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6.7 £5F0 5.7 £ o ENGIRIF T, 5 A8 FH 55 ROR/E % CYP3A $ifil 71 (¥ 37 ) i35
(AT B JE s KN B 82 B (AUC) 42 76 BilR & ) CYP3A #IiIl71 # <2 . 66

This copy of the document was generated on 15 Jul 2022 Page 25 of 48
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60388 Version: 4.0 Status: Effective Effective Date: 15 Jul 2022 (EST)

R (n=47) BERRL (n=19) CYP3A il 7 1) £ e R 22 A s Bon B R
HIAE = SN A & J8 5 AR AN v B & I FH 2T, A7HA B B 17T & n] 2
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CYP3A 55
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A S PEAIH] BCRP, N4 BCRP /AT AEAMFZGYIN B Fe &,  AnFm &7 AARTT -
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E Y0k EE
RI PCYC-1104-CA

—IIFRE. i, BARE (PCYC-1104-CA) HFAN T 04 B B VA )T 111 41
WEAEF2 5200 2 /b —FPiRI7 1 MCL 2890 BB I 2 A AT 3. B AL 2 68 & (VO
[l: 40-84 %), 7T71%ZH1E, R2%REIMEN. FRLRS, 89%[H HH HL ECOG ek
BV 0 80 1. BRiSW R PRIt 42 AN, BRI T AR 3 (JEE: 1-5
PIRIT), Foh 1% S B T AN MRS . JEZRI, 39%[ &3 2 /b — M
> 5 cm, 49%0 BE R AT BRI, 54%0) B TRk IN A 45 SMRE o

BFEEH KR 560 mg AL E e, BRI RBUR AT Z 8. R EIT
FREBR TAEH (IWG) EEATEMER (NHL) bRk TS R 22 iR . X T 70 i) 32
LS R IE VG SRR (ORR). A AT & JE 5 MZ MRS Il L3k 16.
& 16: AW PCYC-1104-CA FEFLE K MCL BE I EAEER (ORR) MEfEFRELA

Al (DOR)
B (N=11D)
ERERE (%) 65.8
95% EAEX[A (%) (56.2, 74.5)
SRR (%) 17.1
Eor i (%) 48.6
S G R SIS TR) H 480 (95% EAE X TH)) 17.5 (15.8, KiLF)

MALH A OIS (IRC) AR BT T AL 1 b v FIffRE . IRC B A 45 R BoR
ORR 4 69%.

iy RIS RN 1.9 N H
I MCL-3001

—IRREML T3 R 2 H0IE RIS MCL-3001 Ak T 474 B Je xof BE A 250
Hes2 7 —FBYT I MCL BBE M 2 AT 2k, ANAT 280 BIZiE . ZikE# 1:1 1
LLIBENL A B 20T 4H, B2 A & 8 Ik 560 mg B H—keh2, 3L 21 K, BTES 1
JARASE 1. 8. 15 K32 Temsirolimus 175 mg B k424, 2 584 21 KM 1. 8.
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15 R¥%E32 75 mg §#IKEE 5. PR BT — ELFRSE 2 5 m 8 Bl H IS mT I 52 [ 2
AR 68 & (JEH: 34-88), Hih 74% M5, 87% NEIINE AN . HiZWE AL
A 43 AN A, BERAEGIT RO E0N 2 I GER: 19 70, AHE S1%0E 2t wvl
BT, 18% BB I B A KIGTT, S%BE A B2 I R IBERIR YT, 24% BR A H2 52 it
TR . BEZRES, S53%M)ZIRE HILE KM (=5 cm), 21%M5Z i # it MIPI
SHMENESE, FEFRIER, 60%HI2IXEH BAMELINER, 54%H)%2 & A5 BRI,
RIS I E bR TAEH AWG) FEEASWMREE (NHL) brifEH IRC PP ok e A4
e (PFS). 5T MCL3001 ()97 3045 5 W38 17, PFS ) Kaplan-Meier Hi 4k L& 1.
£ 17: EREAERNE MCL ZEFFRITHER A% MCL3001)

2 9=} A E e Temsirolimus
N =139 N =141
Toidk AT ¢
TG HE R AR (95% CD 146 (104, NE) | 62(4.2,79)
(HD HR = 0.43 [95% CI:0.32, 0.58]
RAEGRZE (%) 71.9 40.4
pfa p<<0.0001
@ IRC PP

BB RIRIT I E T, AE /N2 Temsirolimus &4 T EA lIm R = )
WKEIREREREAL (27% vs. 52%), HARA & JE B Temsirolimus ZJEREBAL T NZEME (HR
0.27, p<0.0001),
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35.3% M B FHAAAE 17p JetufhliR, 31.4%A71E 11q Bk

BH—RER 420 mg AT E 8, E R R BUR AN 2 B . 0L H AR 5
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H1{i DOR.
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FEZ G CLL B SLL B3 thdbAT | — T A 8 JE 55 BV S IR BE AL 2 Hhl
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BlefEHRER 420 mg, E PR RBUR AT 28, 51— A4 T R R,
WIGaFIE N 300mg, 252 1 2 Ja &AM &N 2000 mg, L2524 7 1K, BEfEHE 4 42
—iR, LR 4 k. 5T BIBENL NG EE SRR ST 1 B AR e S A8 SR R AT
BB . BEMPAFERN 67 2 Gull: 30-88 £), H 68% & H 1, 90% & s
RN T EH NEELEE R MEL (ECOG) HASIRAITEA N 0 3 1. RN
Y177 373 4] CLL B35 F0 18 45 SLL & . BEiZWi G R AL 2R 91 N H, BEAEVRITIY
FALECN 2 I GERL: 1-13 0. FEZRI, 58%MMEE A E—MRE>5 em. 32%[1 &
FH 17p Bk,

I PCYC-1112-CA FII7 s R 18, ML AZ fi2r (IRC) HRHE IWCLL
HEVEAE [ PFS A1 OS 1) Kaplan-Meier 2k 51 WL 2 FiiE 3.

* 18: R PCYC-1112-CA KT 4R

R4 L Rr Y/ N:E/ |
AR N=195 N =196
otk AR
HOHE (%) 35 (17.9) 111 (56.6)
s ik e 26 93
T A 9 18
i gL (95% EEXIED , H Rk F 8.1 (7.2, 83)
KU B (95%F A5 X i) 0.22 (0.15, 0.32)
AL
T ANEL (%) 16 (8.2) 33 (16.8)
KU B (95%F A5 X i) 0.43 (0.24, 0.79)
PRUND R 42.6% 4.1%

* YLERIEEIF AL OS
°  HIIRC PPfli. Fr BELIE R G2, ML BE IR e 252
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B 2: % PCYC-1112-CA F s BARFH (TT A#) B Kaplan-Meier Hi£&
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A 3: AL PCYC-1112-CA B4R (TT A#E) I Kaplan-Meier BiZR

100 ﬂLﬂUJ

%] rw«m.ummm e L PRRERE
80 1 n By s i d A B
70
g 60 -
Q2 501
40 |
30
20
109 p<0.05
TR SRR AL OU 3I fli 9I 1I2 1I5 1I8 A
soenes B8 B W B 0§ ¢
BURARBEH
65 ™ A BE V5 B &4 Hr

W PCYC-1112-CA FAZHF TRy 65 N A I, RIEHF A& TPAE, WELs|
A B Je 2H R B AR T B0 B XU B 85%. #R#E TWCLL Frife, #FFC& VAL HY
thAS2 PFS 7R 5 JE 4 AN YL AR B dl 43 8 44.1 A H[95% C1(38.47, 56.18) ]
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8.1 ANH[95%CI (7.79, 8.25) ]; HR=0.15[95%CI (0.11, 0.20) ]. A& e
TIT AL 5T VEAG 1K) ORR A 87.7%, BUEABAHIULA 22.4%. AT,
BAIBEA L/ i 28 BLVE AR B HTIRIT 4L 196 B33 A 133 6] (67.9%) XX E
Bz A B )R IRTT o R4 IWCLL ArdE, GHm & Je 4wt 708 VPAG (¥ Az PFS2 (B
ML RGUNEIRIT G PFS HAFRIN D 2y 65.4 4 H[95% CI (51.61, AT f
)], BEAREHIH N 38.5 N H [95% CI1(19.98,47.24)]; HR=0.54[95% CI (0.41,
0.71)]. B RALI AL OS N 67.7 ™ H [95% CI(61.0, AA[{kit)].
R4 PCYC-1112-CA H15 17p $RK K CLL/SLL

L PCYC-1112-CA N4 T 127 B145 17p B2 CLL/SLL & . HE& K+
FLAEdd R 67 % (JalH: 30-84 %), Hrh 62%2 551, 88%EmMEN. rf &
HIFELL ECOG AEIRASTES A 0 5 1. 1 IRC ¥l PFS Al ORR. 17p BRI
CLL/SLL B3 7 k4 R WK 19,

# 19: I PCYC-1112-CA H 17p BRI CLL/ISLL BE 734 R

ik =gl BRIERBHA
KR N=63 N = 64
Tot R
HAHE (%) 16 (25.4) 38 (59.4)
P 1k Ji 12 31
plame: Tt 4 7
i g (95% BEXAD RIEH 5.8 (5.3, 7.9)
H
KL (95% BAS X)) 0.25 (0.14, 0.45)
SR fif 2 2 47.6% 4.7%

* W IRC VWAL, A BE ISR R W B E ISR TR

63 ™A FEVT

fEBBEVIIAA 63 AN K, WFFCERYE IWCLL brdE PP 4% del 17p &
(K957 PFS N: A& B4 40.6 N H[95% CI (25.4, 44.6) JFIBEEAR A4 6.2
MH95% CL (4.6, 8.1) 1. WHFLH PR IS del 17p B3 W S2ff 2250 7 tr
A8 JE 41 88.9% M1 BIE A B4 18.8%.

R PCYC-1115-CA
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TEHS>65 % 1) CLL 8 SLL #1363 Hh AT 7 — BNl 20, Rk
WHoe, WEEMEBESRTIRES. &F (0=269) #% 1:1 KILHIREHLEEZ A0
B (FH 420 mg, B BRI ZEEM) SO TREST GRIBHIEN
0.5 mg/kg, TE% 28 KFEAMARIZE 1 F1 15 KE4525, 2097 12 DN, mIiRE S
B N TN 322 BERE 77 B9 2 0.8 mg/kg)

N BEWHAIFER R 73 5 Gl 65-90 5), 63%NF M, 91%A~AHA.
1% 35 HE Lk ECOG MRBRIRAESTF N 0 3k 1, 9% EEE A 2. IRIAA T
249 {5l CLL 35 1 20 ] SLL & . FRZRR), 20%MEE A 11q k. JHiE CLL
TR IR DL R 4E . AT YRR BERE IS (38%); RINATL MUAN/B /M s>
R BEATUESC IR IR SR (37%) BHATTESAT R BT (30%). 9%
Z (27%) FEF (25%),

iz BE VR IA] 28.1 AN, WLEER] 32 BIFET - FH 1 (A B R AK T FRETT
BITH T3R5 11 B1(8.1%)F1 21 51(15.8%)) . 41%MH) H MK T FRETT 41 5
FAERRITH, ITT ABE (EHAITAED ek EFE iR ARG % &
X ) HR0.44 (95% CI (0.21, 0.92)), TilHAmEeinyr AR T IREIT4L 2 4F
AR5 H 94.7% (95% CI(89.1, 97.4)) F184.3% (95%CI(76.7, 89.6)). iRk
¥ PCYC-1115-CA [T &5 R W3R 20, IRC RHE IWCLL Ar#EASH PFS (1)
Kaplan-Meier HiZk LI 4.

% 20: R PCYC-1115-CA KT &R

& e H KTREITH
AR N =136 N=133

Tk A
HOHE (%) 15 (11.0) 64 (48.1)

P 1 12 57

FETHAF 3 7

FAZEL (95% BEASIXIED, Rk 18.9 (14.1, 22.0)
H

AR (95% BAEX[E)D 0.161 (0.091, 0.283)
BEZEZE * (CR+PR) 82.4% 35.3%

pfH <0.0001
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*H IRC PPfli. (A E R 5 HIRARE (3.7%) MK TIREITALFI 2 Bils2 il
(1.5%) IL3] 1 58450 -

100 =yt

B 4: % PCYC-1115-CA FE# AR (TT A#) 1 Kaplan-Meier #i£g
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£ 55 N H LS BETT I, A B JE 4R IA B 7 PFS.

R4 CLL-3001

TEREAE 403G CLL/SLL &35 kAT 1 B AT 8 JR BE & 2R IA S ] VT AR 2 Bt
(BR) 5 %R FIHkE BR (—TIFENL. 200 XER 3 BT . 8 (n=578)f%
1:1 (LGB NI 2 A & e (4K 420 mg) B2 S5 BR BEA 4524, HE
B, ST HZ MR, BTA B A2 BR % 6 MM (BANE
HH28 K)o ZRKIAFHETTLA 70 mg / m? I EFRIKHITE 30 7082525, 25 1 /NE
FEF 2 M3 R, B 2-6 NEABING 1 RMEE 2 K. P2 BHES A
1 RLL 375 mg/m? (AL 2, 105 2 DEI 6 NS 1KLL 500 mg / m?
(RIS 2

BFE WP ALER R 64 2 (EH: 31-86 %), 66%ANE M, 91%ANHEN. FTE
BAH L ECOG MRRRIREITEA N 0 5k 1. HiZWiz HR M Arif e 5.9
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S, WRITET AR B 200 1-119Kk). fERLL, SenIEE EAH
— M JR> 5 cm, 26%EE A 11q Bk,

I CLL-3001 f)97 %45 5 W% 21, PFS () Kaplan-Meier #h£k 411& 5 Fin.
% 21: R CLL-3001 T4 3

A% E+BR 4 ZRGA+BR 4
KR N=289 N=289
Tot R ¢
HIHE (%) 56 (19.4) 183 (63.3)
HHALEL (95% CDD Kk F| 13.3 (11.3, 13.9)
HR (95% CD 0.20 (0.15, 0.28)
SRR 82.7% 67.8%

a1 IRC PP A1 &5 JE + BR 411 24 11523038 (8.3%) 2@+ BR 4+ 1 6 #1524
T (21%) I8E T AR
BR=FIAE AT H5HMZE H41; CI=EFXIA; HR=XE L.

B 5: % CLL-3001 ot AR (TT A#) B Kaplan-Meier HiZE

100 H
80
g 1\
5 60 - ' FHEERE +BR
3t \ o-c0IMBRUVICA + BR
H%
7K
|-R i
40 - ‘q
20 1 - - -
' ZEH +BR
*Placebo + BR
n d p<0.0001
% I I I I I I I
%:J:M@%E/‘]A%(l 4 8 12 H 24 28 32 36
FHBRKE + BR Months
ZEF + BRg 264 247 200 127 52 - - p) 0
o om0 oPTHEEE +BR 4, XE FBR 0
—6— IMBRUVICA + BR ---k-- Placepo + BK
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YEK I FRBFF 5T PCI-32765CLL3002

FEREAEZ A CLL B SLL & kAT | — I Hn & e 5% & b bl
Lo 2t JRECE. AR FE. B (N=160) 1% 2:1 K LLBI a3 Ao ke 52 7
fig)e (420mg, BH 1k, BHEHWIERSHIATZ 08 sif] 28 8
(RUGFIEA 375 mg/m?, 4525 1 G HIEA% N 500 mg/m?, &2 1k, 4
23k, ZJatE4 B 1IR, 5254 K0, FlERhTAH 26/54 6 (48.1%) & H
I 5 28 XA TR B JeiRyT . AR N 66 & (GEH: 21-87 %),
S 71%, PEEE S 85%. BT EH MEL ECOG HASIRAE T4 0 5
o WIGMIF AT 151 4] CLL H& 0 9 il SLL HB3%. Bz Wia b Ari 8y
41 N H, BRAEWRIT IR AL 2 (T 1-14 0. FRZRF, 43.8%1 B H 20
1 AEJIEE>5 cmo 22.5% M) (36 491, Herbrp [E 83 26 1D A 17p $hik.

W EARYE IWCLL Arkxs ot A (PFS) #EAT T VPAl, 45 HoR5E
T Bt B RS FRAIS T2 82%. R RHT 722 X687, (HEEAM (0S) il
B A B R A AR a3 (XU EL[HR] = 0.38). % I Rt & WLk
22,

£ 22: PCI32765CLL3002 H 57 3 B

BRER FIZEHH
# R N =106 N =54
T REGE
HHH (%) 34 (32.1) 42 (77.8)

R (95% BAE[XA]) 0.178 (0.109, 0.291)

RAFH
FETSHL (%) 21 (19.8) 20 (37.0)
HR (95% &5 XI[a) 0.381 (0.204, 0.713)

PR SRR 62.3% 7.4%

MR RZR (RS 40 68.9% 7.4%
82 HE FER o D
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PFS @ R/R A WA CHFEFES . A, FRER Rai 70, ISk
BRI ZG. 17p $Ak. 2R ECOG 14 BRAEIRIT RN 11q $k) B3 5
NBE T — B R: A B JE IR 7 4HAR L TR 25 B hi 4 PFS 24K
HEREIREHMAE (WMD)

PR IGLERL R 0 A — TR AL B G TE S T R A B BRI WML B e ek
7o

BFST 1118 FIBF L 1127 BZIRITAH

W5 PCYC-1118E-CA (EPFFFL 1118) 2 —TUFmttE. 2 O R,
£ 63 BIBEAE 29 WM B Pl 1A 5 JE 1 22 AT 280 N I P Ao
RN 63 5 (Ju: 44-86 %), HH 76% 2 B, 95%EmMEN. FTEEH
[F2EZE ECOG A RRIRE VPN 0 8L 1. HiZWr B N A EA 74 N H, BE
IR IIRALECN 2 I GER: 1-11 ). LA, PAzifniE IgM {E8 3.5 g/dL

(Jul: 0.7-8.4 g/dL).

ZAREREH — R D IRAT E JE 420 mg, B A 5005 ik R B PSR 52 35 4% . WF
FeH ML R f 2 (IRC) ] WM E br TAE AR AR . IRC WAL
Lefl (& SN AR BUEAR 2R 25 R K 23,

R 23: BFF 1118 1 IRC A WM BE MR AR R R AR R SLET [H]

Bt (N=63)
B (CR+VGPR+PR) (%) 61.9
95% Cl (%) (48.8, 73.9)
TR (CR) 0
e UF IS 7> 2% (VGPR) - (%) 11.1
g (PR (%) 50.8
W AR, A (JEED NE (2.8+, 18.8+)

Cl =BfZX[a; NE=TIEIEHM
R gty 1.2 M H Gull: 0.7-13.4 41N HD.
T FC 1127 PR 24556 7 40 A6 31 151 RE A 12 52 & )22 5 st 5 298 77 R H T WM

B, YR TR B BRI T . TAER Y 67 ¥ (JEHl: 47-90 %) . 81%
HR R ECOG ABRIRATEST v 0 5L 1, 19%F i ECOG 1RRERES TR A
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2. BEAEWRITHIROIECH 4 (GERE: 1-7 FadT) « BEFR 1127 F2576TT ) 2@
ZHN 71% (CR 2 0%, VGPR & 29%, PR & 42%) . W5 ArBE Ui a] N 34
N (GalE: 8.6+F 37.7 M), AL B A7 R ER AR ]

61 MAREYS (R&aHT)

FERARRETT 61 A, W5 PCYC-1127-CA H1 IRC PFAl I 525707 422 i
N T7% (CR 0%, VGPR29%, PR 48%). *Pr G HFELIT 160y 33 A GEH:
2.4-60.2+1 ).

BFoE 1127

VAT WM B R IFRE TR 1127 (—TiER R EERE [ i E 28
FHVEO A B JE B RS R 2 B BT BEAL . XS RGN R 1 S
) o H3F (n=150) 4% L1 MLLBIBENIZZ A& e (BR 420 mg) B2 57
SR E BG4y, ERRREREH AT . 51 & 4 R
HEPT 375 mg/m2 BEF — I, HELL 4 25 17 25 20 %G T AT IR
ZH YL, BRI, EEE 4. BT R R IRC VP T R AR AF
H (PFS) , H AT A4 RIahr LG AR %

BE PR N 69 % (U : 36-89 %) , 66% N T, 79% NEINER .
91%f1 i # I Lk ECOG TRREIRESIE N 0 8k 1, 7% E3 1 ECOG R REIRSLF
N 2. 5% RYNEEE, SB%IEAIR BE . EAIREE Y, BRI AR
N2 (JuR: 1-6 FiGIT) o LR IYE IgM FAEN 3.2 g/dL (FEF: 0.6-8.3
gldL) , 77%MH) HE fE4E MYD88 L265P 5878, 13%[¢) & oI sRAE, 9% H
G TCIEVHAL AR

WFFT 1127 9 IRC VAR T 245 SR ILER 24, PFS K Kaplan-Meier 2k L& 6.

% 24: WFF 1127 h WM BE T s R

RRF+FZER
BB e+ ZH BT 8
AR N=75 N=75
Toit R AR
FHHE (B 14 (19) 42 (56)
20.3 (13.7,
A (95% C1) , H NE 27.6)
HR (95% CI) 0.20 (0.11, 0.38)
pfE" <0. 0001
LZfRZ% (CR+VGPR+PR) ° 72% 32%
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95% CI (0.62, 0.82) (0.21, 0.43)
FEARGM (CR) 3% 1%
AR U B e (VGPR) 23% 4%
arazfE (PR 47% 27%

WAL AR FFEE T, A GERED NE (1.9+, 36.4+) |[21.2 (4.6, 25.8)

CI = BfFIXIH; HR = MBLL; NE = JEikdFhrs R = A2 i
p {ER EHZE WM IPSS (MK, o, ) MEERZGIERT TR EE (0, =1 702 KX 8k
%

" BRI p {H<<0. 0001,

s BE V5 ] 26.5 S H .

B 6: BFFT 1127 1 WM BETLHBAERS OTT A B Kaplan-Meier HiZR

1|"|FJ_
) M
|
74
) F KRB
)1 i

THRERR, %

! “zel;%mw‘ru&%iﬁ

T T
0 3 B 9 12 15 1@ ™o 7?4 27 30 33 ¥ 3¢

o (B)
ﬁm%m*ﬁ USHITEE
AR+FZBBy 75 73 69 67 66 60 60 54 40 24 14 8 2 0
LRF+FREMy 75 65 55 43 44 40 M 27 16 T 4 1 0 0

— IR B, B0 BRI Z 1 i 659010 o A2 B+ %
HEHTAL 39%M S IR MAL 8 I RREE G (8 SORTE RS ML BCR A A KR 7
SCFRRIT GG, BUELRIEIN=2 g/dL H 2D RS 8 FD .

63 MABETT (B&4HT)

SBEVTEN 63 N H, PCYC-1127-CA S 2 3 HiTif IRC PEAG BT Rk 4 3R W&
25. FIVE B (0.31[95%CI (0.14, 0.69) 1) AL B (0.22[95%CI (0.11,
0.43) 1 K PFS K& L5 ITT AFER) PFS XU b —F .

#25: WFF PCYC-1127CA BT &R (BE&SH

e &+ FIZE B TR + FZEBH
- N=75 N=75
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TR
HHHE (D 22 (29) 50 (67)
% (95% CI) , H KiLE 20.3 (13.0, 27.6)
HR (95% CI) 0.25 (0.15, 0.42)
p 1 <0.0001
TTnT
Rz % (95% C1) , H RikH| 18.1 (11.1, 33.1)
HR (95% CI) 0.1 (0.05, 0.21)
BB EEE (%)
CR 1.3 1.3
VGPR 29.3 4.0
PR 45.3 25.3
MR 16.0 13.3
SRR ¢ (CR. VGPR. PR. MR) (%) 69 (92.0) 33 (44.0)
SRR A R, H GERED KiEF| (2.7, 58.9 +) 27.6 (1.9, 55.9+)
2R (CR, VGPR, PR)** (%) 57 (76.0) 23 (30.7)
SRR RESET R, A GERED FIKF| (1. 9+, 58.9+) KikE| (4.6, 49.7+)
MAEAREHREE " (%) 77.3 42.7

CI = BfFIXIA; CR = EA&L%M; HR = Kth; MR = fUNZEAE; PR = &

IHITIS ] VGPR = 47 7 22 iR
BF ¢ WATE] v LB VIR = 49.7 AN
IRC 147

2

S8R TTaT = BTFIK

U RS HR 2B BT 4 4E PES A THECA 70. 6%[95%CT (58. 1, 80.0) 1, ZRF+F]2ZE il

25. 3%[95%CI (15.3, 36.6) 1.
SRR DL p {E <0. 0001,

R NURR B = 67 KA R I R s | s B =
GEARZRy ) T6%FI 22%.

WA BB BRI 9N 16%5 41%, BEELIREET

U SONMR TR =2 g/dL, AERLEEZ D, SEMRILL<IT g/dL, WHEHE>1L

g/dL Hi§3=0.5 g/dL,

RS L %

BB e 25097 5, BTk A RO s (B, B =
50%, ZEXTiHELE T 5000/mel), HAEAT ORI AE I 4E N, X R L TR A
BIRHZIBITII R Z L (66%) CLL/SLL . 7254 8 e VAT KI5 MCL &
# (35%) SR I BW S SR kAN B 2 e A B
M2 EAE 2 —, ETRHARIG AR RIS, AR ABIR e . (8 5 Am
JEIRTTIX PRI SERL PRI, Ik T4 2 E 8 R A TR IR 1 M AW,
MCL B FIEHAE 8 A (PALfE) WIKE, CLL/SLL BFH@EHELE 14 & (PAE:
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JuHl: 0.1-104 D WIKE.

TEHA B R VAT I WM FE 38 o o IRk L 40 1 22 0

A B JE kG AR S m] VT HR 2 5 BRPTIR TN, SR AN b 2 e BN
L CEP AT B JE A R0E B R VTR Z 8 SRBTIRYT 2H0 7% vs. IR & KIB 55 H]
TR ZE RHIRTT AN 6%).
St QT/QTe [F) HAAI Lok v AE H 22 f) £ FH

BIRG TN 3 FFERKHER TR (1680mg) KR HIHAAIRKE
X ) QT [ E .
[z ]
ZHEIER

A & Je /N 5rF BTK (Bruton B BRI #kilR. A& e 5 BTK i
PEGL R )2 F I Z BRI AL T LN B, AT BTK [BEVETE. BTK 2 B Aifiudi
JF%Z 4k (BCR) M FZAEEIES 5+ . BTK il B 40K 241
SWOE B AT AR T R . RIS R A R R, A e
Y W B AR A P3G TR DA S AR A1 P B AN R P

FEERYE B 20k % 3 b, AT JE 2.5mo/kg/ R B BRI Pk E
70kg LL B, =175mg/Rk) 4524 24 ANFPY, AR L EAAZ A BTK 3P4 5 6
A HAE 90%LA .

FHAT B B W] A S5 75 3 B /MR SR B, (R R L A F AR AR IR (1 2 N B
& B Thae A At i FEAC K 1C50 43 7l & 4.6 w M (2026 ng/mL). 0.8 1 M
(352ng/mL). 3 u M (1321ng/mL). B4 JE A RER Rdm ] ADP. FEA=DUMERR . A
FLE Z A TRAP-6 75 S [ 1ML/ R 4R
BHEPA

AL R

P E 8 Ames 56 CHO 4 4t i AR50 . /N B A B BEMIZ 1R 56
(F 535 2000mglkg) 45 B35 9.

AT

HEVE K R T ACHCRT 4 F . 2SI B 2 R0 45 00, M K R TS e R 2 B
ZBIEYRE 7 K (GDT) , BHA NG THAME)E, FIEI& 100mg/kg (FH2T Ak
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SO E 16malkg) B, oA I EE RV K BRI AR 70 BRI AR TR R

IR KA S EIRRINE D% TR E e 10, 40. 80mg/kg/k, fHAiE)E
80mg/kg/ R 5l LR B IR COEAIR ML) IRRGI ORI & IR JG 2 R 5,
R R BRI 2R 2 (AUC) KZIHH 2T MCL B3 560mg/K 7 & i 4 Py
FEEN 14 1%, 24T CLL/SLL 3 WM B3 420mg/ K7 & 14k ) 2 55 &1 20
s BB 40mglkg/ R K LA b7 51 KRR AFAR SRR, 120 R R R A4 Y
[FEFE R (AUC) KZAH T MCL 3 560mo/ K7 & 7k P S 55 /(¥ 6 fif . 4T
IRRAE A B RIAZ 45 T4 & )2 5. 15, 45mglkg/ k. 4% e 15mg/kg/ K
KL B SR R R R (ERE) , 45mg/kg/ K 51 B G RO 25 R
Ja RGN, B e 15mg/kal RAE Sk N H) R ix & (AUC) KZIH24T MCL
A 560mgl R AN B R BN 2 %, AT CLL/SLL 8 WM & 420mg/
R T INA PA  R 1) 2.8 £5 .

ok

TEA 6 AN H 1 TorasH2 FEP/NRBUEME IR+, N4 THMm g8
2000ma/kg/ K, AR WBUEIE. TEICHIE T HEVERTMENESh 1A A 1 2 55 5 43 T 20K
A\ 560mg/ KI5 T B Fa &1 23 £ 1 37 .

[543 7% 1

1E B A g &3 vp, (A 8 JETE 840 mg Gl st 1.5 £%) 7
=GN, REEMAESINTE M. #2 560 mg &M MCL &35 520l 1
A AUC HWH (B 5 2 50%) N 865 (69%) ng-h/mL, $5% 420 mg 7| &) CLL/SLL
BH N 708(71% Ing-h/mL, 52 420 mg 7 & WM E35 8 707(72%)ng-h/mL.
N5 CYP3A 7 & FIE, 4% e 420 mg 5% 560 mg & H —IRA257E 1 G
BRI, BN 1-1.6.
MR e

fa B 2 R S IR R AT 3 J I 4eont AR R BE DN 2.9%(90% CT:2.1,3.9)
BT B 8 RS 25 B P AL Tonax /2 1-2 7N
B

HRAZCERAGE R, SrliismAEiEe (800 K £ 1,000 &

This copy of the document was generated on 15 Jul 2022 Page 42 of 48
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60388 Version: 4.0 Status: Effective Effective Date: 15 Jul 2022 (EST)

B EL, 50%HIRE R S AER AR FARG A B JE I Cmax 3800 2-4 £5, AUC 3
mey 2 £,

PRANIE 7R 2 B AR AR B JE A2 P AR (1 (P-gp) B FL AR i 245 25 19 (BCRP)
AR o

Zigiil

AT BRSNS N 2R & E AT 456 %5 97.3%, 1£ 50-1,000 ng/mL 3
A IR . AR (Vo) N 683 L, FRSERMAAMAER (Vaw/F)
#1759 10,000 L.

TREORE T HIKERR A 62 Lh, HEIRE TN 76 Lhe HEEid ROviAH—
B PR T A ERES T I H IRIE B %43 7l /& 2000 #11000 L/h. A7
B2 11 4-6 /I
A

AU P AT & JE T B 1) 32 s 42 P A B Je B 4R il €1 3 P4S0(CYP)3A
U Z MR =4, —/NEB 2y CYP2D6 ARt . 3 TEACET 4 PC1-45227 2
— M A EERAEY), X BTK BHIEEL NG B e 1 1/15. Fadsi 322
A=) PC1-45227 5 R R 25 LU (B YE Rl 72 1-2.8.
Hrit

A E B (K2 DRI R BRI, (@R X R
BRI B JG, £ 168 /N NHEH 90% I BUNETE, Hrh 80%4 FE{HHE
i, AE] 10%Z2 FRBOE R . FEAE b ¥ A 5 8 20 5 U M Am 10 HRHE R 1
1%, JRGTBEA R, HARRHREE S,

RER AT
FEREFIER

AT AT 5 e B 243 0 S AT BAT i PR SIS
ik

SV B AT PCI-32765CLL3002 1 20 1|8 K EixEiaE CLL 5% SLL A [E %%
N BB 2R AT T VR . SHAD AL, P E 2R P B e 1Y
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S HAE HAB NS Rl Z P9

B GEEBG HAE Cockeroft-Gault 2 2 Ak 5 WLETF 1 4 % [CLer] > 25
mL/min) X 717 B JE 2 e B E w2 o WA O T B RS B IE % (CLer<<25 mL/min)
B BUEHHTENT B8 18 .
Wl &2

SHFThRE IR R 2R E ML, BTG Z X% (Child-Pugh A 90 AL &
Jé AUC Ft7& 2.7 fi%, HFERF#1G5%18# (Child-PughB %) Ft& 8.2 fi%, &
JFin 5283 (Child-Pugh C Z¢) FH& 9.8 5. SHFThAEIEH 2 RA ML, B
JFA50 SR A B JE Conax B8 I0 5.2 £5, AP 20 0 8.8 £, T
FERFR G 52 i0E 380 7 65 (S W, CRERE] R AR 2.
Y AR
CYP3A U7X 47 B JE 1957207

Z IR T HE M CERAL CYP3A #1577 & I 25 2B AT B JE 1 Conax S
29 %, AUC XN 24 5. ZRG TARILEM: R CYP3A #IHIFD &HFh2ie
fE AT 5 R IAEZS Conax B0 6.7 155, AUC 39111 5.7 f5. SEEDIRZS AR B
YO REME (9% CYP3A k7)) AT fH A1 5 JE B AUC B0 3 5 10 fi.

ZIRG TR E (FRCYP3A HIHIFD A HEHAEFME BIRE Crna I8
3.4 4%, AUC 340 3 fi%.
CYP3A 77X 47 B JE 195727

HRAEF (3 CYP3A i S AD A H S A B e N Cmax TFE 13 521 L,
AUC TR 10 P B B RER, WREH S (P CYP3A S5 mIfEfH
i Jer AUC 15 FBE 3 5.
A7 B JEXT CYP JEEIHI R

P AT 502 WY R F I DR 77 B, AR A B JE M PCT-45227 A K RT R 40 4]
CYP1A2. 2B6. 2C8. 2C9. 2C19. 2D6 5% 3A [)ifith. RAIGARFIER, A
BB PCI-45227 A KA REH S CYPIA2. CYP2B6 3 CYP3A i1

T B JE XS 18 2 FT I 52

This copy of the document was generated on 15 Jul 2022 Page 44 of 48
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60388 Version: 4.0 Status: Effective Effective Date: 15 Jul 2022 (EST)

PRAMIF SR, SR I AT B I B A7 3 Je ml e BCRP AT P-gp %1z,
B e HBITE AR Dk P-gp 80 BCRP iKY (Bl anth . FEEES) 5/,
A RESIE N5 BRI

(5]
30°C LR RAF
(R3]
H 4 HDPE fi%e, 7 JLE %4
90 FiL/Jh/ i -
120 R/ & o
[(H3341

36 1M/
[HAThR#E]

BECVZ A bR JX20160135 Rtk 78 H i JYHB2001826 LA+
(bS] [ 2517 HI20181066
(25 EHAFATRFA A

4 Fk: Janssen-Cilag International NV

VEMiEE: Turnhoutseweg 30, B-2340 Beerse, Belgium
(A= 4]

A4 F%: Catalent CTS LLC

APk 10245 Hickman Mills Drive, Kansas City, MO 64137, USA
(81

%4 FK: AndersonBrecon Inc.

f25 bk 4545 Assembly Drive, Rockford, IL 61109, USA
[ENEXEDI]

YRR P AR A PR ]

Motk R4 PG 22T R X B R B R DU 19 5
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HEE 2D : 710304
G 5i5: 400 888 9988
LB S, (029) 82576616

PIE:  http://www.xian-janssen.com.cn

***END OF DOCUMENT***
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