4047-DMPK-009,
CC-4047-DMPK-010 % OF CC-4047-DMPK-015 TfEH L 7=,
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2.6.4-1 [“C]-"R=<1 K3 FO#EER

* o BRI

264222 BIFEZE

KB T ORI IS, WAy o F L—1 3 1 & — (Liquid Scintilation Spectrometer,
Model LS6000 X {Z LS6500 liquid scintillation counter : Beckman Instruments, Inc., Packard Liquid
Scintillation Analyzer Tri-Carb 2900TR) THIE L7z, slEtF D7 = F o 703, FMTEEAEEIZ LY
HEWRIE L7, fREoREICE, 7 VHRiE7 v~ 777 14— (B-RAM Model 3 Radio-HPLC
Detector) & 7=, F70, MBENOKSHENELX, EEMNES A — T V47T 7 ¢ — (Quantitative
whole body autoradiography, QWBA ; Typhoon9410 image acquisition system : GE/Molecular Dynamics)
TERE LT, TEREMT 0.418 ug equivig TH - 7=,

2.6.4.3 R
2.6.43.1 HEREKZ5HER

264311 Jv FTORKE

[ ER S 1398/72-D1140, IRATEFRF4.2.2.2.1, FEMEEH

Z v MCRT 2R~ Y I FRAKROFEIRNE 512 X 5 M4E 3£y Eh e 4 it L7z,

Sprague-Dawley (SD) 7 > b (3 VT /H¢R) #—BifRE L, A~ VU FI N 100 mgkg 2%,
X% 2.5 mg/kg & B ARNEER G Uiz, BRI, 5 4%, OFH Y, RO&5 TR, K
<~ U K2 F%& 1 whv% LR F v A F /L& /Lo — A (Carboxymethylcellulose, CMC) 7K A C Rk,
5 BEIX Smlke & Uiz, §RNEES-TIE, A~V R RE2RVZF L7 ) a—i

(Polyethylene glycol, PEG) 400,/ A > FZ Uy F20% (1:4, vv) IRGIRICEML, &R
X 2mlkg & L7, &5 &5 5 FIRNESG-0O4), 10, 20 L T30 30ENT 1, 2, 4, 6, 8,
12, 24 K OV48 BRefil#4 iz e & Rl T CHRIL L 7=,

0 KOS 5-% DIl RERHS 2 X 2.6.4-2 12, O3 ENEE (Pharmacokinetics, PK)
NI A=H % 2,643 13T RO GHED Cpax 13, G- 4 FEIH412 4896.7 ng/mL & 720, ty, 1
5.5 E[E] Td o 7o, FRIRINEL 514 D Cax 13, FIEHRIIE R CTod 5 5 53 T 3185.7 ng/mL & 72 o7z,
CL 1% 285.5 mL/Wkg &ME < (IFMLyR & 1/10 Ami), VdIE 2564.2 mLkg Th o7z (RREDK) 4
%), 7235, 100 mg/kg #% N HHRED F 1L 13% & K2 o 72,
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2642 S5y FrTORTY K K100 mg/kg AKX 2.5 mg/kg RN %5 1% 0 M5
BEHER (A BOK/E, B: #IkNES, 3EOFEYEHZERE)

10000 10000
a 3
£E 1000 £ 1000
(=2} (<]
s E
2 o
n "
i 100 L 100
o oL
= =
» 4
g 10 e 10
=] =]
1 1
0 4 8 12 16 20 24 0 2 4 6 8
B (hr) B (hr)
(A) ®EOkeh (B) #lRAN# G-

[R5 E% 7 1398/72-D1140  Appendix Table 1 }2 TX Table 2 & ¥ 7EX]

% 2643 5y FTORTY K3 K100 mg/kg # 0K U 2.5 mglkg BARMIZ 5% PK /%

A=A
&5 P& Crax tinax AUC, tin CL vd F
I (mg/kg) (ng/mL) (h) (ngeh/mL) (h) (mL/h/kg)  (mL/kg) (%)
o 100 4896.7 4.0 45127.6 5.5 N/A N/A 13.0
RN 2.5 3185.7 0.083" 8703.4 6.2 285.5 2564.2 N/A

Croax @ B MIETP IR, to @ Bre M EE RG], AUC, : B 0 5 t (% ONIERR) £ cofmiEdig
PR TR, t, R, CL: 2% 27 V7 50X, Vd: BT ODAAER, F: A T 745
UT ¢, N/A 3589, * o Rl e i

(A ER 5 1398/72-D1140  Table 5 % 5| 1]

2.6.431.2 HA=UAYIILTORKE
[ ER - 1398/73-D1140, IRfTEFRF 4.2.2.2.2, FEMEEH
[ #E &5 CC-4047-DMPK-021, &k 4.22.2.3, FEAHEEH

Pzxt L, A+ U FI RERAOLRTEFIRNES L, R~ Y FI RIS o FA~—o i
HrEh e & AT L7z,

=T AW (HE4VCBE, 15~20 » Alim) 1A~ Y R F 100 mg/kg 8% 0 HEIRE L, (K
HILIZ 10 mg/kg & FRIRNHEI G- L7z [R5 EZE 5 1398/73-D1140], & R#5-TiE, R~ U F3
R % 1 wiv% CMC /Kigik T, 5 A®RIT5mlkg & Lz, #IkNEE T, R~U I F%
PEG 400, 4 > b7 U E > K20% (1:4, viv) IBAWRICIEMR L, HE5REIL2mLkg & Lo,

BT, Beh s (FRIRNEEG-OA), 10, 20 XTOR30 30 NT 1, 2, 4, 6, 8, 12, 24 KTN48 IKF
It CHif L7z,

0 R OFRARN R 5% O MR EHB X 2.64-312, PK/NT A—H E&FK 2.64-4 12T,
BOBEHOMERERER, B85 2 FFRHEIC Chw 37142 ng/mL £ 720, t, X 25 B TH -7,
F72, RN GO Coa 13, 0.333 FEE % D 6930.6 ng/mL CTdh > 7=, CL % 239.5 mL/hkg & 1%
< (FFIMFEE® 1/10), Vd X 22833 ml/kg TH-o72 (KEREDOFI3FF), 728, 100 mgkg B A#
HIRED F X 15% &Ko 72,
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2.6.4-3 HHYILTORT' KI F 100 mg/kg O KX 10 mg/kg EARAZ 5% D MmigEH =
E#E (A BOKS5, B: #IkNRZE, 3EOFHEHZERE)

10000 10000
’TET d
£ 1000 £ 1000
£ 2
il i1
" "
w100 w100
= £
S =
% £
w 10 & 10
= =

1 1

0 4 8 12 16 20 24 0 4 8 12 16 20 24
B (hr) B (hr)
(A) #O#h (B) #EIRA# G-

[R5 1398/73-D1140  Appendix 1 Table 1 K& UF Table 2 X ¥ EX]

% 2.6.4-4 HEHILTORTY K K 100 mgkg #O KU 10 mglkg BARNIZ 5D PK /85

A—4A
5 £ e Cruax tax AUC, tin CL vd F
R (mg/kg) (ng/mL) (h) (ngeh/mL) (h) (mL/h/kg)  (mL/kg) (%)
# A 100 3714.2 2.0 63110.4 25.0 N/A N/A 15.0
HIRPY 10 6930.6 0.333" 42083.7 6.7 239.5 2283.3 N/A

EIZ A VEDFIIE, Coax : T MAE IR, b o o MU EEBERRR, AUC, : B 0 06 t (i 0 ERS
M) ECoMmMETEEMBETEE, t,: HEEEY, CL: 2827 V752, Vd: BT OSHER, F: #xt
BINSA FT AT EY T ¢, NA 32258, *: WIEREIER S

(5= 1398/73-D1140  Table 2 % 5| ]

Fio, W=7 A9 (HEIVLHE) IZR~Y FI R 1mgkg, S 0.5mgkg %R A& 0.5 mgke
ZERIRINEE G U7 [ £ 5 CC-4047-DMPK-021], &bAMIE, YA FALTE T I K/
PEG 400,/ ABREIEHE (5:45:50, v:v:v) BERIZEMRL, EREIT2mlkg & Lz, 2
W OKER, R~V FI F2mgkg, S 1 mgkg XiERIE 1 mgkg & Wi L7z %Iof% 0B
B85 Uiz, BRE, #5 4REENOHH ST, SEAwITVIFN b 1 wiv% CMC KK T
R, BEHAEIT 2mlke & L7z,

bR, 55 GRIRNES-OR), 15 L3050 NS 1, 2, 3 (RRO&E5DOR), 4, 6, 8,
12, 24 }eOF 48 IRffilf% CTHRIML, LC/MS/MS IETIMHEF D S KR O R RREZJIE Lz, F7z, I
PR~ Y R RREE, SKE REORHENGFHE LT,

&0 R OFIRNE 5% D PK /3T A —F ZZNZEEK 2.64-5 LK 2.64-6 1Z7-7, HTT v
F A~ 1%, B H R OEIRNE G2 RN R 2 29, S R 6 RIK~DEME(VERIT, AUC;y
LG 0 R ORI 5-Z 0T T 26% % TY 32%, R KIS S (KA~ BMEAL#EIX AUC b TE
IZ18% CTh o7z, 728, A"~V FI K, SIKEOR KD CL 1%, Z1E 4 211, 457 Y203 mL/h/kg
AR o T2 (PR ED 1/6 Kifi) , F 72, EHFIRRED A A ILZE L4 826, 1140 K TN 769 mL/kg
Th ol (RKRED 2 5A0)
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R 2645 BHYILTORTY FIFRIFEIFOFAT—BOKBKEERD PK/IATA—4

B 5L N Conax - t AUC, AUCy¢ F % of
@ EEY Ggmh ® o (ngeh/ (o) Joal
geh/mL) AUC,,¢
S {A+R & 1060 3.0 5.0 9340 9350 116 NA
e BT R S & 439 3.0 8.0 3060 3740 - 39
(2 mg/k) R & 631 3.0 5.5 5720 5730 - 61
S {&/R {& i i i i 0.661 i i
AUC;c b '
S {& 910 1.0 3.5 2980 3000 130 74
S & R & 132 3.0 4.1 990 1030 - 26
(1 mg/kg) S IR/R (& ) ) ) ) 330 ) )
AUC; ¢ bt i
S & 97.9 3.0 44 869 898 111 18
R {k R & 780 2.0 3.9 4070 4120 - 82
(1 mg/kg) S /R A ) ) ) ) 0215 ) )
AUC; ¢ kb

MBI 3 VED I, Coax : B MR ERE, ., Sem MR BERER, t, 0 W, AUC, : B 0 205
t (B ORIERR]) £ oMb thif FEfE, AUC, : FE 0 2> b MR £ ToME L 72 AUC, F : #axtiy
NRAFT_AZEVT 1, NA: 458, - BHET
F (%) = [ROEH%D AUC, (SIE+REK) /RO okhE] / [FIRNE 5% 0O AUC,: (S K+R 1K)
S HIRN RS-0 5R] x100%

[R5 EFKE CC-4047-DMPK-021 Table 3 X v 5[]

£ 264-6 BYLTORIY FI FXFTFUF+I—BIRABEED PK/SS A —%

BEEn Co t1s AUC,  AUCj; CL Vss :/(‘;tzlf
=] =
(e 54) (ng/mL) (h) (ngeh/mL) (mL/h/kg) (mLkg) Ay, .
S {&+R & 1640 4.1 5470 5490 211 826 N/A
Fe ) BT R SR 743 49 1900 1920 N/A N/A 37
R & 896 3.5 3270 3290 N/A N/A 63
(1 mg/kg)
S {R/R 1k i i i 0.587 i i i
AUC;ctb '
REZN 698 4.1 1210 1230 457 1140 68
S {& R & 25.4 3.8 556 576 N/A N/A 32
(0.5 mg/kg) S IR/R AR _ ) ) )14 ) )
AUC, skt :
S {& 15.3 3.3 541 553 N/A N/A 18
R & R & 703 3.8 2450 2470 203 769 82
(0.5 mg/kg)
g/kg S /R 1A i i 021 i i i
AUC;ctb

X 3 VEDERIE, Co: 5 S DBOMIERIRE, t,: HANREH, AUC, : B0 26 t (RBEOHERR) *
TOIMSBEF P AR N, AUC,: FEE 0 2> b MERIFFM £ CHMF L7 AUC, CL: &5 7 VT TV A, Vi@ W
REDHHARE, NA: 3224587, - EHETS
S,/ RAE AUC; tb=S 1AD AUC;,. R &D AUC;

(#5352 B CC-4047-DMPK-021 Table2 & v 5]

2.6.432 RIEREGHER

264321 SvhrTO6 sy ARMEOKREGHER (TKEE)

[ E% 5 CC-4047-TOX-013, WFI&EEr4.23.2.5, 2EhEEH
Ty bR~ FI R6» ARRKARERGFHMRRT TK R4 £ L7,
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SD 7w b (MERES 3 DT HES, K9 8 #im) 1A~V K K50, 250 &0 1000 mgkg 2 1 H 1
MIT6» AMKROESG Lz, A~U FI RiX, 1 wiv% CMC /KA CRaE, 528 81% 10 mL/kg
E LT 51,92 LN 180 H H OF 51, O 5- 0.5, 2, 4, 8 KT8 24 I} #2128 1. L, LC/MS/MS
EEAV, B&51&O0180 HH IR R~ I RREEZ, &5 92 A B Cldighor 5
v —IREZHE LT,

O REF GO PK 8T A —H %5 2.6.4-T 27T, Copax XN AUC, TITH R LA L 7= 8800
NRD LN ol BBEEITHEL VM T 14~2T7 @72, £, HETIIERGICL5E
FEMEDNRO LR o Ton, METITE FERBENTRO b (72721, AUC, D EF-2T 2 5K
ThoT2), 7%, AUCt D S /R IKHIE 0.43~0.57 Th o7z,

V‘«

® 2647 WS Y FTORTY FI F1B1E6 » AMBRORERSHO PK/IS A—4

Lo b= I il
H (mg/kg/day) 50 250 1000 50 250 1000
1 AH
Conax 1457 2045 2887 2043 2949 4078
. o e (ng/mL)
AR~Y RFIFR AUC
' 21710 30770 38490 30260 47440 63050
(ngeh/mL)
92 HH
Comax 472.6 691.7 1120 990.7 1534 1913
(ng/mL)
S ik AUC
' 6172 7822 11410 10870 20800 25280
(ngeh/mL)
Conax 850.9 1487 2049 1660 2679 3427
(ng/mL)
R {& AUC
' 13100 18070 25160 19850 36770 44670
(ngeh/mL)
(HEZ;‘;(L) 1324 2178 3169 2651 4213 5340
S {R+R K AUC
! 19270 25890 36570 30730 57570 69950
(ngeh/mL)
180 A H
Conax 1566 2277 3813 3377 4322 6776
(ng/mL)
Fvw U FI R
Av I FIK AUC, 21440 31120 42530 40420 70170 98010
(ngeh/mL)
Rc 0.99 1.01 1.10 1.34 1.48 1.55

Cruax © I MAEHFIREE, AUC, : BEf] 0 225 t (B ORIERR)  F oM B dhgg T i f
Rc=180 A H® AUC,”1 H H® AUC,
[ 5EE 5 CC-4047-TOX-013 Appendix C  Table 27 % i)

264322 A=V AHFILTORIE

2.6.43221 9 »ARBOEEHE (TKRER)
[ 5 EF 5 CC-4047-TOX-006, RATEE4.2.3.2.10, FEAMHE R
Pa W2 9 5 AR 0 SR e G-l © TK a5k 4 0 L 72,
T =7 A Fv (MERES 6~7 DT,/ B, IfE:2.4~3.9 i, M 2.6~4.0 Fp) IZR~ U K K 0.05,
0.1 KO 1.0mgkg # 1 H 1T » AR HEE L7z, A~V FI Fid 1 wiv% CMC KEIK Tk
w, B REIXSmlke & Lz, #5 1, 138 (1.0 mg/kg D#), 194 KON 272 H H O 5-Hi
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LOBEE- 05, 2, 4, 8 024 Biff#4 CTERIfL L, LC/MS/MS EZ2HWTHE S 1, 138, 194 (X272
BEOMmMEFR~Y R REES, #528 A BOMEh = FA4~—REZHE LT,
&0 K E R 5D PK /XT A —H % F 2.6.4-8 [T T, Hz%ﬂ; BICHEAEITRD R0 o7, 0.05
KTN0.1 mg/kg TIE, MEREE HICKER G X D EHEMEITE O B> 7225, 1 mgkg Tl
HIREA AR bivlc, 723, AUC, D S AR ﬁxtt $0.73~1.07 TH - 7=,

* 2648 WHEYIILTORTY FIF1B1E9 » ABMBROREREGRED PK/ATA—4

Lo b= i3 i
- (mg/kg/day) 0.05 0.1 1.0 0.05 0.1 1.0
1 AH
Conax 17.77 31.07 277.9 25.32 30.44 224.2
. o e (ng/mL)
AR~Y RFIFR AUC
! 98.46 242.4 2892 215.1 173.2 2653
(ngeh/mL)
28 A H
Conax 12.01 22.78 196.5 11.89 22.69 189.2
(ng/mL)
S 1k AUC
t
(ngeh/mL) 43.14 85.13 2165 65.85 75.11 1732
Conax 12.31 21.44 158.8 12.80 22.18 161.2
(ng/mL)
R (K AUC
' 58.82 103.8 2030 84.84 98.66 1936
(ngeh/mL)
(HCZ:;(L) 2431 43.87 347.6 24.51 44.56 349.5
S PR 1 i
' 103.9 188.9 4194 152.0 173.8 3669
(ngeh/mL)
272 HH
CmaX
(ng/mL) 15.23 29.64 554.5 16.94 26.79 751.8
He) FIR
A¥Y FIR AUC, 132.7 2273 5640 169.9 211.4 6540
(ngeh/mL)
Re 1.34 0.89 2.19 0.81 1.16 2.12

VR 3~T7 VD FIME, Coay : S MR, AUC, @ B5fH 0 205 t (et OMIERR)  F T i T
i
Rc=272 H H® AUC,1 H H® AUC,

(453 % 5 CC-4047-TOX-006 Appendix C  Table 1 52 X Table 2 % ]

2.6.43.222 28 HElEAXEHER (TKEER)
[ 1398/117-D6154, UsHHER4.2.3.2.7, FHHEFE}]

v - 28 H IR O R B G- 7R © TK 3Bk 2 ki L 7=,

T=7 A4V (HERES 3 DCFEsl) (2R~ U R K30, 100 X8300mgkg 2 1 H 1[ETI18 H
MR OBE Lz (44, 28 HEO® G 2T E L TR, IREEREOZD, #5 18 H BICHIE
ik L), A~ U FI FIE 1 wivd% CMC KisiK T, &5 A®IT4mblkg & L7z, &5 1 K&

W14 H B OEGRTL OB 15 L300 ONS 1, 2, 4, 8 KOV 16 BefEf&IcHiMm L, LC/MS/MS
HEaEHOCTIER R~ K RREZHE LT,

BOREHGHED PK /RT A —2 %3 2.6.4-9 1775y Coax 2 OV AUC 16 1T T ELA] L 724800
DRO NI hoTe, o, B 1 HEIZHEKELTI4 HEOGAEVWMEEZ RL, KEHEGIZXD
A~V K ROERENRBEINT BATHS B LR,

vf/
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£ 2649 HEHLTORTY FIF1B1E28 ARRORERSHO PK/ITA—4

b= i3 i
(mg/kg/day) 30 100 300 30 100 300
1 AH
Conax 2038.4 2267.2 4406.3 3022.7 3052.4 3440.4
(ng/mL)
AUC,6,
22783.6 26091.9* 47043.2 27510.7 38233.0 39570.5
(ngeh/mL)
14 HH
Conax 4468.9 3763.0 11384.3 4943.5 8395.5 16275.0
(ng/mL)
AUC6,
48770.6 41821.7 143387.4 51857.6 96599.5 127654.8*
(ngeh/mL)

1L 3 PEONEHME (7272 L, KT 2 IEOEHE)
[R5 5 1398/117-D6154  Table R20~R25 X 0 {E#]

2644 Hf
2.6.44.1 S

264411 Zv ~TOHEKE

[H &5 EF 5 CC-4047-DMPK-005, WRIFERE4.22.3.1, FHHEEH

[MCl-R=VU FI FZ2HY, v MIRAOKE LZBEOMSEN A2 QWBA THRE L7,

Long-Evance A7 v b (# 1 Ve, #9 8 #in) 12[Cl-R~ U K2 K 100 mg/kg (200 uCi/kg)
EROBERE L=, [*Cl-R~ Y FI NEZ= % /) — /UM L, =& 7 —VEEIC 1 wiv% CMC
KIER CRE L=, HE5RET 10mLkg & L7,

$5.05, 1, 3, 6, 8, 12, 24, 48, 72, 96, 120, 144 }x (N 168 BFfJ&LICERML L, iKY T
L—a By E— O T HEE 2 JE Lz, &5 L72 1350 5 B, 11 B QWBA
(ZHE LT, BEH 120 L O8N 144 BEEISR O B — B A%, $BE5-72, 96 J Y 168 B§fE# CThOA— 7 VA
75 NTHEHEER RIS 2o 72 2 L v, QWBA IZ & 23l 21775 - 7=, QWBA TD
EEFEAT 0.418 pg equivig TH o 7=,

B TO PK NT A—=F &K 2.64-10 1217, ARG, SHEMICIARIZ 00T D B
FERCIRASRH Shvie, £z, MR EEHENEL 0 b i h R rE S b i@ M Z2 R Lz 2
DD, MERAT éyﬁwuﬁémto Mg R N2 & EelE & A & OO, B85 3 B
[H154 Cix /;ar“ L%, 1R2EFMRBRICERRBIRRM E eoTz, 2O &G, BH Szt
PERA AL ISR A LTotg, 0 CIHR L, FEOMMRICERET 5 2 LidhneEx
iz, Hﬂ) .%b\fiﬁt%ﬁ@%m LIHRRITER CH Y, WWTEERE, /NG, B RO TRt S
Nic, BT, A7=EfaME FEEEROT KU CTHBGEHEESRI SN, Zh
D O TOREHEME, #5612 FRIIEEERARMG L o7 2 b, AT =0 ~OfEH
PEEFTNL DO EEZ Bz, BHE (0.728 pgequiv/g) K OVKAN (0.458 ug equivig) HHHEME D 1.
K (1.696 pg equiv/g) HAGHEMEIC T D IREIE, 5 3 Rl T2 043 X Tr0.27 ThH
o>7c (BB OFHENEIX 2.6.5.4 BIZFELHD .
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% 26.4-10 HHBSY FTO[MC]-/RT Y K3 K100 mgkg EOEEIZSHD PK/RS A —

3
i i ) iy

(Jljilsi@ 0.179 3.0 1.95
(o i 0.358 3.0 1.95
(?ilsﬂf) 0.144 3.0 1.52

H 2.63 0.5 7.25
N 3.05 8.0 9.74
B 41.7 6.0 112
BRE 1.19 3.0 5.83

T REE 1.15 3.0 5.96
RS 2.09 3.0 NA
e 6.00 6.0 33.7
JiTfie 0.546 3.0 3.48
N 0.123 3.0 0.123
FHE 0.154 3.0 0.154
BESE 0.444 3.0 3.40
ARER i 5 5 0.685 3.0 6.36

LSC: ik v FL—a v Z— NA: BEHTx$
[ #EK B CC-4047-DMPK-005 Table 2 } U® Table 5 % i ]

26442 MERIINOHEER

[ E &5 CC-4047-DMPK-015, &k 4.223.2, FEAHEERH

ICR~YYA, SD7v h, =a2a—Y—=F 0 FAAUHTF, T=7AFLEOt M (T
MErE — L) CoOR~ Y R REMmES X7 & OfEE % RIMERE THRET L7,
TEF= MUV LR~ Y R PR ESIEICRML, R~V FI FRE 30, 100,
300 K T8 1000 ng/mL O MAEFE 2GR U7, X ToORENE, 37°C T 15 SIS, BRIMNELR
Z{TVY, LCMS/MS 1% W T S IKLONR (RBEZJIIE, Z o X7 fEaReHEH L,

vk, Y, b, SURALRTHFMBETO SIKEORIKDZ X7 FEGREZNEIR
2.6.4-11 LOVE 2.6.4-12 1Z7”"F, 1000 ng/mL LL FTO RIKDZ R 7 fEGERT, vk, Hu,
v b, AR TH X TENALN 15.8%, 17.3%, 402%, 35.7%KN312%Th-7=, £72, S
RO K LRI FEERIZENZIL 42.2%, 552%, 16.8%, 40.3%K%TN37.8%CTh-7-, b MIIET,
1000 ng/mL LA FDIREETD Z ™3I fEGFRITIERFEITR D b d o7z, £72, & RO
JVIETD SIRD & X7 FEERITRIKL D b Eno Tz,
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%R 2.6.4-11 S{AOMIEL NI FEER

Tl Mg s R FEEHE (%, n=3)
30 ng/mL’ 100 ng/mL’ 300 ng/mL" 1000 ng/mL" Y fiE
ek 43.94 41.09 40.11 43.65 42.20
P 52.93 58.90 55.48 53.47 55.20
v b 23.11 15.88 15.79 12.37 16.79
~ A 44.96 51.70 39.04 25.61 40.33
A 38.15 35.74 36.85 40.45 37.80

*LREIARY RI R (F8IK) ORETHD,
[R5 %& 5 CC-4047-DMPK-015 Table2 £ v 5[]

& 26.4-12 RAEDMER U\ FEER

Gt MmiE» R fEGE%E (%, n=3)
30 ng/mL" 100 ng/mL’ 300 ng/mL" 1000 ng/mL" S
E b 11.96 12.60 13.95 24.85 15.84
P 21.05 22.20 13.89 11.97 17.28
AN 43.72 40.32 41.20 35.60 40.21
<A 37.94 46.19 33.69 25.14 35.74
S 29.82 31.41 31.33 32.29 3121

o EEE TR ) RS R (T IE) OERETHD,
(¥ %& 5 CC-4047-DMPK-015  Table 1 J ¥ 5[]

26.4.43 MRBEHAME
[ EHE S CC-4047-TOX-007, WFHERL4.2.3.52.2, FHHEFE}]

BERR D 3 & IV, AGER AR mMEERER (HERRERR) FM o BRI Ipi g ik 2 it L7z,

—a—Y—Jr RAATHX (M3 8K, 5~7 » Al I2xkL, A~U RI K5, 10, 100
KR 250 mg/kg AR 7T HESH 20 HHE T H 1 ETRAKSG Lz, A~U FI X1 wiv%
CMC KIEHR Clgd, G &EILSmlke & L7c, iH0R 19 A HORGARIL S 05, 1, 2, 4, 6,
10 L O 24 FREE% (BB > HERIML L, F72000R 20 B B O# 5 1.5~2 %R IRV 2 HE i,
LCMSMS iEZAWTIEEF AR~ Y FI FRELZIE Lz, WIno&kGEETYH, RIEnEdRT
DR~V R FREE, #BEMEFRCTORYY FI R Cux D 50£14% TH o722 LD, KR~
U R ROMREEEMEDN TR ST,

264.44 ZABITHE
[ E &5 CC-4047-DMPK-038, (&K 4.22.3.3, FEAHEEH]

%14 HEOSD 7> b (M4 LK) 2V, A~ U R R 10 mgkg #% 0 HEIE 5% 0
HABATIEZ G Lz, B~ U KX FiE 1 wiv% CMC ZKIEHE T, B R 8I1X Smlkg & Lz,
51, 4, 8 K24 R ICHF K ONiR (OERI) AZHE L, LC/MSMS EZ HWTHIH KDY
MIFFROR~Y FI FREELAZHE Lz, HHEOMEFFR~Y R FMREZE 2.64-13 [277,
PG 1, 4, 8 KON 24 K% o M AE IR AT 1390, 3880, 2290 XN 113 ng/mL TH-o7-, Fiz,
LT ITF N 1640, 4820, 3220 KX 703 ng/mL Th o7, Fit /MR 0.63
MH 15 THHZEND, 7y FTEHA~Y R RRIHITBITT D Z LRI T,
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% 2.64-13 HHEEI4BEDS Y bTORT Y K2 F 10 mgkg #ORS RO R U ME
FRT ) FS FRE

s %iﬁﬁg %ﬁiﬁ? SLIF R L b
1 1640 1390 1.2
4 4820 3880 1.3
8 3220 2990 1.5
24 70.3 113 0.63
TN

[R5 EFK S CC-4047-DMPK-038 Table 1 & v 5[]

2.6.4.45 MmEFEITH
[ &5 EF S CC-4047-DMPK-009, IRFFERE4.22.3.4, FHHE R

P T B, [MCl-R~ U R RO R OERIRPN 555 0 JR & O P kit 2 384l 9~ % 38R
(2.6.4.6H) O—EE LT, invivo TOIMEEIT ﬁ%ﬁﬁﬁ L7,

A=AV (FE3 LR 289 12 iR, ["Cl-R~ VU FI R 10mgkg (50 uCikg) %
o, X@1myg<wmw@)%#%W%E&ﬁbtoﬁﬁi B b 4 e 20 5 B S H 72,
BOKETIE, [MC-A~Y FI FE 1 wiv% CMC KIAKE ClE, 54813 5mlke & L, ik
WL TIE, [MCl-R~U R RE 5% AFATE T I F,95%PEG 400 (viv) 1RGIRICER
L, #5REIX 1 mlkg & Uiz, B5a0FNTES-0.033, 0.117, 0.25, 0.5, 1, 2, 4, 6, 10, 24,
48, 72 V96 BEEIZICERIL L, WK v FL—a o A —ERWT, Mk K& O d ik
SHEMEZ JE LT,

O R OERIRINEE - & B 1, B4 10 BRI LAPNICERER U 7= sk & B U 72 i,/ i 5 v i
23 0.89~1.11 TH Y, MEBATIES R S L7z, MR/ AR IE, BO& 5 48 FEf%IC
2,15 £ T, FRIRNE G 24 FFITZIZ 1.52 £ C R L7y, Wi h 72 IR # AR Cldf ik & OV
FEZHORTE TR IXER D DIV o 7,

2.6.4.46 HRFBITHE
[ AP1505/AP1506, ¥R(TER} 4.2.23.5, FEAMEEH
~UAKRT v FERHW, RN~V I NRAOFEGHOHFRBITHEZ G LT,

CD-1~v7 A (HEAVE/BE) 1ZAR~U R KR 10 LT 50 mgkg &% 0 HEE S, Beh 2 BRI

MAE, B & O &2 BRE L 72 GRERZE 75 AP1506), R~ U R X R, 0.5 w/v% CMC,~0.25% Tween80
KK TRE L, HERREIT 10mLke & L7z, SIREZOMMEOEHIX, EEZ2HE, STV A
AT 5 F TR LTc, BB oR~ Y B NREE, LCMSMS EEZHWIIE Lz, Fif
SIMEREE T, WTHhOBREETY 034 TH o=, 72, /M X 10 2050 mg/kg
5 TENEIN 049 L1046 TH T,

CD-IGS 7 v b (HE3 VL BE) IZktL, A~V K3 K50 mgkg /&0 HEEE, &5#%0O Mk
HROMNIER AR ~Y R RREEZ~A 70X AT U v RAEZHOWTHE L. GRERE S
AP1505), A~V K3 RiE, 0.5w/v% CMC,”0.25% Tween80 /KIFHK Tl L, HHFEIL 5 mL/kg
E LT, 7 —7 R OFRGMICHRA Laleh 2 8, BREBUTE S 10 FEf % £ C 25 /> HkR
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THEM L7, FEERLULEREFOR~Y I RBEIX, LCOMSMS ExHAWCTHIE LT, FEE
AR~ I RO AUC, DN,/ ik ilE 0.39£0.03 TH Y, D7 LT o lETIL, R~U K
NIHFREBITHR A AT ENHLENE o T,

2.6.45
2.6.4.5.1 in vivo Xt

264511 Jv FTORKE

[ E &5 CC-4047-DMPK-007, &K 4.22.4.1, FEAHEEH]

7 v MW, [MClR~ Y R MO KOFIRNE 5% OR, I KOG R et 2 38+ 5
AR (2.64.6H) O—#E LT, MmiE, IR, BiHLROETORBYZ oM LT,

JBAE 7 = = — LAR A IR D SD 7~ &2 HE L, RBRICHER L (nfs o mEkE
# 3 V5 BE, RURPIEE S B 3 DT BE, 8~11 i), RHEHT T » b TITH 16 B o, [*C)-
A<Y FI F10mgkg (100 uCikg) Z#%1H, Xi% 1 mgkg (100 pCikg) % EARAHE# 5 L7,
BRE, B ARMBENOERSE, BB =2 — VAT T » Moxt L3R 0nE 217
B, O ROEIRNE S Lz, o5 T, [MCl-R~<U FI FE05% A F/LElu—ZKk
WiR B L, BRI Smlkg & Lz, H%HJRW&%LT , [MCI A=V R F& 5% AF L
7% b7 2 K,95%PEG 400 (v/v) IRARICEAfEL, TQ%—%@ I 1mL/kg & L7z,

ARG TIIEE 05, 2, 6, 12 RO 24 KffH#, #RIRNZK G TId& 5025, 1, 4, 8, 12 kY
24 WEEIAZ LRI L, BRER L 7= Mk H & A A B, MEMER 2 12 7 — v LI & 558 LT, IR,
FOWAH X, £5-1% 0~24 K OY 24~48 IR¢H] THRER U 72 308F 2 MERER ] % |2 7" — v LG & 55
L7c, REORIEE, 7 VA msiRicks v~ ~27 7 7 4 — (High-performance liquid
chromatography, HPLC) M ONLC/MS/MS ZHWTiT- 72, IHE, SR, FEEOMEHAHITHRE S
FERFYOE G &K 2.6.4-14 KL VFE 2.64-151277,

OGS HOMBEF 2 DIE, WTHORER TS, MHEFREETEMEOR 80%LL EAARELIAIZ
ERTL2HDOTHY, 2R~ NI FOKEBIE M16: R~ U B F-7AKELEL T MIT
AU R RSAKEEEAR), MI7 D707 a U BBaEE (M12 KOIMI3) KOVR~ Y KX Ro
IKSy s (M10) A S vz, NS LRI v SO SI1E, 520K 80%LL
FOREEP RIS, 728, REKORFPEIESRIIER 58O 2% Th o 72,

& O TR G5 OFR, 3L ORH 25 20 LU EOREMW A Shiz, T2
S fE (M2, M6, M10, M11, MI2, M13, M16 X (XM17) THY, FEHWE HICBE# 48
A £ TOWR, R OB iR PERII 58O 2% 4B 2 7, R, #E It icdt sz
AEE, MR CRESAEREHER LD ThHo T, 7 e 7 7 A L TlE, 5K
DIEWZ KD ZEFFRO BT, HET MI16 DAEMRPETZ VLS, HEELBO Lol

& SUTFRIRNIE G- L 72 IBE ) = 2 — LT 7 > b CiE, RE OB RECIEOFIG 13D 72
<, A=Y R FEIMAH-HRLTCWDEEEZOND, 70, WED=a2— 1L OF MR,
1% O 555 ORZEAAR O K /T FF TR SR, ZNHIERBIROAR~Y R RThd &
Ezoib,
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X 26.4-14 IHHES Y FTORTY FI K 10 mg/kg #AO%SZOMEH R SEY
M R R O R 2B (%)

=z i
0.5h 2h 6h 12h 24 h
M8 1.77 1.13 ND ND ND
M13 ND 0.96 1.77 ND ND
M16 14.18 12.54 15.34 4.80 8.85
M17 2.53 1.29 1.77 ND 2.08
A<) KIFK 81.52 84.08 81.12 95.20 89.06
aEF 100.00 100.00 100.00 100.00 99.99
i
fead 0.5h 2h 6h 12h 24h
M8 2.96 1.67 1.37 ND ND
M10 ND 1.25 0.68 ND ND
MI12 ND 2.50 1.03 1.15 1.73
M13 1.18 3.33 3.42 1.15 3.75
M16 ND 2.92 4.96 1.64 2.88
M17 2.96 1.67 2.74 2.13 ND
A~<Y FIFK 92.90 86.67 85.81 93.94 91.64
AEF 100.00 100.01 100.01 100.01 100.00

* o AR ST ARG ORBGHTETEIC )T 281G, RE(LE L SR OGHEMEE 2.6.5.8 1277,
ND : &9
[ % 5 CC-4047-DMPK-007 Table 20 X v 5] ]

& 264-15 WES Y FTORT Y K3 K10 mg/kg #OEE5% 0~48 BREIEMOR, ER

UREA B
B EIZHT2HE (%)
L&Y g H s
& =—=2—L 7L JEEH =2—LHY
7 # Ak IR # REH- aF
Mil 0.93 ND 0.93 1.53 0.05 ND 1.58
MI3 0.39 ND 0.39 1.93 ND 2.73 4.66
M16 3.03 0.01 3.04 6.18 0.01 3.00 9.19
M17 1.54 2.98 4.52 2.29 0.08 0.13 2.50
A<U KIFK 1.54 82.73 84.27 3.35 65.83 0.13 69.31
At 7.43 85.72 93.15 15.28 65.97 5.99 87.24
& 9.00 85.86 94.86 18.23 66.29 8.00 92.52
ki3
=i JEEH=a—L7L JHE H=a—1LHY
7 # Ak IR # REH- aF
Mil 1.10 ND 1.10 2.33 ND ND 2.33
M13 1.43 ND 1.43 3.83 ND 3.87 7.70
M16 0.28 0.01 0.29 0.76 0.20 0.38 1.34
M17 1.46 3.29 4775 2.09 0.09 0.18 2.36
A<U KIFK 1.84 79.66 81.50 3.72 71.73 0.10 75.55
ARt 6.11 82.96 89.07 12.73 72.02 4.53 89.28
Bt 7.91 83.20 91.11 16.87 72.02 7.35 96.24

*: Z ORI LIz EEH O A
f: CORICHALBL TOROH, BiliSAT < TORMPO AT
ND : s hd
(¥ #3 5 CC-4047-DMPK-007  Table 36 2 O* Table 37 J ¥ it
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26.451.2 HILTORKE
[ E &5 CC-4047-DMPK-010, &R 4.22.42, FEAHEEH]

Pz FHO[MCI R~ U R REE O R ORI R 515 0 SR K OFE ki 2 5844 2 305k

(2.6.4.63) O—fHE LT, M4, REOEPORHYE ST LI,

B =7 AW (3 U8B 1K 12 B ofek, [“Cl-R~ D R R 10 mgkg (250 pCikg)
ZfE0, XX 1 mgkg (250 uCikg) %ﬁ%ﬂﬁ?ﬂﬁéﬁ@?ﬁﬁbto BRI, R4, OHERSE
7= BOBETIE, [MCl-R~ Y FI F& 1 wivi% CMC /KIEH T, #5583 5mlkg & L7-,
FRIRINEEH-TIX, 5%V AF T8 RT 2 R 95%PEG 400 (viv) IRGIHRICIEfR L, BHAEIX
1 mL/kg & L7z,

RO TIXEE 05, 1, 4, 10, 24 K OV48 Ffiflth, §RNE G- Tl 5 2 0Nz 1, 4, 10
Fo R 24 BRI CERm LU, Mm¥E2 AN L7 —L LT ISR A 90 L=, $£7-, #5% 0~8, 8
~24 TR 24~48 WF CERE L7 R M O 514 0~48 Wi TERE L 72 358k 2 77— L L TR

oA LTz, (B ORIEIX, 7 ¥4 HPLC KON LC/MS/MS £ TfT - 72,

MAEFBERH D ORNEG A K 2.64-16 18, REOEFOFERBHORNEEZE 2.64-17 I2FNE

R,

WTNORER T, #0855 o M PR, 80%LL EARERICER T2 b
DTh-oT, 70k, %< ORI MIEFRBENEMED 5%LL T Th o7z, mAEHRHm & LT,
R~V K RoXKEBRLAE M16 XKOM17), M7 D77 a Biak (MI12 HTOIMI3), KO
R~ U R ROMAGEY M11) 2SN TS, RECERICHEESN R~ K2 RiX
M ETHY RH 6% ~T%, FEH :3%LLT), R~ U FI FIEAE - oS ndhtt st
EBZ BIND, IREOFEF D HIE, 15 FEU LRSI S, FERHHRREKIL, KERk (M16
FOYMIT), KERLIRD 7 v 7 v VB AE M12 e OYMI3), VX b4 2 REEDOIIK S fE (M10
FOIMIL) K7 Z A 2 RERONADR M2) THDHEEZLND, BOLOFHIRNE 5% O
Mg, REVCEFOMRB T 17 7 A MTEDDRRBD LR h-T-Z L, HLE ToELERE
MRITFHNBDEBZ HND, ZO LD BRI, 7y N TOinvivo il R, 7HFEUNE K
FFABAE 2 VN2 in vitro SREROFER L 0 BB SN AR L R TH D,

& 26.4-16 HEHILTORTY FI F 10 mg/kg EOFRSZOMTHRBEY

taw ME PR 2B A (%) 7

0.5h 1h 4h 10 h 24 h 48 h

M2 ND ND ND 0.92 1.99 8.14
M4 ND ND 0.42 ND ND ND
Mi11 3.98 3.52 2.96 2.76 5.47 3.49
M12 1.99 0.64 0.85 1.09 1.99 2.33
M13 3.98 1.02 1.69 1.25 1.99 2.33
M16 3.35 2.05 2.43 2.09 1.99 ND
M17 3.25 2.43 1.16 2.42 2.99 ND
AvU RIK 83.46 90.33 90.49 89.46 83.58 83.27
ait 100.01 99.99 100.00 99.99 100.00 100.01

* o U ST A O R EHEYE IS X DB A . RELIR R OFACH O TEEI 2.6.5.8 12",
ND : &g
[HREEFK S CC-4047-DMPK-010 Table 16 X v 3]
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R 26.4-17 HHILTORTY) FI FERORVEFHIRARESR 0~48 BRID R EUVED K HEY
BERICKT 2EE (%)

K E 5 A IR
IR E &t IR £ aF

M2 2.74 0.41 3.15 2.13 0.75 2.88
M10 2.96 0.04 3.00 2.69 ND 2.69
M1l 16.69 0.50 17.19 14.03 0.35 14.38
M12 10.58 ND 10.58 11.48 ND 11.48
M13 13.38 ND 13.38 1532 ND 15.32
M16 6.61 ND 6.61 7.00 ND 7.00
M17 5.66 4.04 9.70 7.42 6.21 13.63

R<U FIF 6.08 2.80 8.88 737 0.21 7.58
A 64.70 7.79 72.49 67.44 7.52 74.96
At 69.60 9.51 79.11 69.66 9.25 7891

* o ZORIER L EEAHMOEE
T ZORITHHL THARWVR, B ERET X ToORFHOAEF
ND : R Ehd
(5 #% 5 CC-4047-DMPK-010  Table 1 1V 5|/ ]

26.4513 EFTORKE FE=)
[ &5 CC-4047-DMPK-042, IfTHEEF 4.22.4.3, FEAHEEH
[ 5 EF 5 CC-4047-CP-004, WRFHEFRES5.3.3.1.3, FEAHEEH

FEERE R N B 2 5 5202 F2 i U 7= B R 3R BR <, [MCl- R~V F2 F2mg 2/ O HE#RE L=
BROWRIL, RH L OHEIEARET ST D, RO 2.7.2 HIZFREE L T\ 5,

[MCl-R~ U R MO 5% O MR RBEHEIEDOR 70% X REKICER T2 H0TH Y,
WO S 10%ARMTho7-, R E LT, KBEE M16 KOM17), MIT DTNV
2 UBEAAR MI12 XTYMI13) KOVR~ Y KX ROMKS#EY (M11) 23 Sz,

Fiz, MAEFH REKLDS KD AUCE tE (S AR 1) 1358 1.0 [#EEE S CC-4047-CP-004] T
Hotz, FEIMREIIRTTHY, FHREOK 72%8HEIE S22, REIKRITEGEOR 3%
R CThH o7z, BAHMERMAKROIE T PRI 5 EOR 15%TH Y, REME 5 EDOK 8%)
RO 4 FEOMRB AR Sz, JREOHES TR SN REM0E, mEh R & R
AR TR SN D LZZBND [HEEES CC-4047-CP-004], =612, b FTHRHSH
T AR RE Y O ZERET Z, 6 » HD T v MEMERBK N9 5 A OV L EMERERD 5 b
MAEERE 2 VTS L7z, 2 ofER, mEHRE#™mIET v b, KO S THEHEIL TR,
b MR R GEIT W E B 2 b [HEEE S CC-4047-DMPK-042],
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& 264-18 Fv b, HILRUVE FOMmMBERRBEYOENE
IEF B OEFIE (%)

ek Yo 2
locx? . . . .
2 mg 0.1 mg/kg/day 1 mg/kg/day 1000 mg/kg/day
St i3 i3 i3 i3 i3 i3
MI11 (CC-8017) 5.63 6.07 4.69 3.56 2.04 2.01 1.93
MI12 3.92 4.81 1.28 2.10 1.20 0.85 0.76
MI13 4.92 3.35 5.76 0.37 1.61 2.60 1.53
M16 (CC-17369) 6.41 1.88 0.43 0.03 0.03 6.84 0.74
M17 (CC-17368) 1.89 6.90 4.90 2.93 2.19 0.16 0.16
R~U FI R 772 77.0 82.9 91.0 92.9 87.5 94.9

* o AEREHT Hamilton method 127> T —/L L7z, (B b :2mg HE# S, Z > b : 1000 mgkg/day T 180 HfH
Fe b, v 0.1 KOV 1 mgkg/day T 272 BRI S)

t REOEIEL, SEAMONEEER LT AT 5 — 7 migkE R L, Aftov—s miitick4+ %4
MHFH L7z, MI18 (CC-4067; R~ U K I RO N-7EF/ALK) LT MI19 (CC-12074; R~ Y K I ROKEELIK)
bR SN0, TOEGI Do T,

[R5 EFK S CC-4047-DMPK-042 Table S1 L ¥ 51 /]

2.6.4.5.2 in vitro {ti#t
2.6.4521 RHLEM

[ &5 CC-4047-DMPK-004, ITHEE 4.2.2.4.4, FEAHEEH]

YR MEFEATRRE VY, R~ U R ROMRREEL M7 7 7 7 4 VEREFT L
77

R EMEBRTIE, K<V FIF (10 pmol/L) & w7HXd e MR (1.0 x 10° cell/well)
% modified Chee’s medium (pH 7.4) ', 5% CO,fF#EF, 37°C T0.25, 1, 2 XUV3 FFfl], KIGS
i, WEHEEMEZ 72 b= MU L/ XE (95:5) ZIRINLEOGZE L, LC/MS/MS %
HOWTAR~Y FI FEROCZEORBOREZRE LTz, 7ok, BExteE L TT-m v 7<=
RN T-E RaXo s < U UKEBIUIAEDO N2 et %, &%ﬁ%kbfﬁﬁw#ﬁfo®Tv
U K ROREMEZMITL T\ D, VXL MR Z AW e B o Rk 4 %
2.6.4-19 IZR T,

JFHIFRFEFAE T CTOAR~ Y I FOBRGFRILIFHZE TR 8% ThoTo, T, A~V K
ROTNEZNA I REROT Z A I REONKSED D STz, & MFHIRFE F CTOR
~U R FORENIEETHY G RH%E TORRFRITN 81%), MMIIEFIET &, DT
WCHEWRECTH o7, VHFHMETOR~Y FI FOMRFHHITE NEv b, 3 RER%OKTT
RIIH 24% TH - 72,
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% 26419 DHYXRUE FFHETORTY FS FORBIRENE

TRATE
A % 2 — MR (%, n=2)
St HE

v v e r (ﬁ;@%ﬁ%m)
0 100.00 100.00 100.00
0.25 90.23 102.28 102.74

1 55.93 94.44 96.50

2 38.39 85.36 87.89

3 23.97 81.35 84.95

[R5 FE% 5 CC-4047-DMPK-004 Table 5 % iR ]

R#7e 774V 73 BrTIE, vHF Tt MEEEITANE (1.0 x 10° cell/well) % modified
Chee’s medium 1, 5% CO, 7#1E F, 37°C T0, 2 V4 HEfE] [MCl-R~ U 3 F (0.2 £ 7213 10 pmol/L)
UGS, NEHEEYE 2 &7 2 =MV L /X (95:5) 2L TG EE RS,
7 V74 HPLC } (N LCMS/MS #E%& W TR~ Y K REOMCE &2 08T L=,

b MR T T, KRS, KRR M17), M17 O 2707 v CEigR (M12
KOIMI13) i STz, 7eds, KRV Coh A ML IZTFHIEFEGFIE T L 0 LAERENFE,
Y HRIAFAE T T, 25 oM 2 FHEOMRB AR Shi,

264522 KR KR FOKRBICEAET 5 CYP 2 FREORE
[ &5 E3K 5 CC-4047-DMPK-022, ¥RfFEEE4.2.2.4.5, FHHEEH

A=V K FORFNCBIG T 5 CYP oy THEARIET D720, invitro iR % Fi L7z,

10 F¥EO B b CYP 4y FFE3E PR (CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19,
CYP2D6, CYP2E1, CYP3A4 }: (X CYP3A5, % 100 pmol/mL) |Z["*C]-A~ VU K3 F (1 pmol/L)
ZWRINL, SHIEH=aF U T I RT T2V X7 LAF KU g (Nicotinamide adenine
dinucleotide phosphate, reduced form, NADPH) Z N4 % Z & TG ZBAME S E 72, 37°C TO, 0.5
KON FFABOS S, R~ U B X RO K OUKERIEAR (M16 & OYM17) 3 ONZ IR 73 g4 (M11)
DR E LC/MS/MS IETHIE Lz, 7238, 7 V4 HPLC ZHWiI=lllE b FhE L7=23, oL
FENMEL, FEMEO S D ERERENME SR o727, LC/MS/MS JEIZ K D FE RO H CRE
L7,

MI1 23, F_XTOD CYP 5 FHEFEBLR T 2.5%~5.9%DE| & TR S, CYP o FFEIETFE T T
H 5.5%DEIG THERS NIz, ZHHORERNS, M1 CYP 20 S22 W IEIZ L » TEKRT S
LEZLND, MI6ITWT D CYP o FRFEER TH AR I N o7, M171E, CYPLA2,
CYP2C19, CYP2D6 &) CYP3A4 3 HIA THOT MR S, W CYP 2y FREIETEAE F Clddnk
SN ol=Z LD, MIT OERIZIZTZNLO CYP 3 FRENEE L TWb LB Hhd, 7,
FFl C Oy TREDIFAELLN S, M17 OAERIZIE CYP1A2, CYP2C19, CYP2D6 2 (X CYP3A4 7
FTIEI 54%, 11%, 4% DN 30%DEISGTHEEG L TEBY, A~U K RO CYP #4 LI-AGHIZ
BA 59 2% 37243 THEIL CYP1A2 J2 (N CYP3A4 C, RUWT CYP2C19 LTRCYP2D6 ThHDH EHE 2 B
iz,
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2.6.4.5.3 #ERBIRER
in vivo S Y in vitro FRER DFE R HHEE SN D REHEE 2 X 2.6.4-4 1R,

26.4-4 Sy b, YILRUVE FTODinvivo RBIEUVICHOYXRUE MFHREZERLV = in
vitro SRER & U R I BRI K= F‘O)ﬁéﬁﬁ""ﬁﬁ

M]9 (CC-12074)

. Vi3 g;;“f,” RU
MI17 (CC-17368) Human: P, U Monkey: P
R . Rat: P.U.B
Human: P. U.F B
. Monkey: P, U 0 0
Rat:P. U, F.B HH. RbH NH
Monkey: P,U.F : [ N{\;): o
HH. RbH
0 0 °©
Human P U F
NH; Mnnl\evz P
Hy M]4 Pomalidomide Is)

Rat: U / / \ \ @m

NH2 0
N
Human P.U
@ Rat: U
Monkey: P, U
MIG (C(‘ 17369) OnKEY:
Human: P, U
Rat:P.U. B M11 (CC- 8017)
5
Monkey: P. U Human: P, U, F ﬁi?ég'%]F262)
Rat:P.U.B Rat: P U B
Monkey: P, U, F M‘oﬁkéy'.P U
HH. RbH T

P:If#E, U: R, F:#, B: M, Glu: 717 o BBinAE
HH : b MFHIME, RbH : w9 M
TKS R T D M2, MI10 KON MITIZAFHIIBIERFEAE T Th Mt &Sz,
CC-TIHE DILAME LN OVTWVD b OIIEREME % WV CRE Lz,
[ £ H 42 CC-4047-DMPK-004, CC-4047-DMPK-007, CC-4047-DMPK-010, CC-4047-CP-004 & (X
CC-4047-DMPK-042 D55 L v 1EX]

2.6.4.6 HEMt
26461 Jv bTORKE

[ 5 EH+ CC-4047-DMPK-007, IsHEFRE4.2.2.4.1, FEAHEEH]

7 v hEAY, [MCIR~Y K REOROFIRNE 55 OIR, & OMH P ~O k% B L
77

JRAE J1 = = — UAR A SUIAHEI SD 7 » b2 HE L, BRI Lz (RO HigEX 3
VT BE, ERARNEC G B3 UCBE, 8~11 #lm) . KM o~ M, 16 R E L, M
B T#[Cl-F~ U R F 10 mgkg (100 uCikg) ##%1, X% 1 mgkg (100 pCikg) % &R
B Lo, BRI, H5 4% OHAS Y, WED=a— LA Z >~ Mkt LT
(T RE 21T, O ROHIRNE 521772, BO#5 T, [*Cl-R~Y FI K% 0.5%
CMC KIRHE TR L, B5ARRIT Smlkg & L7, 8IRMEESTIE, [MCl-R~=U FI Rz 5%
AFNTE T I R95%PEG 400 (v/v) IRGIKICEML, &5A®EIT 1mLkg & L7,

[MCl-B= Y R FE0 R OIRNEE 5% 0~12, 12~24 (3] 0~24), 24~48, 48~72, 72
~96, 96~120, 120~144 K N 144~168 Wif] (N H = = — LIRS 7 » b T 72 Kl &£ ©)
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TR, ELOMEEZERBL, 77—V %80 ROREBRE THICIE L, RS R L, &tk
FORBEHEME, Ry v FL—v a2 —THIE L, R, #EXOMRH PR L %
2.6.4-20 KU 2.6.4-21 [ZRT,

JHE B = =2 — L OF IR <, B OE G5 OBHERMARORREIEEIT N TS 95%8L
Tholz, BEN =2 — VRN v b TOROEGHOEND D OBEHERA RO PR TES
T, $ehH% 24 FERILAPITHK) 90% D BURPERIA AR B S 417z, FEPRRRKIIEPTH Y, R
oI & A CHEE SN e o T, TR =2 — LR AN T » b TOR, 7 —I s &k OH
PRI DR L72[MCl- R~ U R 2 R ORI TENEN 27% K R 29% Th - 72, §
AR B 5:-0% O JR P HERER TR N G- K0 b s <, R IZRP CTh D B2 b,

x 2.6.4-20 S v FTO[MC]-R< Y K2 K10 mg/kg 20 X (& 1 mg/kg $2ARA 1% 5 % D FR

RUEDZREH MR
B . BT 2HE (%) i

v (h) & R

M il i3

5 0~24 8.09 6.81 56.18
0~168 9.12 8.02 57.47

=3 0~24 0.81 1.82 2.91
BV iR 0~168 1.28 2.45 5.84
- 0~24 85.83 81.75 28.40
0~168 87.71 85.03 30.53

NCIES 98.10 95.49 93.84

fEIX 3 IEDEE
(& EFHR S CC-4047-DMPK-007 Table 12 % ]

% 26.4-21 BEN= 21— LEARHMIES v FTO[MCLARTY K3 FEOREHIRAES
BOR, HE UM R E
BEREIET 2HE (%)

Ere thﬁjﬁ %0 HH IR
HE il i3
5 0~24 14.59 12.05 58.84
0~72 18.29 17.06 59.52
r— 0~24 2.11 2.59 1.21
ek 0~72 2.37 2.97 1.60
0~24 65.01 48.25 2.85
¥ 0~72 67.12 73.27 3.58
gt 0~24 7.19 5.22 26.69
0~72 8.01 7.44 26.91
P EILINESS 95.78 100.75 91.62

BT 3 PCoD ) fiE
[R5 % 5 CC-4047-DMPK-007 Table 14 % ]

2.6.4.6.2 HYILTORAE
[ 5 & CC-4047-DMPK-009, (&K 4.2.2.3.4, FEAHEEH]
Pkt L, [MCl1R~ U R REROROEARNES- L, REOFEF~OPE 2R L7z,
B =27 A YL (3 VE/RE) 249 12 BT R L, MBI T#IC[*Cl- R~ Y R K 10 mg/kg
(50 uCi/kg) Z R0 (G558 5ml/kg), XiT 1 mgkg (50 pCikg) ZHRAN (578 : 1 mL/kg)
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A Uiz, BRE, &5 4REMEN O BRI T2, RO LKOFIRNE G O 8511,
ZNEN 1 wiv% CMC KIEH I N 5% A F LT & b7 2 R 95% PEG 400 (v/v) {RGIK A TREE &
L THWE,

[MCl- R~V R REAKOEIRIN B S5 0~8, 8~24, 24~48, 48~72, 72~96, 96~120, 120
~144 JL N 144~168 I CIR L OEA BRI L, 77—V % H R ORBRK 7RIS L, RRd
MY U7=, 3B oSS, Ik v FL— a2 —THRIE LT, BEiRtERA
2.6.4-5 RUVX 2.6.4-6 1T LTz,

& 11 % ORIRIN 15 5-1% D BUR PERINAR ORBEINERIZ W T B 95% Th o 72, FHEHRIRIE X
JRETHY, 70%LL EOPEDGERD DT, 0% OBEERIRITEC0T PR S, %
5.4% 48 BRI LA B G PE RN AR O 90% A3 [FIIL &S ALtz #8 0% 544 O JR i ~DOPEHR ) b R
HL7Z[MCl- R~ U R FOWILRITD L &b 2% Th o7z,

2.6.4-5 H)LTHO[CI- R Y KI K10 mg/kg BOEEBESHOREHME (BEX3TD

Fi91E)
100
90 4
'Z' 80
=
s
]
£ 60
é —¢—Urine
é 301 —=—Feces
E 40 4 —o—Cage Debris
s —»—Total
30
g
2 20
=
—u
o jézﬁ >
0 y T r T r T d
0 24 48 72 96 120 144 168

Time (h)

[ 55E% 5 CC-4047-DMPK-009  Figure 4 % 5| ]

2.6.4-6 HILTHO[MCI-R< 1 KT K1 mgkg #IRNERZS %O REHEME EIX3ETD

F5{E)
100 4
90 4
2 %0
a
5
:
Z 60+
2 50
K]
Z 404
s — Total
z 30
3 20
o
10 4 -/:76 =
0 ' . . : . .
0 % 43 7 96 120 144 168

Time (h)

[ #%= CC-4047-DMPK-009  Figure 3 % 5| ]

Confidential and Proprietary ' v— S



RvU RIFK 2.6.4 FYERESER O E L Page 34

2647 EYEBEFHEVMEEER
26471 CYPHEEHR

[ &5 &K 5 CC-4047-DMPK-024, IRFFERE4.2.2.6.1, FHAHEEH

F< VU K FOREERER~OEBLHRTT 5720, TE2 CYP 4 7 (CYP1A2, CYP2AG,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EI KU} CYP3A4/5) ([Zxfd 5K~V K
I FOBESREZ, b MFI 78 Y =A%z in vitro 785 TREAT L 7=,

E MFI78rY—ALKCYP RO~ —H—E (CYP3A4/S TlX2 D~ — I —E %
i) AR~ VU I RIEFEFROFE T CRISSE e, WEREX, S~——HEOI =
U ZE# (Michaelis constant, K,) 71T, A~V R FiZ0.1~30 umol/L T/is W72, F72F5
PR E LT, 4 CYP o0 FREDAEI A H iz, & 512, CYP1A2, CYP2C9, CYP2C19, CYP2D6
F OV CYP3A4/5 1Tkt LT, FHEMARRICI T 2R R AEE b RET Lz, Bt i, & CYP 4y
-l 2 RERMKFRNIC RS T 2 baW % iz,

A~V K RiE, 30 umol/L £ TOREMEET CYPIA2, CYP2A6, CYP2B6, CYP2C8, CYP2(C9,
CYP2C19, CYP2D6, CYP2E1 &N CYP3A4/5 #PHE L7pio7z, X HlZ, CYPIA2, CYP2CY,
CYP2C19, CYP2D6 Xi% CYP3A4/5 \Zxtd 2 RERIKAFHIZ2FE LR b o7z, b Ofk
Bnh, BRTHR~Y R REKCYP 0 FHEOEE L7258 K L 20 L TH, CYP Z#fHET D
T K MM AEERITAEC RN EB X BT,

26.4.72 CYPFEEMR

[ FE &5 CC-4047-DMPK-023, A& E 4.22.62, FEAREEH]
AR<VU K RO CYP 4y 7F (CYP1A2, CYP2B6, CYP2C9, CYP2C19 KU} CYP3A4/5) #hiE
ShiEZ2 v MR Z AN T= in vitro 7R TR L 7=
b MNPl EER L, A~VU FIF (03, 1 X003 umol/L) T1 H2MEM3 AL L, F
7o, BtERtE LA AT T Y —/L (100 pmol/L), 7 = /3L EH —/L (750 umol/L) KNV 7
7By (10 umol/L) %, VAESERIHRE LT 0.1 vAv%Y A FIL ALK RKIEREZ AV, [FEkIC
FE U7, LB, 7 =T F o O-T7 S biEME (CYPIA2), 77 v 4 L kigfbimit:
(CYP2B6), ¥/ m7xF w7 &£ KELIEME (CYP2CY), S-A 7 == A v 4-KEE(biENE
(CYP2C19) KO A b AT 1 6B-/KEE{LIEME (CYP3A4/5) %K ffaD~—J—& L CTHIE
L7z, A~V R RT3 HMAE LT, LBV TOMEEEIIRRD bRho Tz,
A AT T — X CYPIA2 {&EVEAR 289 1%, 7 = / /LB X —)LiX CYP2B6 i1H% 5.86 1%, V
7 7 ¥ X CYP2CY, CYP2C19 K TN CYP3A4/5 1G4 E 24 240, 12.5 K1Y 6.80 5 LA &
oo —F, A<V FI RTOELZAFHlE To CYP1A2, CYP2B6, CYP2C9, CYP2C19 K ®
CYP3A4/5 TEVEIZxT 25 ERAFBIT 13 FHLUTTHY, A~V K FIZZh oo CYP oy A 75
L72u &I L7,
MM BEZIZxT AR~ Y R R Smg KEHEGHED Cou 1, £ 50ng/mL (0.2 umol/L) ThH D Z
b [ABRE S CDC-407-00-001], A~V FI K& ZbD CYP i FFEDIEE Th 3/ & O
OFR T, MEREFEITER L7 Y AEERRB O REIID 2N EEZEZ BN D,
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26473 EYMrSUORAKR—E—LDHEEER

2.6.47.3.1 P-gp DEE
[ &5 CC-4047-DMPK-037, &k 4.2.2.6.3, FEAHEEH]
[ &5 CC-4047-DMPK-1586, ¥RFTEEL4.22.6.4, BEEE]

A X ENRANE ERZ#IME  (Mardin-Darby canine kidney, MDCK) K UO't k P-gp (ABCB1/MDRI
& BRI D EANMPEK ) %2R & H7- MDCK #ifs (MDCK-MDRI1 #il8) % 7= in vitro 7k
BRC, A~V K RE P-gp OFANERHZKRGE L7 [#EEFE S CC-4047-DMPK-037], A"~V K3

K1, 5 %OV 10 pmol/L T apical 7> % basolateral ] (A—B) }% U\ basolateral {8l7> % apical ] (B
—A) DB OPGHBIBLREL (Pypp - c/s) KON P-gp DILFESHTH 57331 (250 pmol/L) K
O b=ty — b (25 umol/L) f#7E N CORBEE MR LB Uiz, £, EEBHRE KD efflux
ratio (RE=B—A/A—B) K efflux ratio Ot (MDCK-MDRI1 #fifid T efflux ratio, MDCK #fifi C
? efflux ratio) ZHH L7z, I 512, MDCK fila ToOR~ U FI Rigi@fes, KFERREkDO~
——tEMTh D~ = b= (SpmolL) KOEFERREM DO~ — I —{bEWMTHHLN T = A
> (5 umol/L) D & it L7, R~V FI R P-gp (254 5 HEEMIL, P-gp DIE TH S *H-
TaAx T (100 nmol/L) DEFEIEMEIZKT 2R~ U I R 0.03~10 umol/L TOZhED 5 FFAM L
7= BtExt R & L CTT /32 1 (250 pmol/L) K N7 k 2> —/L (25 ymol/L) & Fv 7z, & 2.6.4-22
(BT DIFGEEARE L O efflux ratio &, 3% 2.6.4-23 |2 P-gp DILERIC L 24K~V FI FOHE
WP~ TR,

MDCK Ml TOR~ Y FI K, v = =V KON 7 = A DHNT OREFEE M Py, (A—B))
TZNEN3Tx10°~9.7x107°, 3.9x10° K267 x 10 em/s Tho7z, A~V KI Ko
MDCK-MDRI1 #fifid TOEE ML B—A TA—B LV & & h o 7= (efflux ratios: 10.3~13.0) , MDCK
A TIEB>A KINA—B & BICFIFEE TH o7 (efflux ratios : 2.22~3.89), ZILHDFERMND,
efflux ratio AR M T2 L, A~ U K FRE 1, 5&X0010 umol/L TEIE 2.65, 4.72 KT
536 Th-o7-, 52, MDCK-MDRI #ild TOAR~ Y FI K 5 pmol/L T? efflux ratio (% 13.0 T
HoTeM, NI RINVKOT haty —LOFEICLY, TAEN 172 K37 12D Lz, 2
NWHDFERND, A~V I NI P-gp ODREE LD I EBNRBINT, 7B, A~V NI NRE
10 pmol/L LA F Cl& MDCK-MDR1 #ifiil TORFERAFRI 72 Y T3 o 0 OGO EITRD b7,
A<VU FIREZNOORETIEP-g 2HELRVEEZ LN HERBRORIIL 2.6.5.14 17
(2R .

F72, NBABMIINZ P-gp 3Bl I W72 invitro 7 /L (7S MDCK Hifld 2~ — R (2 L7238R) (20
%, NTERINZ P-gp ZFHLT DR bEF M (b bAEIGE B MG Caco-2) & VY, P-gp lCxf3 5
AN~ U FIF (0.1~30 pM) DORIRZ G L 72 [#hE &7 CC-4047-DMPK-1586], MDCK ffific &
TV ETREE, A~V R Rid Caco2 Mifldizxt LTH, WTFNOHRETE P-gp BHENRIZTRD
NIz oiz,
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R 2.6.4-22 HMITOEBZRE KRV Efflux ratio (n=3)

= o i (Ggricy e e
[14(:](-: p‘;(j/I}:)g}l/ 3.92 0.47 0.12 B}
[14(:(]5_ j:nilj/j g 26.7 59.6 2.23
NN
MDCK [ ;(11]£ ;m;l‘\/f{ 4.03 4.43 1.10 )
(1 pmol/i) 3.68 143 3.89 2.65
wr(svin;/i)% 7.12 19.5 2.73 472
ﬂf;(; 5mE17L)F 9.74 21.6 222 5.36
[14C](-: p;(j/II:)_/l/ 0.10 0.40 421 B}
[14(:(]5- fn?ol:;:L/)r g 26.0 58.0 223
SN NN
MDCK-MDR1 | :(jl]go/;n;l‘\/i{ 027 292 106 ;
(1 umol/i) 2.73 28.2 10.3 -
T(-;:)m;/i)% 277 35.7 13.0 ]
A~IJ KI K
T(10 :mzl/L)% 3.10 37.1 12.0 B}
- RHEET

[ EFHR S CC-4047-DMPK-037 Table 1~Table 4 X ¥ thiff]

% 2.6.4-23 MDCK-MDR1 #ifa T®D P-gp FAE ALK H7R< 1) FI FIEEBAME~NDFE (n=3)

G Pap s 0 (omarpy  Emwio
ﬂf(?uurn;/if : 2.7 35.7 13.0
RV KK (;505;;1;//; 9.88 17.0 1.72

(5 umol/L)
F~ ) KK SFv
T(5 p)rn(})\l/L)}\ /7(;5 u;(;/L)/ 11.7 16.0 1.37

[ EK B CC-4047-DMPK-037 Table 5 L v 5[]

264732 ZTOHMDOFZIURAR—F—ICHTHEE
[ &5 E% 5 CC-4047-DMPK-043, ¥RFTEE4.22.6.5, FHHEEH
[ 5% 5 CC-4047-DMPK-1653, W& EF42.2.6.6, BEEFEH]
BCRP, OATI1, OAT3, OCT2, OATPIBI & TN OATPIB3 (Zkf9 HAR~U K ROEH%E, % b
T VAR — BB DA & O U 72 [ E & CC-4047-DMPK-043], & R 7 AR
— X —DEE L HER, WONEA LoHlaks R 2.6.4-24 IZ7R-7,
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= 2.6.4-24 BERICAWEE RS VRKR—2—0OEE LEEH

w . . H ERE=2cl]
T RR—E— YNl L e ER==Se ;

7 EONR) 1 e RE A e
BCRP LLC-PK1 PH-75 Vv 10 nmol/L Kol43 300 nmol/L
OATI S2 PH]-p-7 2/ B IREE 1 umol/L .

AR SN 100 pmol/L
OAT3 S2 PH]-Hifg = A k> 50 nmol/L
OCT2 S2 [MCl-A b7 43 10 pmol/L F=Ur 300 pmol/L
OATP1BI PH]-Z V2 v g . iess
OATP1B3 HEK293 e 50 nmol/L DR A SV < 10 pmol/L

A~V FI K (2 %0020 umol/L) 1%, BCRP, OCT2, OATPIBI } " OATP1B3 O 5kt %
FLE L2y o Tz, 72, A~ U K R 2umol/L TIE, OAT1 } O OAT3 D fisiligisif i & fH5E L 7
Do 72Dy, 20 pmol/L TENZEI 26%M TN 30% & W 9 BV HENTRD bz, MM & TOR~
U K2 F5mg KEHGHED Chax 135 50 ng/mL (0.2 pmol/L) TH D Z Evn [RERE 5
CDC-4047-00-0011, [&F T BCRP, OATI1, OAT3, OCT2, OATPIBI KU} OATPIB3 DIEE L 725
FAIEAR~Y I REEPFH LTS, EWHAERARRET L el E 2 65,

%72, OATPIBI (N OATPIB3 IZBIL CTiE, R~V R RBEE L7209 50250 THHG
LT 5[5 EF 5 CC-4047-DMPK-1653], Rk kR & [AERIZ, HEK293 #Hfi@iZ OATPIB1 I
OATPIB3 % N AR REBLE &, HRRAIIE (42X 7 Z — %8 A L7-fifd) & bhik L7-f5 5%, OATPIBI
N IE OATPIB3 #%BlXHTH, ML ZRRO ooz, LEER->T, A~wU K KA
OATPIB1 TN OATPIB3 ORE & 72 V) 5 2 REMEITRD TIRWEE X b,

2.6.4.8 ZTDhDFEYENFESER
[ EF 5 CC-4047-DMPK-030, IRIFERE4.22.7.1, FHHEEH

PBS W NZH VKO MMiLSEFTO, R~V K K RIKKEO S KO EM K R % in vitro
RBR CRME L 72, &) v F A ~— (200 ng/mL) % PBS X(XIMAEIZHI, 37°C TO, 0.5, 1, 2,
4, 8 KON 24 BB &7, BT F o F A4~ —iBEEX, LC/MS/MS % THlE L7z,

PBS H1 CTOFEIRZR 3R (1, 134D 24 W) R ORI b, KO b Tl
:ms¢i@%@w%%(Mdﬂm~4ﬁ%)&oﬂﬁm(4%%?%11)#Mbant;&ﬁ
H, AU NI ROSGMEOEMALD, BRI KOIERERNIITOND LB X DL, 7RI HEME
fbix, Az AWz invivo BB CHIER I L TR Y [HEEEFF CC-4047-DMPK-021], &=F
F A< —D PBS W N WV KO b IILAEF TO55ff e OBAEAD in vitro 53R & [RIEETH - 7=,
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2649 %Q&U"'f‘nnﬂﬂ

7w FEROH A TIEAR~Y FI RO CLITELS, VAIIKIEKED 3~4 5 Th-o7-, £/ FIX
WTHOFETH EHE (100 mg/kg) T 20% A T - 7278, VLV TIIEHE 2 mgkg) THI 100%
Thol, 7 v FNCHEEEIZHEZNEO DD, A TIEREOD ATV,

[MCl-R~VU R FEROKEET D ERHITLL DM T 50, TOMKITESLHTH Y, Mk~
DEMMEITENEEZ BN D, Y T REERIT, b A2 SR EWFE T 12%~59% D i
Thole, YA TORY FI FRAKROCFRIRNE ST, 5% 10 R LANICEER L 72 Mg % fif
HrU7omE R, MEREATHRIT 0.89~1.11 ThH o7z, MIRY V¥ 2 il & it zdtess, &%
HT7 v FERHWTZRBRN O BATHEDR RSN, SBIZT7 vy NED~ T A TIE, BT
BRI ENTND,

7YX RO NI AV in vitro [RETERERIF N T » b, LR OE R TO in vivo {RHER
BRCliE, A~V R FORFWE LT, 7X0A I FEROMKSRY (M16 XKO'M17), Zibh
DINT v EEEAR MI12 R OYMI13), Z X vA 2 REOIKSEY) (M10 K TMI11) K
T B IA 2 RERONKSRY (M2) S S TW 5, @HERABEIC[*Cl-R~Y FI F2mg
g O ARG U7 BS, REBURTEED 10%2 LA 5O 28 ISR STy, 72, 6
HADZ v NEMERBRE N9 5 H OV L itERen 55 bz e h ofEim e oL, ek
MAERRH & kT 5L, T v b, PAKOE b TOMBERRHDITEL L CBY, b MNEFA
ORFIT RN EEZBND,

[MCl-R~ VU B REROKOEARNES LIZE, 7 v N RO L TOPRINTEC) T, #5%
168 R[] THe G- 5D 90% LA L3R 4172, 7 > h TOR O K OFRIRN$ G- 0 3= ZHERR IS 1 X
TNENERNRPTHoT=, 72770, 7 v FTOROBESICEDWIMEIXEL, BOE5%0
ﬁtlj RO BT HIHEHEIIRBIRIC L2 b0 B2 b b, FEEE, HED =2 — LT v

WMCIR~ U B2 REROBG L, B, RO ~OHE 2 7T Uiz fi 8, oy Lz
% WAPEITH) 28% R EE T o7, F7o, BRHKOFARNEG-% O YL T FEPRIRERK T T

BIRPTHY, BHEED 70%LL LRS-, ZNbDRENS, Ty RO L TOEE
%ﬁ%% JRETHDLEBEZLND, FTo, RE~OHEMIIRED K ORISR R ET, KRE
LRDHEIZ D 220 E2 S5, BRREBRT, @ERABMECMC-R~Y P2 F2mg #/&0
BB U7BS, 85 U iR AR D 2% RIS, 153%B8F# RIS N7z, Lo
T, B FTOREHHERE G IRPTH D, Fio, REMKOPEERIL, FHED 3%KMTH o7,
FATORABGHOPEMT 17 74 L, B XSz hodRit>7 a7 7 A L EHEELL T
Do

AN~V R RE, ECYPHFRICHL, BFELGFHFLEL LighoTc, 2OZLENG, K TCYP

DIEF L 72 BIEANEPFHLTH, CYPIHESD D \WITFHEICEKA L7 RWHH BEAER AR 2 "
PETERWE B X b D, £, A< U R RIESHRARMRERREEIC X o THOM S AR b akiE S
NBHH, ZOMRHHIIL CYPIA2, CYP3A4, CYP2C19 &KUY CYP2D6 7 ELFED CYP 4y - HE A B 5
T252E00, & CYP ST HHEHELHLTH, A~V FI FOEYBEENRE <
B2 T A R[REME ISR O TIRWEE 2 B b,

Confidential and Proprietary ' v— S



RvU RIFK 2.6.4 FYERESER O E L Page 39

A<V R RN, BERHAETE Y R Z AR —%— (P-gp, BCRP, OAT1, OAT3, OCT2, OATP1B1
K& TNOATPIB3) ZFHELZR, F£72, A~ U K KX P-gp OFEE TIEH D0, HLENDOW
LTI P-gp IZ X Al Z =T T RNWEEZZHND,

R~V R FO{F o FA~—I, MEETEEROFIE T R OEF(E F TR D, fRETR
H (BERIEAF(E) (pH 7.4) TITARARICOMEL (413569 24 BefH]), L kO bl (BEsR17(E)
T, KDERNT @IRRITRI L 1) BT 5, 72, invivo R T, K= FA~—%
AT A R OFRIRN G- U T BR O AR N B IR ZE 43R, AUC EET 0.18~0.32 Th o7z, 2D
£, BT U TF A —DEG I EENEERLE R Z 320D, AU FI Faexd v
FA~—L LTHETLIERIIRNEEZZOND,
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26.410 @*
X FR FIA S O 22 EPTIC R A Lz,

2.6.4.11 SEXXH
B A Rt
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2.6.5
2.6.51
2.6.5.2
2.6.5.3

2.6.5.3.1
2.6.53.2

2.6.54
2.6.5.5
2.6.5.6
2.6.5.7
2.6.5.8
2.6.5.9
2.6.5.10
2.6.5.11
26.5.12
2.6.5.13
2.6.5.14
2.6.5.15

EPA

SEVIVAESRERIEE TR 1o 3
MBS —

B R e 3

PHAERVINY T =23 DERBR e 7

BEEIEGERBR ..o 21
FRAEIEERRER ..o 25
RYEEER
EMEREARR
RYEEER
EMEREER
REYEREER
EMEREAER
EYEREER
EME B
EYEREER
EMEREAER
EYEREER
EYMEREER
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2.6.5 EYEREABRHSER

2651 EYEFEHBR-—E

Test Article: Pomalidomide, ['*C]-Pomalidomide, CC-6016, CC-5083
Type of Study Test System A drljl(i)l?itsir(;fion Testing Facility GLP Stt;\?gnl?;gort LO%}EODH in
Analytical Method and Validation Study

Achiral Bioanalytical Method Validation Monkey plasma NA * Y 1398/78-D0142 422.1.1
Achiral Bioanalytical Method Validation Rat plasma NA _ Y 1398/80-D0142 42212
Achiral Bioanalytical Method Validation Monkey plasma NA _ Y CC-4047-DMPK-001 42213
Achiral Bioanalytical Method Validation Rat plasma NA _ Y CC-4047-DMPK-013 422.14
Chiral Bioanalytical Method Validation Monkey plasma NA _ Y CC-4047-DMPK-018 422.1.5
Achiral Bioanalytical Method Validation Rabbit plasma NA _ Y CC-4047-DMPK-027 422.1.6
Chiral Bioanalytical Method Validation Rat plasma NA _ Y CC-4047-DMPK-032 422.1.7
Achiral Bioanalytical Method Validation Mouse plasma NA _ Y CC-4047-DMPK-040 422.1.8

NA: not applicable.
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Test Article: Pomalidomide, ["*C]-Pomalidomide, CC-6016, CC-5083

Route of . . Study Report Location in
Type of Study Test System Administration Testing Facility GLP Number CTD
Absorption
Pharmacokinetics and Bioavailability in Rats SD rat po/iv * Y 1398/72-D1140 42221
Pharmacokinetics and Bioavailability in Monkeys Cynomolgus monkey po/iv * Y 1398/73-D1140 42222
Pharmacokinetics and Bioavailability of . _
Pomalidomide and its Enantiomers in Monkeys Cynomolgus monkey pofiv (USA) Y CC-4047-DMPK-021 42223
6-Months Toxicity Study in Rats SD rat po * Y CC-4047-TOX-013 42325
9-Months Toxicity Study in Monkeys Cynomolgus monkey po * Y CC-4047-TOX-006 4.23.2.10
28-Days Toxicity Study in Monkeys Cynomolgus monkey po * Y 1398/117-D6154 42327
Distribution
Tissue Distribution Long-Evans rat po % N CC-4047-DMPK-005 42231
Plasma Protein Binding Human and animal in vitro | N CC-4047-DMPK-015 42232
plasma (USA)
Pregnant New Zealand I
Placental Transfer White rabbit po Y CC-4047-TOX-007 423522
Lacteal Transfer SD rat po % N CC-4047-DMPK-038 42233
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Test Article: Pomalidomide, ["*C]-Pomalidomide, CC-6016, CC-5083
Route of . - Study Report Location in
Type of Study Test System Administration Testing Facility GLP Number CTD
Blood/Plasma Ratio (in vivo) Cynomolgus monkey po/iv * Y CC-4047-DMPK-009 42234
— - CD1GS I
Brain Transfer in Rats and Mice CD-1 mouse po (USA) N AP1505/AP1506 42235
Meabolism
in vivo Metabolism, Echr:;tlon and Mass Balance in SD rat pofiv _ % CC-4047-DMPK-007 42041
in vivo Metabolism in Monkey Cynomolgus monkey po/iv _ Y CC-4047-DMPK-010 42242
Comparative Metabolic Profiling in Rat, Monkey SD rat, Cynomolgus _ CC-4047-DMPK-042
po N 42243
and Human Plasma monkey, Human
in vitro Metabolism Human and rabbit in vitro I CC-4047-DMPK-004 42244
hepatocyte
Identification of quymes Resp9n51ble for Human Recornblnant human in vitro _ N CC-4047-DMPK-022 42045
in vitro Metabolism CYP isoenzyme
Excretion
in vivo Metabolism, Echr:;tlon and Mass Balance in SD rat pofiv _ % CC-4047-DMPK-007 42041
in vivo Mass Balance in Monkey Cynomolgus monkey po/iv _ Y CC-4047-DMPK-009 42234
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Test Article: Pomalidomide, ["*C]-Pomalidomide, CC-6016, CC-5083

Route of . - Study Report Location in
Type of Study Test System Administration Testing Facility GLP Number CTD

Pharmacokinetic Drug Interactions

Cytochrome P450 Inhibition Human liver in vitro I Y CC-4047-DMPK-024 422.6.1
microsome (USA)
Evaluation of Induction Potential of Cytchrome P450 Human hepatocyte in vitro (U_SA) Y CC-4047-DMPK-023 42262
P-glycoprotein Substrate and Inhibition MDCK cell in vitro (U_SA) N CC-4047-DMPK-037 42263
BCRP, OAT1, OAT3, OCT2, OATP1B1 and OATP1B3 LLC-PKI, S2, o I
Inhibition HEK293 cell in vitro Uapan) N CC-4047-DMPK-043 422.6.5
Other

in vitro Enantiomer Conversion Monkey/Human in vitro _ N CC-4047-DMPK-030 422.7.1

plasma (USA)
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2652 HSWAHERUN)T— 3 iEkR
PLMMER AR~ U R REREE&E
AL EF S ¢ 1398/78-D0142

Test Article: Pomalidomide
Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
Utilized CTD
Species Matrix (ng/mL) R? Precision Accuracy
(% CV) (% RE)
Monkey Plasma CC-4047 Solid-phase Calibration Range 50 -5000 >0.9878 NA NA 422.1.1
(Heparin) extraction®,
LC-MS/MS Intra-Day QC 50 (LLOQ QC) NA 13.6 5.6
125, 2000, 3500, 5000 <9.9 -0.1t0 13.8
Plasma 50 pL (Analytical QCs)
Achiral 12500 (Dilution QC) 3.6 -0.1
L Y Inter-Day QC 125, 2000, 3500 NA <10.5 1.0t0 9.4
1near, 1/x (Analytical QCs)
12500 (Dilution QC) 7.8 4.8
Room temperature stability for 125, 3500 NA <11.6 -6.2t0-1.3
lh
Freeze-thaw stability for 125, 3500 NA <5.9 -53t0-5.1
3 cycles
Storage stability 125, 3500 NA Stable for 26 days at -70°C*
Stock solution stability NA NA Stable for 60 days at -20°C
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WA ER S 1 1398/80-D0142
Test Article: Pomalidomide

7w MSERR~ Y NI NREE &L

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
; ) Utilized 2 . CTD
Species Matrix (ng/mL) R Precision Accuracy
(% CV) (% RE)
Rat Plasma CC-4047 Solid-phase Calibration Range 50— 5000 >0.9979 NA NA 42212
(Heparin) extraction®,
LC-MS/MS Intra-Day QC 50 (LLOQ QC) NA 5.1 11.4
125, 2000, 3500, 5000 <9.1 -12.6 to 5.4
Plasma 50 L (Analytical QCs)
Achiral 12500 (Dilution QC) 6.8 13.1
Li 1 Inter-Day QC 125, 2000, 3500 NA <I1.1 0.0to 2.9
mnear, L/x (Analytical QCs)
12500 (Dilution QC) 9.3 2.3
Room temperature stability for 125, 3500 NA <25 -1.2t0-0.3
lh
Freeze-thaw stability for 125, 3500 NA <11.1 2.6t05.2
2 cycles
Storage stability 125, 3500 NA Stable for 11 days at -70°C"
Stock solution stability NA NA Stable for 60 days at -20°C
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HEFEF S 1 CC-4047-DMPK-001 (Final Report)

Test Article: Pomalidomide

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
; ) Utilized 2 . CTD
Species Matrix (ng/mL) R Precision Accuracy
(% CV) (% RE)
Monkey Plasma CC-4047 Liquid-liquid Calibration Range 0.5-500 0.9942 NA NA 42213
(1:1 extraction®,
K,EDTA LC-MS/MS Intra-Day QC 0.5 (LLOQ QC) NA 10.5 -7.0
plasma: 1.5,225,450 <1.8 -5.1t02.0
Sorenson’s Plasma 200 pL (Analytical QCs)
citrate bufter)
Achiral 2250 (Dilution QC) 1.5 7.2
) N Room temperature stability 1.5, 450 NA <23 2.7t07.1
Linear, 1/x
for4 h
Freeze-thaw stability for 1.5,450 NA <53 7.1t010.0
3 cycles
Stability for 156 days at 1.5,450 NA <49 -12.7t0 10.9
-20°C
Stability for 156 days at 1.5, 450 NA <43 -6.7t0 12.0
-80°C
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Wik EE S« CC-4047-DMPK-001 (Addendum-I report)
Test Article: Pomalidomide

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
; . Utilized 2 . CTD
Species Matrix (ng/mL) R Precision Accuracy
(% CV) (% RE)
Monkey Plasma CC-4047 Liquid-liquid Calibration Range 1-500 0.9932 NA NA 42213
(1:1 extraction®,
K,EDTA LC-MS/MS Intra-Day QC 1 (LLOQ QC) NA 7.8 -1.1
plasma: 3,225,400 <6.2 -1.4t03.9
Sorenson’s Plasma 200 pL (Analytical QCs)
citrate buffer)
Achiral Freeze-thaw stability for 3 3,400 <7.5 -5.7t0-0.5
cycles
Linear, 1/x
CC-4047 Liquid-liquid Calibration Range 1-500 >0.9924 NA NA
extraction®®,
LC-MS/MS Intra-Day QC 1 (LLOQ QC) NA 6.8 17.0
3, 225, 400 <83 -3.2t0-0.9
Plasma 75 pL (Analytical QCs)
Achiral 1000 (Dilution QC) 7.1 -6.4
Linear, 1/x°
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HEFEF S+ CC-4047-DMPK-013 (Final report)

Test Article: Pomalidomide

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
; ) Utilized 2 . CTD
Species Matrix (ng/mL) R Precision Accuracy
(% CV) (% RE)
Rat Plasma CC-4047 Liquid-liquid Calibration Range 0.5-500 >0.9878 NA NA 42214
(1:1 extraction®, -
K,EDTA LC-MS/MS Intra-Day QC 0.5 (LLOQ QC) NA <14.6 -3.8t04.8
plasma: 1.5,225,450 <8.7 -3.1t0 12.9
Sorenson’s Plasma 100 pL (Analytical QCs)
citrate bufter)
Achiral 2250 (Dilution QC) 1.9 -4.7
. 2 Inter-Day QC 0.5 (LLOQ QC) NA 9.4 -0.4
Linear, 1/x
1.5, 225, 450 NA <6.7 09to4.7
(Analytical QCs)
Room temperature stability 1.5, 450 NA <4.7 -12.0 to -6.7
for4 h
Freeze-thaw stability for 1.5,450 NA <4.5 0.0to 10.4
3 cycles
Stability for 187 days at 1.5, 450 NA <5.6 -3.3t0-04
-20°C
Stability for 187 days at 1.5, 450 NA <53 2.0t02.9
-70°C
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Wi EE S+ CC-4047-DMPK-013 (Addendum-I report)

Test Article: Pomalidomide

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
; . Utilized 2 . CTD
Species Matrix (ng/mL) R Precision Accuracy
(% CV) (% RE)
Rat Plasma CC-4047 Liquid-liquid Calibration Range 10 -2000 >0.9931 NA NA 42214
(1:1 extraction®,
K,EDTA LC-MS/MS Intra-Day QC 10 (LLOQ QC) NA 33 -12.1
plasma: 30, 800, 1600 <3.7 -8.41t02.1
Sorenson’s Plasma 50 pL (Analytical QCs)
citrate buffer)
Achiral Freeze-thaw stability for 3 30, 1600 NA <8.2 -8.4t010.8
cycles
. 2 -
Linear, 1/x Stock solution stability NA NA Stable for 99 days at -20°C" for 6
hours at room temperature
CC-4047 Liquid-liquid Calibration Range 10 -2000 >0.9977 NA NA
extraction®,
LC-MS/MSE Intra-Day QC 10 (LLOQ QC) NA 3.1 -2.2
30, 800, 1600 <4.1 -3.7t07.1
Plasma 50 pL (Analytical QCs)
Achiral 7500 (Dilution QC) 24 2.5

Linear, 1/x
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HEFEF S 1 CC-4047-DMPK-018 (Final report)

Test Article: CC-6016

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
; ) Utilized 2 . CTD
Species Matrix (ng/mL) R Precision Accuracy
(% CV) (% RE)
Monkey Plasma CC-6016 Liquid-liquid Calibration Range 1-200 >0.9906 NA NA 42215
(1:1 (R-CC- extraction®,
K,EDTA 4047) LC-MS/MS Intra-Day QC 1 (LLOQ QC) NA <14.8 -6.9 10 9.0
plasma: 2, 80, 160 <14.1 -6.9t09.5
Sorenson’s Plasma 200 pL (Analytical QCs)
citrate bufter)
Chiral 1600 (Dilution QC) 0.8 -3.6
Inter-D C 1 (LLOQ QC NA 13.7 1.0
Linear, 1/x nter-Day Q ( QQC)
2, 80, 160 <8.7 -1.9t05.5
(Analytical QCs)
Room temperature stability 2, 160 NA <144 0.0 to 4.5
for4 h
Freeze-thaw stability for 2,160 NA <129 -3.0t0 0.0
3 cycles
Stability for 126 days at 2, 160 NA <34 -2.5t04.5
-20°C
Stability for 126 days at 2, 160 NA <6.0 -4.0to -3.1
-70°C
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i EH S+ CC-4047-DMPK-018 (Final report)

Test Article: CC-5083

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
; . Utilized 2 . CTD
Species Matrix (ng/mL) R Precision Accuracy
(% CV) (% RE)
Monkey Plasma CC-5083 Liquid-liquid Calibration Range 1-200 >0.9916 NA NA 42215
(1:1 (S-CC- extraction®,
K,EDTA 4047) LC-MS/MS Intra-Day QC 1 (LLOQ QC) NA <12.8 3.0t07.0
plasma: 2, 80, 160 <11.8 -6.0t0 1.9
Sorenson’s Plasma 200 uL (Analytical QCs)
citrate buffer)
Chiral 1600 (Dilution QC) 1.2 -2.8
) 2 Inter-Day QC 1 (LLOQ QC) NA 11.3 5.0
Linear, 1/x
2, 80, 160 <7.8 -4.0 to -0.6
(Analytical QCs)
Room temperature stability 2,160 NA <104 -6.0t0 0.0
for4 h
Freeze-thaw stability for 2,160 NA <6.0 0.0to 2.0
3 cycles
Stability for 126 days at 2,160 NA <2.1 8.1t012.0
-20°C
Stability for 126 days at 2,160 NA <5.0 9.4t010.0
-70°C
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HWIEEER S © CC-4047-DMPK-018 (Addendum-I report)
Test Article: CC-6016, CC-5083

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
; ) Utilized 2 . CTD
Species Matrix (ng/mL) R Precision Accuracy
(% CV) (% RE)
Monkey Plasma CC-6016 Liquid-liquid Calibration Range 1-200 0.9937 NA NA 42215
(1:1 (R-CC- extraction’,
K,EDTA 4047) LC-MS/MS Intra-Day QC 1 (LLOQ QC) NA 6.5 -1.7
plasma: 2, 80, 60 <7.6 -1.8to 1.1
Sorenson’s Plasma 200 pL (Analytical QCs)
citrate buffer)
CC-5083 Chiral Calibration Range 1-200 0.9962 NA NA
(S-CC-
Intra-D C 1 (LLOQ QC NA 6.8 -4.2
4047) Linear, 1/x* ntra-Day Q ( QQC)
2, 80, 160 <6.9 -1.8 t0 6.1
(Analytical QCs)
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Y FMET R~V B I NREE R

LRS- - CC-4047-DMPK-027

Test Article: Pomalidomide

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
; ) Utilized 2 . CTD
Species Matrix (ng/mL) R Precision Accuracy
(% CV) (% RE)
Rabbit Plasma CC-4047 Liquid-liquid Calibration Range 0.5-500 0.9936 NA NA 422.1.6
1:1 extraction,
K;EDTA LC-MS/MS Intra-Day QC 0.5 (LLOQ QC) NA 4.6 0.2
plasma: 1.5,225, 450 <29 -7.110 8.0
Sorenson’s Plasma 200 puL (Analytical QCs)
citrate buffer)
Achiral 2250 (Dilution QC) 6.7 8.2
. 2 Room temperature 1.5, 450 NA <9.0 -3.6t03.3
Linear, 1/x o
stability for 4 h
Freeze-thaw stability for 1.5,450 NA <34 33t053
3 cycles
Stability for 94 days at 1.5, 450 NA <6.1 -5.6t0 -2.0
-20°C
Stability for 94 days at 1.5, 450 NA <9.7 -10.4 to -4.7
-70°C
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7 v MuEfR = T A~ — R E R R
W EE S« CC-4047-DMPK-032 (Final and Addendum I reports)
Test Article: CC-6016

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
; ) Utilized 2 . CTD
Species Matrix (ng/mL) R Precision Accuracy
(% CV) (% RE)
Rat Plasma CC-6016 Liquid-liquid Calibration Range 5-1000 >0.9952 NA NA 422.1.7
(1:1 (R-CC- extraction’,
K,EDTA 4047) LC-MS/MS Intra-Day QC 5 (LLOQ QC) NA <85 -54t05.5
plasma: 15, 400, 800 <59 -3.6t06.5
Sorenson’s Plasma 50 pL (Analytical QCs)
citrate buffer)
Chiral 5000 (Dilution QC) <42 40t09.3
. 2 Inter-Day QC 5 (LLOQ QC) NA 8.2 0.8
Linear, 1/x
15, 400, 800 <54 -2.1t03.4
(Analytical QCs)
5000 (Dilution QC) 3.9 6.9
Room temperature 15, 800, 5000 NA <5.9 -3.1t08.6
stability for 24 h
Freeze-thaw stability for 15, 800, 5000 NA <6.2 -1.6 to 10.1
3 cycles at -70°C
Stability for 29 days at 15, 800, 5000 NA <4.0 -6.8t0 -0.9
-20°C
Stability for 203 days at 15, 800, 5000 NA <11.5 -2.6t0 10.0
-70°C"
Stock solution stability NA NA Stable for 100 days at -20°C and for
6 hours at room temperature'
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s EF S« CC-4047-DMPK-032 (Final and Addendum I reports)

Test Article: CC-5083

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
Species Matrix Utilized (ng/mL) R’ Precision Accuracy CTD
(% CV) (% RE)
Rat Plasma CC-5083 Liquid-liquid Calibration Range 5-1000 >0.9938 NA NA 422.1.7
(1:1 (S-CcC- extraction, Intra-Day QC 5 (LLOQ QOC) NA <10.7 -2.2t06.7
K;EDTA 4047) LC-MS/MS 15, 400, 800 <5.7 -3.9105.5
plasma: (Analytical QCs)
Sorenson’s Plasma 50 pL 5000 (Dilution QC) <4.0 3.7t011.5
citrate buffer) Inter-Day QC 5 (LLOQ QC) NA 8.6 2.1
Chiral 15, 400, 800 <4.9 2.0t02.3
) 5 (Analytical QCs)
Linear, 1/x 5000 (Dilution QC) 43 7.1
Room temperature 15, 800, 5000 NA <4.0 -2.3t010.3
stability for 24 h
Freeze-thaw stability for 15, 800, 5000 NA <7.6 -0.9t06.7
3 cycles at -70°C
Stability for 29 days at 15, 800, 5000 NA <6.3 -4.7t09.2
-20°C
Stability for 223 days at 15, 800, 5000 NA <93 -7.4t0 8.5
-70°C
Stock solution stability NA NA Stable for 100 days at -20°C and for
6 hours at room temperature’
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~ U A MAE PR T A

s EF S« CC-4047-DMPK-040 (Final and Addendum I reports)

Test Article: Pomalidomide

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
; ) Utilized 2 . CTD
Species Matrix (ng/mL) R Precision Accuracy
(% CV) (% RE)
Mouse Plasma CC-4047 Solid-phase Calibration Range 2 -400 >0.9934 NA NA 42218
(1:1 extraction’,
K,EDTA LC-MS/MS Intra-Day QC 2 (LLOQ QC) NA 3.95 NA
plasma: 6, 160, 320 <2.44 NA
Sorenson’s (Analytical QCs)
citrate buffer) Plasma 12.5 pL
1600 (Dilution QC) <2.36 -1.25 t0 0.00
Achiral Inter-Day QC 2 (LLOQ QC) NA 2.44 1.25
Linear, 1/x 6, 160, 320 (Analytical QCs) <1.62 0.28 to 4.67
1600 (Dilution QC) 1.53 -0.69
Dilution Integrity’ 3000 (QCD10X) NA 3.98 -2.85
3000 (QCD20X) NA 2.69 1.73
Room temperature 6, 320, 1600 NA <5.39 -3.87 t0 0.35
stability for 25 h
Freeze-thaw stability 6, 320, 1600 NA <4.03 0.69 to 1.52
for 5 cycles
Stability for 106 days at 6, 320, 1600 NA <4.86 -7.38 t0 3.33
-20°C
Stability for 106 days at 6, 320, 1600 NA <5.55 -1.94 t0 6.43
-70°C
Stability for 305 days at 6, 320, 1600 NA <7.07 -5.53 t0 2.00
-70°C
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~ 7 A MAE R B E A
W EE S - CC-4047-DMPK-040 (Final and Addendum I reports)
Test Article: Pomalidomide

Biological Sample Analytes Methods Identification of Sample Concentration Method Performance Location in
Species Matrix (ng/mL) R Precision Accuracy
(% CV) (% RE)
Mouse Plasma CC-4047 Solid-phase Stock solution stability 1 mg/mL NA Stable for 482 days at -20°C and
(1:1 extraction?, (methanol:acetonitrile 1:1) for 6 hours at room temperature®
K;EDTA LC-MS/MS
plasma:
Sorenson’s

citrate bufter) Plasma 12.5 pL

Achiral

Linear, 1/x*

a: Plasma storage stability at -70°C was obtained from study 1398/126.

b: Plasma storage stability at -70°C was obtained from study 1398/72.

c: Structural analog internal standard was used.

d: Stable labeled internal standard was used.

e: Sample volume was reduced from 0.4 to 0.15 mL.

f: 99-day stock solution stability at -20°C was obtained from CC-4047-DMPK-014.

g: Modification of MRM transition.

h: 203-day stability at -70°C was obtained from Addendum-I report (the addendum report is for long-term stability).
i: Stock solution stability at room temperature was obtained from CC-4047-DMPK-029.

j: Dilution integrity at 3000 ng/mL (10-, 20-fold) was obtained from study CC-4047-TOX-1167.

k: Stock solution stabilities at room temperature were obtained from CC-4047-DMPK-029 and CC-4047-DMPK-036.
NA: Not applicable.
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2.6.5.3 EYENREAER - RN
2.6.5.3.1 HMEKZS5HER
7 v b TTOIYERE
AL EF S 1 1398/72-D1140 (Location in CTD: 4.2.2.2.1)

Test Article: Pomalidomide

Species SD rat
Gender (M/F), No. of animals Male, 3/time point
Feeding conditions Fasted
Route of administration/Dose 100 mg/kg for po, 2.5 mg/kg for iv
i Fomiaion | 127 () crtwmetiledles i
Samples withdrawn/Matrix Blood/Plasma
Sampling time Pre-dose, 5 (iv only), 10, 20, 30 min, 1, 2,4, 6, 8, 12,24,48 h
Analyte/Assay method Pomalidomide/LC-MS/MS
Dose (mg/kg) 100 2.5
Route po v
PK parameters
tmax (h) 4.0 0.083
Cinax (ng/mL) 4896.7 3185.7
AUC, (ngeh/mL) 45127.6 8703.4
t (h) 5.5 6.2
CL (mL/h/kg) NA 285.5
Vd (mL/kg) NA 2564.2
F (%) 13.0 NA

NA : Not applicable.
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PILTOERY) B RE

G EER S - 1398/73-D1140

Test Article: Pomalidomide

(Location in CTD: 4.2.2.2.2)

Species

Cynomolgus monkey

Gender (M/F), No. of animals

Male, 4/group

Feeding conditions

Fed

Route of administration/Dose

100 mg/kg for po, 10 mg/kg for iv

Vehicle/Formulation

po: 1% (w/v) carboxymethylcellulose in water
iv: 1:4 (v/v) polyethylene glycol (PEG) 400:Intralipid 20%

Samples withdrawn/Matrix

Blood/Plasma

Sampling time

Pre-dose, 5 (iv only), 10, 20, 30 min, 1, 2,4, 6, 8, 12,24, 48 h

Analyte/Assay method Pomalidomide/LC-MS/MS
Dose (mg/kg) 100 10
Route po iv
PK parameters
tinax () 2.0 0.333
Conax (ng/mL) 3714.2 6930.6
AUC, (ngsh/mL) 63110.4 42083.7
tia (h) 25.0 6.7
CL (mL/h/kg) NA 239.5
Vd (mL/kg) NA 22833
F (%) 15.0 NA

NA: Not applicable.
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A TOEF LT oA — g5 DR
WiEEER S+ CC-4047-DMPK-021 (Location in CTD: 4.2.2.2.3)
Test Article: Pomalidomide, CC-6016, CC-5083
Species Cynomolgus monkey
Gender (M/F), No. of animals Male, 3/group
Feeding conditions Fed/iv, Fasted/po
Route of administration/Dose po: 2.0 mg/kg (Pomalidomide), 1.0 mg/kg (CC-6016 and CC-5083), iv: 1.0 mg/kg (Pomalidomide), 0.5 mg/kg (CC-6016 and CC-5083)
. . po: 1% (w/v) carboxymethylcellulose in water
Vehicle/Formulation iv: 5% dimethylacetamide, 45% PEG-400, 50% saline
Samples withdrawn/Matrix Blood/Plasma
Sampling time po: Pre-dose, 0.25,0.5, 1, 2, 3,4, 6, 8, 12, 24, 48 h, iv: Pre-dose, 0.083, 0.25,0.5, 1,2, 4,6, 8, 12,24,48 h
Analyte/Assay method CC-6016 (R-pomalidomide) and CC-5083 (S-pomalidomide)/LC-MS/MS
Administered Dose? Route Analvie Co/Cra’ tmax AUC, AUC;¢ ti CL Vs S/R F
compound (mg/kg) ye (ng/mL) (h) (ngeh/mL) (ngeh/mL) (h) (mL/h/kg) (mL/kg) AUC;,#Ratio (%)
439 3.0 3060 3740 8.0
CC-5083 (567° | (2.03.0) | (958) (1440) | (3.6) NA NA NA
Pomalidomide 631 3.0 5720 5730 5.5 0.661
(racemate) 2.0 po CC-6016 129) | (3.03.0) | (2070 2070) | (0.7) NA NA (0.205) NA
1060 3.0 9340 9350 5.0 116
CC-5083+CC-6016 1 (1g3) | 2.0:3.0) | (3160) 3170) | (0.6) NA NA (10.3)
910 1.0 2980 3000 35 130
CC-5083 NA NA
CC-5083 10 po (191) (0.5-2.0) (401) (406) (1.3) 3.30 (15.9)
(S-pomalidomide) ' 132 3.0 990 1030 4.1 (1.23)
CC-6016 (332) | (2.03.0) | (505 (501) (0.6) NA NA NA
97.9 3.0 869 898 4.4
CC-5083 NA NA NA
CC-6016 10 o (202) | (2.0-3.0) (269) (293) ©.8) 0.215
(R-pomalidomide) ' P CC6016 780 2.0 4070 4120 3.9 NA NA (0.020) 111
i @47.1) | (2.0-3.0) (979) (1020) (0.7) (15.1)

Confidential and Proprietary

T =



FE<U RI R 2.6.5 IEEH R EIR Page 24
5 EE S« CC-4047-DMPK-021 (Location in CTD: 4.2.2.2.3) (i &)
Test Article: Pomalidomide, CC-6016, CC-5083
Administered Dose® Co/Cnax’ tiax AUC, AUC;y¢ tin CL Vi S/R F
Route Analyte
compound (mg/kg) (ng/mL) (h) (ngeh/mL) (ngeh/mL) (h) (mL/h/kg) (mL/kg) AUC;,*Ratio (%)
743 1900 1920 49
CC-5083 2.7y NA (482) (484) (12) NA NA NA
Pomalidomide . 896 3270 3290 35 0.587
(racemate) 1.0 v CC-6016 (43.9) NA (922) (933) (0.1) NA NA (0.068) NA
1640 5470 5490 4.1 211 826
CC-5083+CC-6016 | g5 ) NA (1820) (1820) (0.6) (68.9) (78.8) NA
698 1210 1230 4.1 457 1140
CC-5083 NA NA
CC-5083 05 . (13.6) (381) (390) (1.4) (147) (116) 2.14
. . . v
CC-6016 (4.65) NA (194) (200) (13) NA NA NA
15.3 541 553 3.3
CC-5083 ' NA NA NA NA
CC-6016 05 , (4.17) (167) (162) (0.7) 0221
. . . v
(R-pomalidomide) CC6016 703 NA 2450 2470 3.8 203 769 (0.039) NA
(124) (372) (382) (0.4) (33.1) (57.6)

a: Nominal doses are listed, experimentally determined doses were used for pharmacokinetic calculations.
b: Cspin was reported for iv dose, Cy,. Was reported for oral dose.
c: Values are presented as the mean (standard deviation), except t,,,x which is median (range).

NA: Not applicable.
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26532 RERSHR
7w b TD 6 » ARG (TK #ER)
W EE 0 CC-4047-TOX-013 (Location in CTD: 4.2.3.2.5) Test Article: Pomalidomide
Species SD rat
Gender (M/F), No. of animals Male and female, 3/group
Route of administration/Dose po:50, 250 and 1000 mg/kg/day
Vehicle/Formulation 1% (w/v) carboxymethylcellulose in water
Samples withdrawn/Matrix Blood/Plasma
Sampling time Pre-dose, 0.5, 2, 4, 8,24 h on Day 1, 92, 180
Analyte/Assay method Pomalidomide, CC-5083, CC-6016/LC-MS/MS
Male Female
Day Analyte Parameter
50 mg/kg/day 250 mg/kg/day 1000 mg/kg/day 50 mg/kg/day 250 mg/kg/day 1000 mg/kg/day
Cnax (ng/mL) 1457 2045 2887 2043 2949 4078
1 Pomalidomide tmax (h) 4.0 4.0 2.0 4.0 4.0 4.0
AUC, (ngeh/mL) 21710 30770 38490 30260 47440 63050
Conax (ng/mL) 472.6 691.7 1120 990.7 1534 1913
CC-5083 tmax (h) 2.0 4.0 2.0 4.0 4.0 4.0
AUC;, (ngeh/mL) 6172 7822 11410 10870 20800 25280
Cinax (ng/mL) 850.9 1487 2049 1660 2679 3427
92 CC-6016 tnax () 2.0 4.0 2.0 4.0 4.0 4.0
AUC;, (ngeh/mL) 13100 18070 25160 19850 36770 44670
CC-5083 Cinax (ng/mL) 1324 2178 3169 2651 4213 5340
+ tax () 2.0 4.0 2.0 4.0 4.0 4.0
CC-6016 AUC, (ngsh/mL) 19270 25890 36570 30730 57570 69950
Cinax (ng/mL) 1566 2277 3813 3377 4322 6776
180 | Pomalidomide tmax () 2.0 4.0 2.0 4.0 4.0 2.0
AUC;, (ngeh/mL) 21440 31120 42530 40420 70170 98010
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PILTOD 9 » AR OKBEGERER (TK R5R)
RAEEF T 1 CC-4047-TOX-006 (Location in CTD: 4.2.3.2.10)

Test Article: Pomalidomide

Species Cynomolgus monkey

Gender (M/F), No. of animals Male and female, 6/group for 0.05 and 0.1 mg/kg/day, 7/group for 1 mg/kg/day

Route of administration/Dose po: 0.05, 0.1 and 1.0 mg/kg/day

Vehicle/Formulation 1% (w/v) carboxymethylcellulose in water+100 nMacetate buffer (pH 5.5)

Samples withdrawn/Matrix Blood/Plasma

Sampling time Pre-dose, 0.5, 2, 4, 8, 24 h on Dayl, 28, 138, 194, 272

Analyte/Assay method Pomalidomide, CC-5083, CC-6016/LC-MS/MS
Male Female
Day Analyte Parameter
0.05 mg/kg/day 0.1 mg/kg/day 1.0 mg/kg/day 0.05 mg/kg/day 0.1 mg/kg/day 1.0 mg/kg/day
Cinax (ng/mL) 17.77 31.07 277.9 25.32 30.44 224.2
1 Pomalidomide tmax () 2.0 2.0 4.0 2.0 2.0 4.0
AUC, (ngeh/mL) 98.46 242.4 2892 215.1 173.2 2653
Cnax (ng/mL) 12.01 22.78 196.5 11.89 22.69 189.2
CC-5083 tmax () 1.3 0.5 4.0 2.0 0.5 4.0
AUC, (ngeh/mL) 43.14 85.13 2165 65.85 75.11 1732
Cnax (ng/mL) 12.31 21.44 158.8 12.80 22.18 161.2
28 CC-6016 tmax () 1.3 2.0 4.0 2.0 0.5 4.0
AUC, (ngeh/mL) 58.82 103.8 2030 84.84 98.66 1936
CC-5083 Cnax (ng/mL) 24.31 43.87 347.6 24.51 44.56 349.5
+ tmax () 1.3 0.5 4.0 2.0 0.5 4.0
CC-6016
AUC, (ngeh/mL) 103.9 188.9 4194 152.0 173.8 3669
Cnax (ng/mL) - - 814.5% - - 666.2°
138 Pomalidomide tmax (h) - - 4.0° - - 4.0°
AUC; (ng*h/mL) - - 11020° - - 9584 %
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PILTO 9 H OGRS (TK R
W EF S+ CC-4047-TOX-006 (Location in CTD: 4.2.3.2.10) (i %)

Test Article: Pomalidomide

Species Cynomolgus monkey

Gender (M/F)/No. of animals Male and female, 6/group for 0.05 and 0.1 mg/kg/day, 7/group for 1 mg/kg/day
Route of administration/Dose po: 0.05, 0.1 and 1.0 mg/kg/day

Vehicle/Formulation 1% (w/v) carboxymethylcellulose in water

Samples withdrawn/Matrix Blood/Plasma

Pre-dose, 0.5, 2, 4, 8, 24 h on Dayl, 28, 138, 194, 272
Pomalidomide, CC-5083, CC-6016/LC-MS/MS

Sampling time

Analyte/Assay method
Male Female
Day Analyte Parameter
0.05 mg/kg/day 0.1 mg/kg/day 1.0 mg/kg/day 0.05 mg/kg/day 0.1 mg/kg/day 1.0 mg/kg/day
Cpmax (ng/mL) 24.84 37.62 431.1° 21.68 38.85 370.8°
194 | Pomalidomide tnax () 2.0 2.0 4.0° 3.0 2.0 4.0°
AUC, (ngeh/mL) 132.4 2133 5867° 195.6 186.6 4215°
Cinax (ng/mL) 15.23 29.64 554.5° 16.94 26.79 751.8¢
272 | Pomalidomide tynax () 3.0 3.0 2.0° 3.0 4.0 2.0¢
AUC;, (ngeh/mL) 132.7 227.3 5640° 169.9 211.4 6540¢

-: Not conducted. a:n=1. b:n=5. c:n=4. d:n=3.
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P T 28 AR OEGRER (TK R5R)
RALEI S 1 1398/117-D6154 (Location in CTD: 4.2.3.2.7)

Test Article: Pomalidomide

Species

Cynomolgus monkey

Gender (M/F), No. of animals

Male and female, 3/group

Route of administration/Dose

po: 30, 100 and 300 mg/kg/day

Vehicle/Formulation

1% (w/v) carboxymethylcellulose in water

Samples withdrawn/Matrix

Blood/Plasma

Sampling time

Pre-dose, 15,30 min, 1, 2,4, 8, 16 hon Day 1, 14

Analyte/Assay method Pomalidomide/LC-MS/MS
Male Female
Day Analyte Parameter
30 mg/kg/day 100 mg/kg/day 300 mg/kg/day 30 mg/kg/day 100 mg/kg/day 300 mg/kg/day
Conax (ng/mL) 2038.4 2267.2 4406.3 3022.7 30524 34404
1 Pomalidomide tmax () 4.0 2.7 2.7 2.7 4.7 33
AUC¢, (ngeh/mL) 22783.6 26091.9 (n=2) 47043.2 27510.7 38233.0 39570.5
Conax (ng/mL) 4468.9 3763.0 11384.3 4943.5 8395.5 16275.0
14 Pomalidomide tmax () 1.7 2.0 1.7 1.7 2.0 3.0
AUC 4, (ngeh/mL) 48770.6 41821.7 143387.4 51857.6 96599.5 127654.8 (n=2)
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2654 FEYEREHEE : 2%
Z v N COMBE A
Wi FE S+ CC4047-DMPK-005 (Location in CTD: 4.2.2.3.1)
Test Article: [14C]—Pomalidomide
Species Long-Evans rat
Gender (M/F), No. of animals Male, 1/time point
Feeding condition Fed
Route of administration/Dose po: 100 mg/kg (200 uCi/kg)
Vehicle/Formulation 1% (w/v) carboxymethyl cellulose in water
Specific activity 210.8 nCi/mg
Sampling time 0.5,1,3,6,8,12,24,48", 72,96, 120, 144, 168 h (120 h and 144 h samples were not assayed)
Assay Radioactivity by whole body autoradiography, Liquid Scintilation Counter
ug equivalents of pomalidomide/g of tissue
Hlosue e Hlosue 0.5h Ih 3h 6h $h 12h 24 48 1 72,20 and
Blood (cardiac) 0.685 0.840 1.696 0.987 0.962 NI NI BQL NI
Blood (LSC) 0.537 0.573 0.848 0.817 0.638 0.183 0.101 0.354 0
Vascular/ Plasma (LSC) 0.459 0.482 0.685 0.647 0.472 0.140 0.069 0.257 0
Lymphatic Bone Marrow 0.454 0.607 1.533 0.789 0.704 NI NI BQL NI
Lymph Nodes 0.499 0.585 0.883 1.106 1.008 NI NI NI NI
Spleen 0.712 0.973 1.443 0.974 0.990 NI NI 0.464 NI
Thymus 1.069 0.783 1.376 0914 0.787 NI NI BQL NI
Bone BQL BQL 0.642 BQL BQL NI NI NI NI
I\S/ll;eslfltfl‘;/r Heart 0.964 0.850 1.982 1.099 0.984 NI NI 0.464 NI
Skeletal Muscle 0.871 0.722 1.391 0.894 0.959 BQL NI 0.422 NI
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HIEFEFE S+ CC4047-DMPK-005 (Location in CTD: 4.2.2.3.1) (}iX)
Test Article: ['*C]-Pomalidomide
ug equivalents of pomalidomide/g of tissue
Tissue type Tissue 0.5h 1h 3h 6h 8h 12h 24h 48h° 72’122 E“d
Bile (in duct) 6.063 6.486 9.962 9.486 1.777 NI NI NI NI
Renal Cortex 1.333 2.297 5.635 3.007 2.163 NI NI 0.836 NI
Exerotory! Renal Medulla 1.091 5.140 5.477 1.940 2.480 NI NI 1.782 NI
Metabolic Liver 2.341 1.469 2.589 1.835 1.513 BQL NI 0.738 NI
Urinary Bladder 0.762 4388 6.729 28.466 9.005 19.362 NI 9.712 NI
Urinary Bladder 14.728 14.092 66.639 47.222 52.370 24.360 NI 7.854 NI
(contents)
Brain (cerebrum) BQL BQL 0.458 BQL 0.482 NI NI BQL NI
Brain (cerebellum) BQL BQL 0.582 BQL BQL NI NI BQL NI
Centg‘ylslti‘:’rrl“’“s Brain (medulla) BQL BQL 0.566 BQL BQL NI NI BQL NI
Meninges 0.748 0.723 0.988 1.239 0.803 NI NI BQL NI
Spinal Cord BQL BQL 0.728 BQL BQL NI NI NI NI
Adrenal Gland 1.596 1.054 2.803 0.959 1.205 NI NI 0.750 NI
Endocrine Pituitary Gland 0.564 0.994 1.873 0.879 1.131 NI NI 1.120 NI
Thyroid Gland 0.947 0.782 1.758 1.237 1.387 NI NI NI NI
Harderian Gland 1.057 1.164 2.072 1.115 1.395 0.568 NI 0.569 NI
Secretory Pancreas 1.027 1.060 2.110 1.080 0.953 NI NI 0.534 NI
Salivary Gland 0.803 0.660 1.632 1.029 1.067 NI NI 0.481 NI
. Adipose (brown) 0.560 0.644 1.373 0.902 0.928 0.539 NI 0.794 NI
Adipose Adipose (white) BQL BQL 0.653 BQL BQL BQL NI BQL NI
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HIEFEFE S+ CC4047-DMPK-005 (Location in CTD: 4.2.2.3.1) (}iX)
Test Article: ['*C]-Pomalidomide
ug equivalents of pomalidomide/g of tissue
Tissue pe Tissue 0.5h 1h 3h 6h 8h 12h 24h 48h° 72’122 E“d

Epididymis 0.823 0.587 1.333 0.770 0.881 NI NI 0.421 NI

. Prostate Gland 0.961 0.641 1.781 0.710 0.905 NI NI 0.245 NI
Reproductive - -

Seminal Vesicles 0.559 0.698 1.684 0.939 1.214 NI NI 0.449 NI

Testis 0.587 BQL 1.483 0.786 0.497 NI NI BQL NI

. Lung 1.403 0.651 2.147 1.163 0.891 NI NI 0.518 NI

Res%;itory Nasal Turbinates 1.340 3.872 1.064 BQL 0.648 NI NI BQL NI

Trachea BQL 0.623 1.391 1.031 BQL NI NI NI NI

Cecum 0.642 0.769 1.901 197.581 32.738 NI NI 1.011 NI

Cecum (contents) BQL BQL 31743 3016.2 3266.7 955.85 771.66 12.924 NI

Esophagus 2.182 0.725 1.547 0.849 0.740 NI NI NI NI

Large Intestine 0.784 1.392 1.308 1.006 1.007 NI NI 0.649 NI

Alimentary Large Intestine 5.110 BQL 5.365 26.118 4169.1 3991.9 67.106 13.239 NI
Canal (contents)

Stomach (mucosa) 12.492 9.615 2.891 1.284 1.612 NI NI 0.785 NI

Stomach (contents) 6987.1° 6224.1° 1423.0 772.72 4319 1.421 NI 4.872 NI

Small intestine 0.840 1.878 3.271 8.218 14.490 NI NI NI NI

Small Intestine 3883.0 8204.4° 1639.4 1439.0 6098.7 2.070 1.293 0.806 NI
(contents)

Dermal Skin, Pigmented 0.725 1.037 2.106 1.407 1.431 0.606 NI 0.981 NI

Oeular Eye, Uveal Tract 1.213 2.144 3.251 3.211 3.047 0.652 NI 1.562 NI

Eye, Lens BQL BQL 0.433 BQL 0.490 BQL NI 0.295 NI

a: Rat experienced an apparent dosing error, where some dosing material was delivered into the trachea and pleural cavity.
b: Value is above ULOQ.

NI: Not identifiable in autoradioluminograph.
BQL: Tissue concentration value below LLOQ. LLOQ =0.418 pg equiv/g of tissue.
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G FEFE 5 CC4047-DMPK-005 (Location in CTD: 4.2.23.1) (fE &)
Test Article: ['*C]-Pomalidomide
Tissue type Tissue (ﬁ(ljjlif/‘sgt) (f&?’:g) t(“};a)x Tissue type Tissue (ﬁ(ljjlif/‘sgt) (5&7;) t(“lf)x
Adipose (brown) 2.2713 0.2894 3.0 Eye, Lens 0.3315 0.1033 8.0
Adipose - - Ocular
Adipose (white) 0.1377 0.1377 3.0 Eye, Uveal Tract 6.3640 0.6853 3.0
Cecum 112.3323 41.6501 6.0 Epididymis 1.5962 0.2810 3.0
Esophagus 2.1858 0.4600 0.5 ) Prostate Gland 1.8497 0.3754 3.0
) - Reproductive - -

Alimentary Canal Large Intestine 1.9225 0.2934 1.0 Seminal Vesicles 1.9105 0.3550 3.0
Small Intestine 9.7369 3.0545 8.0 Testis 1.3933 0.3126 3.0
Stomach (mucosa) 7.2456 2.6333 0.5 Lung 2.4110 0.4526 3.0
Brain (cerebellum) 0.1227 0.1227 3.0 Respiratory Tract Nasal Turbinates 1.9295 0.8162 1.0
Brain (cerebrum) 0.3430 0.1016 8.0 Trachea 1.2232 0.2932 3.0
Cent;a;si;m“s Brain (medulla) 0.1193 0.1193 3.0 Harderian Gland 3.2750 0.4368 3.0
Meninges 1.6530 0.2612 6.0 Secretory Pancreas 2.3237 0.4448 3.0
Spinal Cord 0.1535 0.1535 3.0 Salivary Gland 1.9373 0.3440 3.0
Dermal Skin, Pigmented 3.3997 0.4439 3.0 Bone 0.1353 0.1353 3.0
Adrenal Gland 2.8099 0.5909 3.0 Heart 2.2143 0.4178 3.0
Endocrine Pituitary Gland 2.0398 0.3948 3.0 Skeletal/ Skeletal Muscle 1.7438 0.2932 3.0
Thyroid Gland 2.2371 0.3706 3.0 Muscular Blood (by LSC) 1.9532 0.1788 3.0
Kidney Cortex 5.8263 1.1879 3.0 Blood (cardiac) 1.9464 0.3575 3.0
Excretory/ Kidney Medulla 5.9584 1.1546 3.0 Bone Marrow 1.6038 0.3232 3.0
Metabolic Liver 3.4808 0.5458 3.0 Lymph Node 1.4937 0.2331 6.0
Urinary Bladder 33.6823 6.0006 6.0 Vascular/ Plasma (by LSC) 1.5234 0.1444 3.0
Lymphatic Spleen 1.8514 0.3042 3.0
Thymus 1.7686 0.2901 3.0
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2655 EWEREHER : MIEZ VIS
in vitro COMIEZ R 7 FES
i EFE 5 - CC-4047-DMPK-015 (Location in CTD: 4.2.2.3.2)
Test Article: Pomalidomide
Test System in vitro
Sample/Method Plasma/ultrafiltration
Specific activity 210.8 nCi/mg
Concentration 30, 100, 300, 1000 and 3000* ng/mL
Analyte/Assay method CC-6016 and CC-5083/LC-MS/MS
Percent (%) bound-mean of triplicates
Species 30 ng/mL° 100 ng/mL° 300 ng/mL° 1000 ng/mL°
CC-6016 (R-) CC-5083 (S-) CC-6016 (R-) CC-5083 (S-) CC-6016 (R-) CC-5083 (S-) CC-6016 (R-) CC-5083 (S-)
Mouse 37.94 44.96 46.19 51.70 33.69 39.04 25.14 25.61
Rat 43.72 23.11 40.32 15.88 41.20 15.79 35.60 12.37
Rabbit 29.82 38.15 31.41 35.74 31.33 36.85 32.29 40.45
Monkey 21.05 52.93 22.20 58.90 13.89 55.48 11.97 53.47
Human 11.96 43.94 12.60 41.09 13.95 40.11 24.85 43.65

a: Note that the results at a CC-4047 concentration of 3000 ng/mL were not included because an accurate assessment could not be made.
b: Concentrations listed are the nominal pomalidomide racemate concentrations.
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2.6.5.6 EYENREALR -
X C O eSS B

PEIR R SHRELBIMIC & 1T HELER

WAEEFRE + CC-4047-TOX-007 (Location in CTD: 4.2.3.5.2.2)

Test Article: Pomalidomide

Species

New Zealand White rabbit

Gender (M/F), No. of animals

Pregnant female, 3/group

Feeding conditions

Fed

Route of administration/Dose

po: 5,10, 100 and 250 mg/kg/day

Vehicle/Formulation

1% (w/v) carboxymethylcellulose in water

Samples withdrawn/Matrix

Blood (Maternal and fetal)/Plasma

Sampling time

Pre-dose, 0.5,1,2,4,6,10,24 hon DG 7,19. Between 1.5 and 2 h on DG 20

Analyte/Assay method Pomalidomide/LC-MS/MS
Maternal Parameters (GD 19) Fetal Parameter (GD20)
Dose Con - AUC,,, ts Plasmap(;;rézzr;tgi[igrll) 2;01.5—2 h
mg/kg/day ng/mL h ngeh/mL h ng/mL

5 61.68 £24.84 0.5 [NA] 270.7 £ 62.60 51+22 27.97 +7.535

10 71.88+7.118 0.5 [0.5-1.0] 417.9+9.301 3.6+0.1 50.11 £4.360

100 217.4£77.46 0.5 [NA] 2787 + 1229 NC* 106.2 £13.92

250 385.1 £163.5 0.5 [NA] 3328 + 1535 144 +4.0° 137.7£106.8

Additional information: Animals were administered pomalidomide daily on Gestation Day (GD) 7 through GD 20. Maternal blood samples were collected at various time points following dosing
on GD 7 and GD 19, while fetal blood samples were collected 1.5 to 2 hours following dosing on GD 20.

Values are presented as mean (n=3) + standard deviation, except t,,, which is median and [range].

NA: Not applicable

a: Not calculated, terminal elimination phase not resolved.

b: n=2.
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7 v N TTOIH BT
G EEK S 1 CC-4047-DMPK-038 (Location in CTD: 4.2.2.3.3)

Test Article: Pomalidomide

Species SD rat

Gender (M/F), No. of animals Lactating female, 4/time point

Feeding conditions Fed

Route of administration/Dose po: 10 mg/kg

Vehicle/Formulation 1% (w/v) carboxymethylcellulose in water

Samples withdrawn/Matrix Blood (maternal) and milk/Plasma and milk

Sampling time 1,4,8,24h

Analyte/Assay method Pomalidomide/LC-MS/MS

Tim(eh};oint (I:lgiﬁ]f) (nl\g/iirii) Milk/Plasma concentration ratio

1 1390 (136) 1640 (430) 1.2 (0.27)
4 3880 (661) 4820 (159) 1.3 (0.22)
8 2290 (549) 3220 (727) 1.5(0.39)
24 113 (38.6) 70.3 (24.6) 0.63 (0.071)

Additional information: Lactating SD rats were administered a single pomalidomide dose on approximately 14 days postpartum. Maternal milk and blood samples were collected at 1, 4, 8 and
24 hours following dosing.

Values are presented as mean (standard deviation).
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2657
in vivo CTO IMERFETTIE

EMFEAER - DD MEHER

AL .« CC-4047-DMPK-009 (Location in CTD: 4.2.2.3.4)

Test Article: [14C]—Pomalidomide

Species

Cynomolgus monkey

Gender (M/F), No. of animals

6 Male (3 for po administration, 3 for iv administration)

Feeding conditions

Fasted

Route of administration/Dose

po: 10 mg/kg (50 uCi/kg),

iv: 1 mg/kg (50 pCi/kg)

Vehicle/Formulation

po: 1% (w/v) carboxymethylcellulose in water ,

iv: N,N-dimethyl-acetamide:polyethylene glycol 400 (5:95; v/v)

Specific activity

211 pCi/mg

Sampling time

Pre-dose, 0.033,0.117, 0.25,0.5, 1, 2, 4, 6, 10, 24, 48, 72, 96 h

Confidential and Proprietary

NA: Not applicable.

Assay LSC
Samples collected Blood (Plasma)
po v
Time Concentration (ng equiv. of CC-4047/g) . Concentration (ng equiv. of CC-4047/g) .
(h) (n=3) Blood:Plasma Ratios (n=3) Blood:Plasma Ratios
(n=3 except as noted) (n=3 expect as noted)
Blood Plasma Blood Plasma
0.033 120 123 0.97% 1080 1020 1.06
0.117 1900 1990 0.91 977 903 1.08
0.25 2930 3170 0.92 911 914 1.00
0.5 5210 5830 0.89 875 889 0.98
1 6790 7290 0.93 781 783 1.00
2 6320 6900 0.92 654 656 1.00
4 5200 5430 0.96 441 455 0.97
6 3930 3900 1.01 299 293 1.03
10 2470 2280 1.08 175 162 .11
24 885 678 1.31 43.5 309 1.52
48 247 86.7 2.15° BQL BQL 1.98%
72 BQL BQL NA BQL BQL NA
96 BQL BQL NA BQL BQL NA
a:n=1. b:n=2. BQL: Below the quantification limit (blood: 101 ng equiv./g, plasma: 71.8 ng equiv./g).
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7 v F RO~ T A TO R TIE
G EEK S+ AP1505/AP1506 (Location in CTD: 4.2.2.3.5)

Test Article: Pomalidomide

Species

CD-IGS rat and CD-1 mouse

Gender (M/F), No. of animals

Male rats, 3/group male mice, 4/group

Feeding condition

Fed (rats via stomach cannula, mice via oral gavage)

Route of administration/Dose

po, rat: 50 mg/kg; mouse: 10 and 50 mg/kg

Vehicle/Formulation

0.5% (w/v) carboxymethylcellulose/ 0.25% Tween 80 in water

Analyte/Assay method

Pomalidomide/LC-MS/MS

Sampling time

Rat: 12.5, 37.5, 62.5, 87.5, 112.5, 137.5, 162.5, 187.5, 212.5, 237.5, 262.5, 287.5, 312.5, 337.5, 362.5, 387.5, 412.5, 437.5, 462.5, 487.5, 512.5,

537.5, 562.5, 587.5 minutes

Mouse: 120 minutes
Blood Brain Microdialysate
. Dose . .
Species (mg/kg) Coran AUC, Cira AUC, Brain to Blood AUC Ratio
(ng/mL) (ngeh/mL) (ng/mL) (ngeh/mL)
Rat 50 1100 + 82 6800 + 2000 430 £ 63 2700 £ 740 0.39+£0.03
Specics Dose Plasma Spinal Cord Brain Spinal Cord to Brain to Plasma
P mg/k; ng/mL ng/g tissue (ng/g tissue Plasma Ratio Ratio
g/kg g g8 g8
. 10 570+ 76 190 + 29 270 +£23 0.34 +£0.05 0.49 £0.11
Mouse
50 1600 =+ 440 550+ 190 740 + 180 0.34 £0.07 0.46 £ 0.06

Values are presented as mean + standard deviation.
a: Mouse data are from a single time point at 2 hours post-dose.
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2.6.5.8 EWENREEER : in vivo X3
7 v NToOmE, IR, #EXOWEH Y OE &
WEEFR S+ CC-4047-DMPK-007 (Location in CTD: 4.2.2.4.1)
Test Article: [14C]—Pomalidomide

Species SD rat
Gender(M/F), No. of animals 34 Males (6 as bile duct cannulated [BDC]); 17 Females (3 as BDC)
Feeding conditions Fasted (fed for bile duct cannulated rats)
Route of administration/Dose po: 10 mg/kg (100 nCi/kg), iv: 1 mg/kg (100 pCi/kg)
Vehicle/Formulation po: 0.5% (w/v) methylcellulose in water, iv: N,N-dimethyl-acetamide:hydroxypropyl-B-cyclodextrin (5:95; v/v)
Specific activity 210.8 nCi/mg
Assay HPLC with radioactivity flow detection and LC-MS/MS
Samples collected Plasma, bile, urine, feces
ng equivalent./g of plasma
Metla]gf lite Male (po, non-BDC) Male (iv, non-BDC) Female (po, non-BDC)
0.5h 2h 6h 12h 24 h 0.25h lh 4h 8h 12h 24h 0.5h 2h 6h 12h 24h
M8 6 5 ND ND ND 44 18 3 ND ND ND 13 9 14 ND ND
M10 ND ND ND ND ND 8 4 ND ND ND ND ND 7 7 ND ND
Mi2 ND ND ND ND ND ND 5 3 6 3 3 ND 13 11 9 3
M13 ND 4 11 ND ND 9 13 15 8 8 3 5 18 35 9 6
M14 ND ND ND ND ND 34 13 3 ND ND ND ND ND ND ND ND
M16 50 53 97 6 12 156 217 94 14 7 4 ND 16 51 12 5
M17 9 5 11 ND 3 28 23 11 2 1 <1 13 9 28 16 ND
Pomalidomide 290 357 513 118 125 1263 772 268 59 18 1 406 465 887 713 159
Total 355 424 632 124 140 1542 1070 397 89 37 11 437 537 1033 759 173
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W EEZ S 1 CC-4047-DMPK-007 (Location in CTD: 4.2.2.4.1) (i)
Test Article: ['*C]-Pomalidomide

% of Dose in 0-48 Hour Samples
Metabolite Male Male Male Male Female Female

ID® (po, non-BDC) (po, BDC) (iv, non-BDC) (iv, BDC) (po, non-BDC) (po, BDC)
Urine Feces Urine Feces Bile Urine Feces Urine Feces Bile Urine Feces Urine Feces Bile
M2 0.14 0.01 0.28 ND ND 0.88 1.23 0.90 0.04 ND 0.19 0.02 0.37 ND ND
M4 0.04 ND 0.04 ND ND 0.68 ND 0.96 ND ND 0.04 ND 0.03 ND ND
M6 0.15 0.07 0.16 ND ND 0.76 1.40 0.39 0.04 ND 0.03 0.10 ND ND ND
M7 0.05 ND ND 0.04 0.06 0.23 0.80 ND 0.06 ND ND ND ND ND ND
MI10 0.50 0.01 1.04 0.06 ND 8.06 0.30 9.91 0.18 0.11 0.83 0.05 1.79 ND ND
M1l 0.93 ND 1.53 0.05 ND 0.05 ND 0.05 ND ND 1.10 ND 2.33 ND ND
MI12 0.16 ND 0.75 ND 1.57 1.62 ND 3.00 ND 4.12 0.55 ND 1.69 ND 2.75
M13 0.39 ND 1.93 ND 2.73 4.03 ND 6.69 ND 8.25 1.43 ND 3.83 ND 3.87
Ml14 0.17 ND 0.21 ND 0.17 1.22 ND 0.38 ND 0.48 0.05 ND ND ND ND
Ml16 3.03 0.01 6.18 0.01 3.00 20.14 0.27 16.20 ND 11.97 0.28 0.01 0.76 0.20 0.38
MI16A 0.04 ND 0.18 0.02 ND 0.73 ND 0.61 ND ND ND ND ND ND ND
M17 1.54 2.98 2.29 0.08 0.13 9.52 21.49 7.45 1.10 0.81 1.46 3.29 2.09 0.09 0.18
Pomalidomide 1.54 82.73 3.35 65.83 0.13 8.65 0.39 12.85 1.60 0.46 1.84 79.66 3.72 71.73 0.10
Total 9.00 85.86 18.23 66.29 8.00 56.89 26.49 59.42 3.11 26.88 7.91 83.20 16.87 72.02 7.35

a: Predominant metabolites are listed, but values for total represent all quantified metabolites.
b: Metabolites that represent >0.5% of the dose in at least one group in the 0-48 h urine or 0-48 h fecal samples are shown in the table, but values for total represent all quantified metabolites.
ND: Not detected.
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WU COIMHE, JREOFEREH O E &
HEFEF S 1 CC-4047-DMPK-010 (Location in CTD: 4.2.2.4.2)
Test Article: ['*C]-Pomalidomide

Species Cynomolgus monkey
Gender (M/F), No. of animals 6 Males (3 for po administration, 3 for iv administration)
Feeding conditions Fasted
Route of administration/Dose po: 10 mg/kg (250 nCi/kg), iv: 1 mg/kg (250 pCi/kg)
Vehicle/Formulation po: 1% (w/v) carboxymethylcellulose in water, iv: N,N-dimethyl-acetamide:polyethylene glycol 400 (5:95; v/v)
Specific activity 210.8 uCi/mg
Assay HPLC with radioactivity flow detection and LC-MS/MS
Samples collected Plasma, urine, feces
ng equiv./mL of plasma
Met?]lgolite po iv
0.5h lh 4h 10h 24h 48 h 2 min lh 4h 10h 24h
M2 ND ND ND 19 12 8 ND 11 13 2 1
M10 ND ND ND ND ND ND ND 3 ND ND ND
Mll 204 239 145 58 33 3 6 36 20 7 <l
MI12 102 43 42 23 12 2 ND 40 28 2 1
MI13 204 69 83 26 12 2 8 22 25 3 <1
Ml16 172 139 119 44 12 ND 4 43 25 4 ND
M17 167 165 57 51 18 ND 24 29 9 3 <1
Pomalidomide 4281 6136 4441 1875 506 84 948 620 332 141 26
Total 5130 6791 4908 2096 605 99 990 804 452 162 28
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W EEZ S 1 CC-4047-DMPK-010 (Location in CTD: 4.2.2.4.2) (i)

Test Article: ['*C]-Pomalidomide

% of Dose in 0-48 Hour Samples

Metabolite ID? po iv
Urine Feces Total Urine Feces Total
M2 2.74 0.41 3.15 2.13 0.75 2.88
M10 2.96 0.04 3.00 2.69 ND 2.69
Mll 16.69 0.50 17.19 14.03 0.35 14.38
MI12 10.58 ND 10.58 11.48 ND 11.48
MI13 13.38 ND 13.38 15.32 ND 15.32
Ml6 6.61 ND 6.61 7.00 ND 7.00
M17 5.66 4.04 9.70 7.42 6.21 13.63
Pomalidomide 6.08 2.80 8.88 7.37 0.21 7.58
Sum® 64.70 7.79 72.49 67.44 7.52 74.96
Total® 69.60 9.51 79.11 69.66 9.25 78.91

a: Metabolites that represent >2% of the dose in at least one group in the 0-48 h samples.

b: Sum of the major metabolites listed in table.

c: Total dose recovered in the 0-48 h urine and fecal samples.

ND: Not detected.
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A AT O 72
HEFEF S 1 CC-4047-DMPK-042 (Location in CTD: 4.2.2.4.3)
Test Article: Pomalidomide

Species SD rat, Cynomolgus monkey, Human

Route of administration/Dose po, rat: 1000 mg/kg/day for 180 days; monkey: 0.1 and 1 mg/kg/day for 272 days; human: single 2 mg
Assay method LC-MS/MS

Sample collected Plasma

Percent Distribution of Pomalidomide and its Metabolites (predominat in human) in Pooled Plasma®

Metabolite ID and Human Monkey Rat
Biotransformation 2 mg 0.1 mg/kg/day 1 mg/kg/day 1000 mg/kg/day
Male Male Female Male Female Male Female
MI1 (CC-8017) Hydrolysis of 5.63 6.07 4.69 3.56 2.04 201 1.93
pomalidomide
M12 Glucuronide of M17 3.92 4.81 1.28 2.10 1.20 0.85 0.76
M13 Glucuronide of M17 4.92 3.35 5.76 0.37 1.61 2.6 1.53
M16 (CC-17369)
7-Hydroxy pomalidomide 6.41 1.88 0.43 0.03 0.03 6.84 0.74
M17 (CC-17368)
5-Hydroxy pomalidomide 1.89 6.90 4.90 2.93 2.19 0.16 0.16
Pomalidomide 77.2 77.0 82.9 91.0 92.9 87.5 94.9

Additional information
Metabolites M18 (CC-4067; N-Acetylated pomalidomide) and M19 (CC-12074; hydroxylated pomalidomide) were detected in rat and monkey plasma by mass spectrometry but not quantified,
and were previously observed in human plasma (CC-4047-CP-004).

Plasma samples were pooled to provide AUC,, pools. Data presented are percentages of each analyte (vs. internal standard) in the total quantified metabolites.
a: Predominant metabolites are listed, but values for total represent all quantified metabolites.
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2.6.5.9 ZEYENREFER : in vitro X
UYXROE MR I T S A
i EFE 5 - CC-4047-DMPK-004 (Location in CTD: 4.2.2.4.4)
Test Article: Pomalidomide
Species Rabbit and human
Matrix Hepatocytes
Parent concentration 10 pmol/L
Assay method LC-MS/MS
Sampling Interval Rabbit Human Negative Control
(h) Conc (umol/L) Remaining (%) Conc (umol/L) Remaining (%) Conc (umol/L) Remaining (%)
0 9.39 100.00 10.39 100.00 9.88 100.00
0.25 8.47 90.23 10.62 102.28 10.15 102.74
1 5.25 55.93 9.81 94.44 9.54 96.50
2 3.60 38.39 8.87 85.36 8.69 87.89
3 2.25 23.97 8.45 81.35 8.39 84.95
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i EFH T : CC-4047-DMPK-004 (Location in CTD: 4.2.2.4.4) (£ &)
Test Article: ['*C]-Pomalidomide
Species Rabbit and human
Matrix Hepatocytes
Parent concentration 0.2 and 10 pumol/L
Specific activity 210.8 nCi/mg
Assay method Radio-HPLC, LC-MS/MS
% Distribution of Radioactivity
Metabolite® Rt Rgnge NC . NC . Rabbit . Rabbit . NC . NC . Human . Human .
(min) 0.2 pmol/L 10 pmol/L 0.2 pmol/L 10 pmol/L 0.2 pmol/L 10 pmol/L 0.2 pmol/L 10 pmol/L
D-1 3.25-3.50 0.95 ND 0.67 0.48 0.95 ND ND 1.69
D-2 3.50-5.00 ND 0.55 ND 0.73 ND 1.10 0.33 3.28
D-3 5.50-5.75 1.82 1.88 1.17 1.78 1.82 3.90 3.48 0.52
D-4 6.75-7.25 ND ND ND ND ND 0.48 1.66 ND
M6 12.00-12.00 ND ND ND 0.53 ND ND ND ND
D-5/M11¢ 14.50-15.25 4.25 2.46 24.83 27.34 4.25 5.51 9.61 9.99
D-6 15.75-16.00 1.21 1.33 0.50 0.73 1.21 2.18 224 3.09
MI1A 16.75-17.00 ND ND ND 0.43 ND ND ND ND
MI1IB 17.50-18.00 ND ND 2.17 0.83 ND ND 1.08 ND
Mi2 19.50-20.25 ND ND 19.50 15.83 ND ND ND 0.14
M13 20.25-21.25 ND ND 20.50 19.76 ND ND ND 0.17
D-7 27.00-28.75 14.66 ND 5.08 2.83 14.66 0.51 7.46 1.09
D-8 32.00-32.50 2.86 ND ND ND 2.86 ND 1.33 ND
M17 32.75-34.25 ND ND 1.33 0.90 ND ND 0.33 0.62
D-9 35.25-35.50 6.76 0.63 1.58 ND 6.76 0.81 5.80 0.90
Pomalidomide 35.25-36.25 67.48 93.14 22.67 27.84 67.48 85.51 66.69 78.51
Total 99.99 99.99 100.00 100.01 99.99 100.00 100.01 100.00

a: Degraded products detected in NC were assigned as D-, and the metabolites were assigned M-.

b: 2 h incubation.

¢: 4 h incubation.

d: Peak area ratio of metabolite to internal standard determined by using LC-MS/MS because radioactivity concentrations were too low to provide accurate quantification.
ND: Not detected. NC: Negative control (incubates without hepatocytes).
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B H4 % CYP 4 FFED[FE

AL FEFE . CC-4047-DMPK-022 (Location in CTD: 4.2.2.4.5)

Test Article: ['*C]-Pomalidomide

Matrix

Recombinant human cytochrome P450 (CYP) (100 pmol/mL)

Compound concentration

1 pmol/L

Specific activity

49.15 puCi/mg

Assay method Radio-HPLC, LC-MS/MS
Metabolite M11 Peak Area Metabolite M17 Peak Area Estimated Relative Contribution to M17
Ratio® Ratio® Formation®
CYP Isozyme
0.5h lh 0.5h lh Using Data from 0.5 h Using Data from 1 h
Incubation Incubation Incubation Incubation Incubation Incubation
1A2 0.000326 0.000175 0.0000704 0.0000835 0.548 0.540
2A6 0.000149 0.000148 ND ND NA NA
2B6 0.0000853 0.000125 ND ND NA NA
2C8 0.000144 0.000119 ND ND NA NA
2C9 0.000095 0.000141 ND ND NA NA
2C19 0.000126 0.000143 0.0000509 0.0000726 0.096 0.114
2D6 0.0000873 0.000222 0.0000301 0.0000337 0.044 0.041
2E1 0.00008 0.000131 ND ND NA NA
3A4 0.000101 0.000174 0.0000195 0.0000229 0.312 0.304
3AS 0.000129 0.000285 ND ND NA NA
NC NA 0.000249 ND ND NA NA

a: Peak area ratio of metabolite to internal standard determined by using LC-MS/MS because radioactivity concentrations were too low to provide accurate quantification.

b: Estimated relative contribution of each isozyme to the total hepatic metabolism of pomalidomide.

NC: Samples were incubated in the absence of enzymes.
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2.6.5.10 EMEREFER  H#E BRI

Test Article: Pomalidomide

WEEL S

CC-4047-DMPK-004 (hepatocytes) (Location in CTD: 4.2.2.4.4),
CC-4047-DMPK-007 (in vivo rat) (Location in CTD: 4.2.2.4.1),
CC-4047-DMPK-010 (in vivo monkey) (Location in CTD: 4.2.2.4.2),
CC-4047-CP-004 (in vivo human, clinical report) (Location in CTD:5.3.3.1.3),
CC-4047-DMPK-042 (in vivo interspecies comparison) (Location in CTD: 4.2.2.4.3)

Rabbit hepatocytes (RbH); human hepatocytes (HH); and plasma (P), urine (U)

Species Evaluated: and feces (F) from rat, monkey and human; and rat bile (B)

Proposed Metabolic Pathways of Pomalidomide:

? o
_ NH
NH _p.. Nz O oH
MI19 (CC-12074)
Human: P, TJ

N, VM3

- Rat: P
M17 (CC-17368) ;‘;’f’;‘_‘ﬁ_’ﬂ“ Monkey: P
Human P, U, F Mokey: P, U

Rat:P, U, F.B
Monkey: P. U. F HH, RbH {):
HH. RbH
o 0 e
{ Y D S [ T "sus 06
HD___;" | N‘GU Human:P. U F

Rat: P

= x\{G NH, O Monkey: P
MH; M4 Pomalidomide a
Rat: U \‘L QEIJLGH
OH o 0 -"-FUH
H_J:i Ath}_': NH: a
M
L% Q B0
mﬁ (CC-17369) {\,ﬁ E‘;ﬂ e e
Human: P, U
Rat:P.U.B M11 (CC- 301?} 262
Monkey: P. U Human: P, U, F Iﬁiﬂ;ﬁ %lfé 20
Rat P, U.B Rat:P.U.B
Monkey: P, U.F Monkey: P, U

HH. FbH

Hydrolysis products M2, M10 and M 11 were also formed in cell-free incubation medium.
Structures associated with CC numbers were confirmed with authentic standards.
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Species Evaluated: Plasma (P), urine (U) and feces (F) from rat, monkey and human following oral dosing
Human® Rat® Monkey®
Metabohte 1D a}nd Excreta® Plasma Excreta Excreta
Biotransformation Plasma® ry Plasma
Urine Feces Total (M/F) Urine Feces Total Urine Feces Total
M2 (3-aminophthalic acid)
N-dealkylation/hydrolysis/ hydrolytic 1.71 1.44 ND 1.44 ND 0.14/0.19 <0.1 0.15/0.21 D 2.74 0.41 3.15
deamination of pomalidomide
Ml(.) (CC-1526.2) . ND 1.51 0.28 1.79 ND/D 0.50/0.83 <0.1 0.51/0.88 ND 2.96 <0.1 3.00
Hydrolysis of pomalidomide
Ml.l (CC-SOI?) . 6.34 233 0.33 23.6 ND 0.93/1.1 ND 0.93/1.1 34 16.7 0.50 17.2
Hydrolysis of pomalidomide
M12
Glucuronide of M17 4.59 17.1 ND 17.1 ND/1.3 0.16/0.55 ND 0.16/0.55 1.2 10.6 ND 10.6
M13
Glucuronide of M17 1.99 12.4 ND 12.4 D/2.4 0.39/1.4 ND 0.39/1.4 1.6 13.4 ND 13.4
MI6 (CC_173.69) . 6.13 7.03 ND 7.03 12.2/3.0 3.0/0.28 <0.1 3.0/0.29 2.1 6.61 ND 6.61
7-Hydroxy pomalidomide
MI7 (CC_173.68) . 4.00 3.20 2.78 5.98 2.6/1.6 1.5/1.5 3.0/3.3 4.5/4.8 2.2 5.66 4.04 9.70
5-Hydroxy pomalidomide
M18 (CC-4067)
N-Acetylated pomalidomide D 0.08 D 0.08 D ND/<0.1 ND ND/<0.1 D <0.1 ND <0.1
M19 (CC-12074) Hydroxylated D D ND D D ND ND ND D ND ND ND
pomalidomide
Pomalidomide 69.6 2.17 7.72 9.89 85.2/91.8 1.5/1.8 82.7/79.7 84.3/81.5 88.6 6.08 2.80 8.88
Total® NA 72.8 15.5 88.3 NA 9.0/7.9 85.9/83.2 94.9/91.1 NA 69.6 9.51 79.1

a: Source data is CC-4047-CP-004.

b: Source data is CC-4047-DMPK-007.

c: Source data is CC-4047-DMPK-010.

d: Values are percent of total radioactivity based on AUC.

e: Values are percent of dose in 0-72 h urine and 0-96 h fecal samples.

f: male/female.

g: Total percent of dose in excreta over collection period.

D: Detected by mass spectrometry but not quantified. NA: Not applicable. ND: Not detected.
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2.6.5.11 EYERERE - RYNBBROBE FE
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2.6.5.12 EYEHREHER « HEt

Z v b TOMR, #RONEH F R
AL .« CC-4047-DMPK-007 (Location in CTD: 4.2.2.4.1)

Test Article: [14C]—Pomalidomide

Species

SD rat

Gender(M/F), No. of animals

12 Males (6 as bile duct cannulated [BDC]); 6 Females (3 as BDC)

Feeding conditions

Fasted (fed for bile duct cannulated rats)

Route of administration /Dose

po: 10 mg/kg (100 nCi/kg), iv: 1 mg/kg (100 pCi/kg)

Vehicle/Formulation

po: 0.5% (w/v) methylcellulose in water, iv: N,N-dimethyl-acetamide:hydroxypropyl-p-cyclodextrin (5:95; v/v)

Specific activity

210.8 uCi/mg

Assay

LSC

Sampling time

Intact rats: 0-12, 12-24 (0-24 for feces), 24-48, 48-72, 72-96, 96-120, 120-144, 144-168 h
BDC rats: 0-12, 12-24 (0-24 for feces) , 24-48,48-72 h

Samples collected

Plasma, bile, urine, feces

% Administered Dose (Normal rats)
Male Female
Time
po (10 mg/kg) iv (1 mg/kg) po (10 mg/kg)

Urine Feces Urine Feces Urine Feces
0-12h 4.80 (0.99) NA 50.61 (2.74) NA 4.06 (0.55) NA
12-24h 3.28 (0.50) 85.83 (5.82) 5.58 (1.02) 28.40 (1.88) 2.75 (0.55) 81.75 (3.07)

(0-24 h for feces) ’ ’ ’ ’ ’ ’ ’ ’ ’ ’ ’ ’
24-48 h 0.95 (0.38) 1.73 (0.47) 0.71 (0.33) 1.69 (0.53) 1.08 (0.58) 3.04 (1.80)
48-72 h 0.04 (0.01) 0.07 (0.02) 0.23 (0.03) 0.20 (0.08) 0.07 (0.01) 0.13 (0.08)
0-168 h 9.12 (0.48) 87.71 (5.87) 57.47 (3.48) 30.53 (1.82) 8.02 (1.24) 85.03 (1.27)
Cumulative Total
(includes cage wash/debris) 98.10 (6.39) 93.84 (2.26) 95.49 (1.37)

Confidential and Proprietary

v — Rt



RV RI R 2.6.5 FEPEhRERBA R Page 50
Wt EE T« CC-4047-DMPK-007 (Location in CTD: 4.2.2.4.1) (i X)
Test Article: ['*C]-Pomalidomide
% Administered Dose (Bile duct cannulated rats)
Male Female
Time
po (10 mg/kg) iv (1 mg/kg) po (10 mg/kg)

Urine Feces Bile Urine Feces Bile Urine Feces Bile

6.19 4.19 55.81 25.53 5.96 3.88

0-12h (1.87) NA (1.45) (12.84) NA (15.62) (1.39) NA (1.35)
12-24h 8.40 65.01 3.01 3.04 2.85 1.15 6.08 48.25 1.33

(0-24 h for feces) (2.57) (3.57) (1.61) (2.55) (1.09) (0.23) (0.38) (35.84) (0.60)
24-48 h 3.66 2.03 0.80 0.58 0.62 0.18 4.33 24.85 2.13
(1.43) (1.99) (0.26) (0.34) (0.44) (0.09) (2.63) (38.89) (1.00)

48-72 h 0.04 0.08 0.02 0.10 0.12 0.05 0.19 0.17 0.10
i (0.02) (0.04) (0.01) (0.07) (0.13) (0.05) (0.09) (0.12) (0.06)

0-72h 18.29 (0.49) 67.12 (2.01) 8.01 (0.70) 59.52 (15.31) 3.58 (0.91) 26.91 (15.50) 17.06 (4.15) 73.27 (6.13) 7.4 (1.52)
Cumulative Total
(includes cage 95.78 (2.84) 91.62 (0.74) 100.75 (6.36)
wash/debris)

Values are presented as mean (standard deviation).

NA: Not applicable.

LSC: Liquid scintillation counting.
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YA TORKOFEE TP

G EEK S 1 CC-4047-DMPK-009 (Location in CTD: 4.2.2.3.4)

Test Article: ['*C]-Pomalidomide

Species

Cynomolgus monkey

Gender(M/F)/No. of animals

6 Males (3 for iv administration, 3 for po administration)

Feeding conditions

Fasted

Route of administration/Dose

po: 10 mg/kg (50 uCi/kg), iv: 1 mg/kg (50 pCi/kg)

Vehicle/Formulation po: 1% (w/v) carboxymethylcellulose in water, iv: N,N-dimethyl-acetamide:polyethylene glycol 400 (5:95; v/v)
Specific activity 211 pCi/mg
Assay LSC

Sampling time

0-8, 8-24, 24-48, 48-72, 72-96, 96-120, 120-144, 144-168 h

Samples collected

Plasma, urine, feces

% Administered Dose
Time po (10 mg/kg) iv (1 mg/kg)
Urine Feces Urine Feces
0-8h 27.83 (2.05) 0.10(0.12) 41.54 (7.36) 0.02 (0.03)
8-24h 32.82(1.86) 1.00 (1.19) 23.55(8.78) 3.06 (1.77)
24-48 h 8.93 (1.07) 9.12 (3.08) 4.59 (2.74) 7.04 (1.94)
48-72h 1.86 (0.33) 2.20(0.99) 0.92 (0.47) 1.26 (0.54)
72-96 h 0.69 (0.34) 0.48 (0.30) 0.43 (0.21) 0.15(0.07)
0-168 h 72.86 (3.81) 13.09 (2.03) 71.56 (6.21) 11.63 (0.83)
e 9540097 s

Values are presented as mean (standard deviation).

NA: Not applicable.
LSC: Liquid scintillation counting.
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2.6.5.14 EMENReitER - EWHEEER
CYP ~DHENF
i EEK S+ CC-4047-DMPK-024 (Location in CTD: 4.2.2.6.1)
Test Article: Pomalidomide

Test System Human liver microsomes
Treatment Incubation for direct inhibition
Method of analysis LC-MS/MS

Evaluation of Direct Inhibition
Enzymatic activity (pmol/mg protein/min) (Percentage of Control Activity)

Treatment (ufri)cillji) CYPIA2 CYP2A6 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP2EL C“ﬁé’;ﬁ,‘/ > C‘;Eszrf/ >
NSC 0 348 (NA) | 961 (NA) | 633(NA) | 212(NA) | 1080 (NA) | 57.7(NA) | 789 (NA) | 521 (NA) 1550 (NA) 4380 (NA)
Pomalidomide 0 338(100) | 822(100) | 678 (100) | 246(100) 981 (100) 473(100) | 70.9(100) | 138(100) 1370 (100) | 3900 (100)
Pomalidomide 0.1 330(97.5) | 855(104) | 717(106) | 248(101) 999 (102) | 459(97.0) | 71.6(101) | 131(952) | 1330(97.1) | 4070 (104)
Pomalidomide 0.3 383(113) | 841(102) | 675(99.6) | 267(108) | 1080(110) | 50.7(107) | 74.5(105) | 137(99.2) | 1390 (101) | 3960 (102)
Pomalidomide 1 378 (112) | 883(107) | 654(96.6) | 241(97.9) | 1010(103) | 49.6(105) | 72.9(103) | 134(97.1) | 1410(103) | 4030 (103)
Pomalidomide 3 384 (113) | 896(109) | 622(91.7) | 257(105) | 1090 (112) | 47.9(101) | 73.4(103) | 142(103) 1410 (103) | 3820 (98.0)
Pomalidomide 10 369(109) | 855(104) | 696(103) | 251(102) | 1070 (109) | 48.6(103) | 74.0 (104) | 144 (104) 1420 (104) | 3980 (102)
Pomalidomide 20 369(109) | 863(105) | 682(101) | 247(100) | 1110(113) | 50.0(106) | 76.2(107) | 138 (100) 1390 (102) | 3920 (101)
Pomalidomide 30 381(113) | 956(116) | 653(96.3) | 251(102) | 1160(118) | 51.0(108) | 785(111) | 140 (102) 1380 (100) | 3630 (93.1)
Pomalidomide ICs >30 > 30 >30 > 30 >30 > 30 > 30 > 30 >30 > 30
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i EE S : CC-4047-DMPK-024 (Location in CTD: 4.2.2.6.1) (¢ &)
Test Article: Pomalidomide
Test System Human liver microsomes
Treatment 30-minute pre-incubation with pomalidomide and NADPH followed by incubation with isoforms-specific substrate
Method of analysis LC-MS/MS
Evaluation of Time-Dependent Inhibition
Enzymatic activity (pmol/mg protein/min) (Percentage of Control Activity)
Treatment Conc. (umol/L) CYP1A2 CYP2C9 CYP2C19 CYP2D6 CS{\/I;}S):;:I/S Cg,?s[}rﬂ/s
NSC 0 265 (NA) 1100 (NA) 76.1 (NA) 40.6 (NA) 1530 (NA) 4600 (NA)
Pomalidomide 0 287 (100) 927 (100) 48.3 (100) 65.2 (100) 1240 (100) 3550 (100)
Pomalidomide 0.1 323 (113) 996 (107) 52.1 (108) 65.8 (101) 1260 (102) 3600 (101)
Pomalidomide 0.3 335 (117) 1080 (117) 57.3 (119) 70.0 (107) 1240 (100) 3590 (101)
Pomalidomide 1 324 (113) 1030 (112) 57.6 (119) 69.9 (107) 1270 (102) 3670 (103)
Pomalidomide 3 322 (112) 1140 (123) 49.6 (103) 69.1 (106) 1250 (101) 3410 (96.1)
Pomalidomide 10 309 (108) 1040 (112) 51.6 (107) 69.1 (106) 1260 (102) 3340 (94.1)
Pomalidomide 20 314 (110) 1070 (116) 56.3 (117) 70.1 (107) 1230 (99.2) 3480 (98.0)
Pomalidomide 30 335 (117) 1150 (125) 60.5 (125) 74.8 (115) 1210 (97.7) 3110 (87.6)
Pomalidomide 1Csq >30 >30 >30 >30 > 30 > 30

Values are mean activity with % relative to solvent control (0 pmol/L pomalidomide) in parenthesis.
a: CYP3A4/5 activity measured by midazolam 1’-hydroxylation.
b: CYP3A4/5 activity measured by testosterone 6B-hydroxylation.

NSC: No solvent control.
NA: Not applicable.
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CYP B3R E2N R
Wi EEK S+ CC-4047-DMPK-023 (Location in CTD: 4.2.2.6.2)
Test Article: Pomalidomide
Test System Cultured primary human hepatocytes
Treatment Three days with pomalidomide and prototypical inducers to assess CYP induction
Method of analysis LC-MS/MS
Enzymatic activity (pmol/mg microsomal protein/min) and Fold Inductiond
CYP1A2 CYP2B6 CYP2C9 CYP2C19 CYP3A4/5
(Phenacetin (Bupropion (Diclofenac 4°- (S-Mephenytoin (Testosterone
Treatment (u?;)(l)ll(;t) O-dealkylation)* ° hydroxylation)* hydroxylation) 4’-hydroxylation) 6pB-hydroxylation)™
Activity Inclfl?clt(iion Activity Inclfl?clt(iion Activity Incllsl?clgon Activity Inclfl?clt(iion Activity Incllsl?clgon
Vehicle® NA 448 (1.1) 1.00 (0.02) 25.7(7.5) 1.00 (0.29) 1200 (150) 1.00 (0.13) 5.82 (1.53) 1.00 (0.26) 3360 (2040) 1.00 (0.61)
Pomalidomide 0.3 48.0 (2.0) 1.07 (0.03) 26.4 (7.7) 1.04 (0.08) 1370 (110) 1.15 (0.08) 6.56 (1.15) 1.15(0.13) 3870 (2180) 1.20 (0.14)
Pomalidomide 1 359 (8.1) | 0.798 (0.165) | 23.0(11.1) | 0.860(0.200) | 1250 (250) 1.03 (0.13) 5.61(1.92) | 0.951(0.100) | 3480 (2390) | 0.961 (0.201)
Pomalidomide 3 43.5(2.8) | 0.972(0.084) 23.9(6.9) 0.931 (0.020) 1350 (90) 1.13 (0.08) 6.17 (0.73) 1.09 (0.15) 4240 (2500) 1.30 (0.12)
Omeprazole 100 1300 (700) | 28.9 (15.1) 143 (114) 5.28 (3.07) 1920 (420) 1.61 (0.36) t 8.76 (4.34) 1.51 (0.72) 5110 (2390) 2.04 (1.55)
Phenobarbital 750 100 (32) 2.22(0.67) 169 (149) 5.86 (4.26) 1790 (750) 1.46 (0.42) 12.9 (9.5) 2.05(0.97) | 13800 (6400) | 4.90 (2.31) }
Rifampin 10 83.5(25.2) | 1.87(0.59) 140 (93) 5.31(2.40) | 2850(790) | 2.40(0.76)F | 67.1(42.5) | 12.5(10.1)F | 16300 (4200) | 6.80 (5.27) 1

Values are presented as mean (standard deviation).

*: Statistical significance found among the treatment groups according to Kruskal-Wallis One Way Analysis of Variance on ranks (p < 0.05) but unable to specify the groups that are significantly
different from each other according to Dunnett’s Method when the positive control groups (omeprazole, phenobarbital and rifampin) were included in the statistical analysis.

§: Statistical significance found among the treatment groups according to Kruskal-Wallis One Way Analysis of Variance on ranks (p < 0.05) but unable to specify the groups that are significantly
different from each other according to Dunnett’s Method when the positive control groups (omeprazole, phenobarbital and rifampin) were not included in the statistical analysis.

T: Significantly different from 0.1% dimethyl sulfoxide, (v/v) according to Dunnett’s Method (p < 0.05) with positive controls.

oo: Statistical significance found among the treatment groups according to One Way Analysis of Variance (p < 0.05) but unable to specify the groups that are significantly different from each other
according to Dunnett’s Method when the positive control groups (omeprazole, phenobarbital and rifampin) were not included in the statistical analysis.

Confidential and Proprietary U= A Stt



Ky FIF

2.6.5 FEpwEhResliEE Page 56

P-gp OF'E /BHEA|OFRET
W EEZ S 1 CC-4047-DMPK-037 (Location in CTD: 4.2.2.6.3)
Test Article: Pomalidomide

Test System

Control and human P-glycoprotein (P-gp) expressing MDCK cell lines

Treatment Pomalidomide, [*H]-digoxin (P-gp substrate, 100 nmol/L), verapamil (P-gp inhibitor, 250 pmol/L) and ketoconazole (P-gp inhibitor, 25 umol/L)
Method LC-MS/MS; LSC
Interaction of Pomalidomide with human P-glycoprotein
P,pp Across Control P,pp across P-gp Effect on P,,, of Digoxin Across
Treatment MDCK Cells Expressing MDCK Cells Treatment P-gp-Expressing MDCK Cells
Pomalidomide AtoB* B to A AtoB? B to A Efflux Pomalidomide AtoB? B to A Efflux % Inhibition
(umol/L) (10" cr/s) (107 cr/s) (107 cr/s) (107 cr/s) Ratio (pmol/L) (107 cr/s) (107 cr/s) Ratio ’
1 3.68 (0.03) 14.3 (1.68) 2.73 (0.18) 28.2 (1.05) 10.3 0 0.205 12.3 60.0 0
5 7.12 (0.18) 19.5 (1.21) 2.77 (0.03) 35.7 (0.62) 13.0 0.03 0.279 15.5 55.6 7.4
10 9.74 (0.18) 21.6 (1.29) 3.10 (0.09) 37.1(0.93) 12.0 0.1 0.273 14.7 53.7 10.5
0.3 0.221 13.2 60.0 0.12
1 0.328 13.3 40.5 32.5
3 0.188 12.6 66.9 -11.5
10 0.227 12.8 56.4 6.1
5 7.12 (0.18) 19.5 (1.21) 2.77 (0.03) 35.7 (0.62) 13.0
5+KTZ 14.2 (0.60) 21.1(0.68) 11.7 (0.25) 16.0 (1.00) 1.37 +KTZ 1.27 7.20 5.67 90.6
5+VER 10.0 (0.26) 19.5 (1.05) 9.88 (0.61) 17.0 (0.85) 1.72 +VER 1.61 3.60 2.23 96.3

a: Values are presented as mean (standard deviation).

KTZ: Ketoconazole.

VER: Verapamil.
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W) kT AR—H =TT A REER
LI - CC-4047-DMPK-043 (Location in CTD: 4.2.2.6.5)

Test Article: Pomalidomide

Test System

BCRP expressing porcine kidney epithelial LLC-PK1 cells, OCT2-, OAT1- and OAT3-expressing S2 cells, OATP1B1- and OATP1B3-expressing HEK293 cells with each
cell line transfected with empty vector (Control)

Pomalidomide, 10 nmol/L [*H]-prazosin (BCRP substrate), 300 nmol/L Ko143 (BCRP inhibitor), 10 pmol/L ["*C]-metformin (OCT2 substrate), 300 pmol/L quinidine

Treatment (OCT2 inhibitor), 1 pmol/L [*H]-p-aminohippuric acid (OAT1 substrate), 100 pmol/L probenecid (OAT1 and OAT3 inhibitor), 50 nmol/L [*H]-estrone sulfate (OAT3
substrate), 50 nmol/L [*H]-estradiol glucuronide (OATP1B1 and OATP1B3 substrate) and 10 umol/L rifampicin (OATP1B1 and OATP1B3 inhibitor)
Method LSC
Pomalidomide Inhibition of BCRP
Effect on P,,, of Prazosin Across Effect on P,,, of Prazosin Across
Treatment PP PP
Control LLC-PK1 Cells BCRP-Expressing LLC-PK1 Cells
Pomalidomide AtoB BtoA P Ratio AtoB Bto A P Ratio R® % of
(pmol/L) (10" cr/s) (10" cr/s) app (10" cr/s) (10" cr/s) app Control
0 42.7(1.2) 45.5(1.2) 1.1 7.0 (0.2) 103.3 (1.4) 14.8 13.5 100
2 45.9(0.9) 50.1(1.2) 1.1 8.4 (0.6) 109.7 (5.3) 13.1 11.9 88.1
20 43.5(1.8) 50.2 (4.4) 1.2 8.2(0.7) 114.2 (2.0) 13.9 11.6 85.9
300 nmol/L Ko143 442 (2.7) 43.0 (0.8) 1.0 43.7 (1.0) 50.5 (1.5) 1.2 1.2 8.9
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W ER S 1 CC-4047-DMPK-043 (Location in CTD: 4.2.2.6.5) (i)
Test Article: Pomalidomide

Test Svstem BCRP expressing porcine kidney epithelial LLC-PK1 cells, OCT2-, OAT1- and OAT3-expressing S2 cells, OATP1BI1- and OATP1B3-expressing HEK293 cells with each cell
y line transfected with empty vector (Control)
Pomalidomide, 10 nmol/L [*H]-prazosin (BCRP substrate), 300 nmol/L Ko143 (BCRP inhibitor), 10 pmol/L ["*C]-metformin (OCT2 substrate), 300 pmol/L quinidine (OCT2
Treatment inhibitor), 1 pmol/L[*H]-p-aminohippuric acid (OAT1 substrate), 100 umol/L probenecid (OAT1 and OAT3 inhibitor), 50 nmol/L [*H]-estrone sulfate (OAT3 substrate),
50 nmol/L[*H]- estradiol glucuronide (OATP1B1 and OATP1B3 substrate) and 10 pmol/L rifampicin (OATP1B1 and OATP1B3 inhibitor)
Method LC-MS/MS; LSC
Pomalidomide Inhibition of OAT1-, OAT3-, OCT2-, OATP1B1- and OATP1B3-mediated Uptake
Treatment OAT1-mediated uptake of OAT3-mediated uptake of OCT2-mediated uptake of OATP1B1-mediated uptake of OATP1B3-mediated uptake of
[*H]-p-aminohippuric acid [*H]-Estrone Sulfate [*C]-metformin [*H]-Estradiol Glucuronide [*H]- Estradiol Glucuronide
Pomalidomide | Control R Orl:;rsin % of | Control R O;:gsﬂ % of | Control R Orce;rjn % of | Control SA;P;;I;I % of | Control SAE;ES % of
(umol/L) cells P £ | Control cells P £ | Control cells P £ | Control cells P €| Control cells xp £ | Control
cells cells cells cells cells
0.689 439 2.29 24.0 1.11 11.3 0.505 8.01 0.515 8.32
0 (0.149) (1.3) 100.0 (0.23) (0.6) 100.0 (0.08) (1.0) 100.0 (0.235) (0.33) 100.0 (0.116) 0.34) 100.0
0.609 42.7 2.50 28.3 1.09 11.3 0.345 8.07 0.877 8.11
2 (0.096) (1.2) 7.4 (0.04) (2.0) 1188 (0.08) (0.8) 100.2 (0.054) (0.15) 102.9 (0.189) (0.23) 927
0.584 32.6 2.65 17.8 1.08 16.7 0.276 8.46 1.07 7.97
20 (0.084) (1.4) 741 (0.25) (1.1) 69.8 (0.13) (1.1) 153.3 (0.132) (0.79) 109.0 (0.33) (0.10) 88.4
100 umol/L 0.499 3.30 2.55 2.92
probenecid | (0.130) | (0.12) 65 | 027y | (0.10) 1.7 NA NA NA NA NA NA NA NA NA
300 umol/L 0.525 2.57
quinidine NA NA NA NA NA NA (0.035) (0.12) 20.1 NA NA NA NA NA NA
10 pmol/L 0.266 0.449 0.460 1.02
rifampicin NA NA NA NA NA NA NA NA NA L0020y | 0027) | 2% | 0156) | (0.43) 7.2

Values are expressed as the mean (standard deviation) of three replicates.
a: R=Papp ratio in BCRP-expressing cells / Papp ratio in control cells.
LSC: Liquid scintillation counting.

NA: Not applicable.
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i EFE 5 - CC-4047-DMPK-030 (Location in CTD: 4.2.2.7.1)
Test Article: Pomalidomide
Test System in vitro enantiomer conversion
Species/Strain Monkey and human
Matrix Plasma and phosphate buffered saline
Compound concentration 200 ng/mL
Assay method LC-MS/MS
CC-5083 (S-Pomalidomide) Incubations CC-6016 (R-Pomalidomide) Incubations
Matrix Time(h) Degradation Inversion® Degradation Inversion®
(%0 remaining) CC-6016 (R-) CC-5083 (S-) (%0 remaining) CC-6016 (R-) CC-5083 (S-)
0 100.0 (NA) ND 100.0 (NA) 100.0 (NA) 100.0 (NA) ND
0.5 93.0 (4.1) ND 100.0 (NA) 97.9 (2.1) 100.0 (NA) ND
1 93.5 (3.6) 1.7 (1.5) 98.3 (1.5) 90.5 (1.4) 100.0 (NA) ND
P h"Sphat(;E“er)ed saline 2 93.2(1.3) 5.1(0.6) 94.9 (0.6) 95.2(1.7) 95.7 (0.4) 43 (0.4)
4 89.7 (2.3) 9.8 (0.4) 90.2 (0.4) 90.2 (2.2) 92.3(0.3) 7.7(0.3)
8 78.2 (0.8) 20.8 (0.3) 79.2 (0.3) 79.4 (4.2) 83.1(0.4) 16.9 (0.4)
24 442 (1.2) 472 (0.3) 52.8(0.3) 413 (0.1) 59.8 (0.5) 40.2 (0.5)
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WEFE S : CC-4047-DMPK-030 (Location in CTD: 4.2.2.7.1) (&)
Test Article: Pomalidomide
CC-5083 (S-Pomalidomide) Incubations CC-6016 (R-Pomalidomide) Incubations
Matrix Time (h) Degradation Inversion® Degradation Inversion®
(%o remaining) CC-6016 (R-) CC-5083 (S-) (%o remaining) CC-6016 (R-) CC-5083 (S-)
0 100.0 (NA) ND 100.0 (NA) 100.0 (NA) 100.0 (NA) ND
0.5 97.0 (3.1) 11.1 (0.7) 88.9 (0.7) 97.4 (4.3) 88.5 (0.6) 11.5 (0.6)
1 94.5 (3.1) 23.5 (0.4) 76.5 (0.4) 98.0 (5.2) 76.1 (0.3) 23.9(0.3)
Human Plasma 2 80.8 (2.9) 40.8 (0.3) 59.2(0.3) 772 (5.3) 51.9 (1.1) 48.1 (1.1)
4 51.1(1.8) 453 (0.2) 54.7(0.2) 46.2 (1.3) 44.8 (0.2) 552 (0.2)
8 7.5(1.8) 47.3(0.2) 52.7(0.2) 8.7(1.2) 47.8 (3.1) 522 (3.1)
24 ND ND ND ND ND ND
0 100.0 (NA) ND 100.0 (NA) 100.0 (NA) 100.0 (NA) ND
0.5 103.2 (6.0) 22.2(0.4) 77.8 (0.4) 98.2 (3.3) 80.0 (1.1) 20.0 (1.1)
1 100.6 (2.1) 39.0 (1.4) 61.0 (1.4) 89.4 (3.4) 64.1 (1.2) 35.9(1.2)
Monkey Plasma 2 78.8 (2.8) 51.3 (0.6) 48.7 (0.6) 63.8 (5.4) 53.3(1.2) 46.7(1.2)
4 32.6 (1.4) 53.5(0.4) 46.5 (0.4) 26.6 (1.3) 52.8 (0.8) 47.2(0.8)
8 ND ND ND ND ND ND
24 ND ND ND ND ND ND

Values are expressed as the mean (standard deviation).

a: Represented as the percentage of each enantiomer in the incubated samples at each time point.

ND: Not detected NA: Not applicable
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