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72t CYP3A IAA
75t CYP3A oMY A ApE o] e =l 18%0] 71743 Aol AN o] oFo] wH(Cmaxet
AUCO-last)& 717F 29u], 24u] Z7bAlZich B-AlZ OMAEQH SRl 85t o2 AIEArE 9o
N, ®elaETte] WEEolk of oFo] CmaxEZ 674, AUCO-24nE 5.7u] Z7hA7ict QA7
A A% J/EE FERC CYPIA S £ We 5790 WA CYPSA oAlet 98

shx] e 76wo] #HxbSo] ol B RElY L &u vlwat e T BAE Ac) oju2ElYe] 1w H(AUC)
291 olsigich. SEE CYPA oXIn-47)g} ZEe CYP3A olAAlin-19)2 A2We cowe] s
So tjAom o obAAo] Wet A AtmoA Gojuldt =40 Frbe WAL Joith welAUE
3 mAEUFES o] mo] el 8ae xAsto] of okmt WRA 4 9irk. of 9le] Zeg CYP3A
ARAI(C]. ARTE, Arjule, Aniu] e, aleue|e, AFgele, Zefe]Ezotol4l, HelER
ofol4l, olEatTtE, YupaE, Fu|AAELE)] W& Soj msfof sl, CYP3A oA 7Hs5Ao] o
ot RS R oot geldo] 9BAS Asleln, e CYPIA SRS WEA] Sofslo}

st dfole off #o] @t
o R 4= CYP3A AAA|
B-Al& oHdEYF SAtA. 5= CYP3A O*Kﬂxﬂfﬂ o2l Ezutojalate] ¥E&Fo= o ofY Cmax
£ 3.48), AUCO-24hE 3OHH Z7MART. Tof 55 %= CYP3A AAA|(c], EFIUE, o=|Ez0}o]
Al |2, ofmAmBE, ofefApjH| 2, A|Z2EFAMI, J2REY, ZEOM, mAtm iy
2, ojufEld, Hud, ofnjectE, ERYGE)E e Feole JAAE AHEste U o] o
+Fe O}Eﬂ of mef Zafsliop et F=o CYPIA AR FE&Alols &F220] BRsHA] &
o "R £4S ZYEYSH, BRA & 22 AAY gt Ated AEeF eFIKs S5&
CYP3A AAAIE =5t 1oz o] o] Foj7|7t Fet meteh(&HE& Ax).
o] o] &F2 ot ®o met =4ttt
o gstate  [goks AR ALE 713F % o] ofo] HA-g
7=0] CYP3A AA| &3 £780] FastA] it
F55° CYP3A AAA| 19 13] 280mg
Pe]2UE(1Y 28] 200mg),
B EARUE(1Y 28] 200mg =N} F55H1Y 18] 140mg
PR g 4 ojst ge
Y FE&AES mstal, CYP3A oA s
71eF =5 CYP3A AA|A, ‘ol o ofet diAIAIE aLefetet.
EALEUE w8 Y AAAE S7IZH7L o) AFgs
= 72 o] oFg gorgit,
7=0] CYP3A AA| &5 £70] BRSHA] 9l
£559 CYP3A AAA & £780] HRsHA] .
He|ILHE,
EAFFIUE(1Y 28] 200mg AN 3t 5519 13] 280mg
e R R 7 L ) 225
o axxs EAIZUE 08 19 15] 140mg
= 28-S msta, CYP3A A 75
‘ol o et tiAIAIE L=ttt
7 73285t CYP3A AA|x
= e S oA 12172 ol)) AHg el
= 7% o] okg Forsict
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(29 1] A4 FEY YAEH

[& AFRE S fe| A]

—

[e

o YHFH 7= 2014.88. 317HE A3, 2020.12.31. 3] & oFF(F

Sto] glom ofHd Agwre Aol gl AP ZFAWEY(CLL)/
Agttel Heaw e F71 202153, 39 AA FRHAE. ol
o] FYAE F o)k BE FE FUE) A® AY
- 5 AFL Pharmacyclics LLS ¥ ¢FAlG| A FE 70 d3le], w=H(2014; 2020.12.22. & 7FAFE AH|0]E), 7 (2014;
2021.827. &7HAHe AHICIE) FolA 7w

o E5EY 7S st FALMA, I, 34 YFAE([E912) AHE AEEH L, FCREFHHNHAZFZEA
o) =42 EAFH) T tlH] PFS, OR, ORROIA #2913 7j41e =

- OJEREH(Ibr)+H FAIHR) BE2H WS SFatglon, & ki ZE9YL ol FHHE IbrtR
AN TR YA FARH .

d

S EBES, $UEY ASHY FNG 3 248 4933 B8 WEe FARAS

- 348 BREFE ABAR TAS AP, AANA $EEFE T Ashe] whe AP AFHUT,
EWO12 23} 710 4449 FANG F o 4WS 27h B A2 A8 2ANY AFOR IAHLA .

11. AFEAR

o AFH: YEFHIE 140‘?4_311%*@1& Eld)
o oFg] 280l w}% B o T g (421)
o NAAG
- B E “ENASe] glon ojded Aude Ho| gle WA dxg4 MR (CLL)/ LB ZTA HZFSLL)
A Aol A g EATH] HEan” F7b
- EHE o] e Y FEAAd HEY g AYETY HEFA dEaHeR B

i

d8tAY, F-CD20 oA
o] o3t Hg%fﬂ'{— 25 A5
EE QHF z”t]{"ﬂ tﬂﬂ FIHEE 7 FAle T s S Fxdn dAANA.
- AR Fof AR E1912 /A Y Aol whE o)duts & F7t
o 92|48 717 : Bruton’s tyrosine kinase(BTK) inhibitor(#3]#1)&, B cell +&A 454 BTK JAE &3l
THAE AE F=F
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12. 719 2 MEAEH

o CLLS 89, &5 22t H27|# W 9YIE A5 B AlE (CD5+CD23+H) 9] 23S 5ERo=
e Mg gAY
o CLL Alxzo] 433 A& BIKE HIXE? o] Aistase] dASHs F&f nEgdde=
%Wﬁ‘rﬂ B AlXE 484 (BCR) Aladgo) o=
e SLLX FAH SAS AYANE HZ 5715 (lymphocytosis)S &HF8HA] ¥+ Agho|m, &
Ho R FYU3 71AAZ CLLY| WMol

=g MEWCL)S F2 250 BREYelA Bas

H
o
uich
(K
-
oX,
1 H
@
5

g YEuE) sy
1. B 74X O|4o| ARE e QSME YEF
2. OIFO| $I7X| O|40] X|RE We ory Ymy wEy
3. 65H O[4, SHrEsio] 9onf 0|0 A= We Ho| gl ory Ym7y

A (CLL)/A B ZRN AZE(SLL)
4. O|HOf st 7tX| O|49| X|RE B2 AHO| Qe LHAEE OIAZZ 2 E

HZ(WM)
5. 0|0l 3 K| oj¢tel MAl A28 2 ZHo| e oY oA Hij=FH
168 O|ERE[H(ETH) 2HcGVHD)
6. 654 0|4 EE= SEHESHO| AL D2l 654 O|FHS| O[O X222
Mo| gle ohY ZEZM SMEYCLL/AZETY HZZESLIL) SRoM 2
HFEFEue| H8a Y

7. OIF0f| X222 HO| giALt O] Xz ZH0| U= EHAEE DRZ=22E

HIWM) S0 2|SA IR HEQH
8. EHFXI3I0| 9lom o|Xof X|ZEt2 mo| Q=
M =lTEsLY) Mol XYM B EA|ULTC HEQH




6. LetAEEdHol| 25 A=

6.1. YIANIAEH 7L
o ANAFFH B A5 3 YFAF 13(CID 5.2)

62. AEFATAH

o A3e=

_rg
-

6.3. YAoF

o AL

64. FrEA 2 AAA

64.1. FEA - AN AL
o 3 AANEAR A Z(E1912)

Table 2: Description of Study E1912
Study Region Number of Median Time

Study | Study Design Population Endpoints Subjects on Study
E1912 | Phase 3. Treatment- Primary: PFS per ECOG- uUs Randomized: | 36.6 months

randomized. | naive ACRIN case evaluation. 529

multicenter. | CLL/SLL Secondary: OS. PFS in high- (354 Ibr+R.

open-label. | =18 and risk population (TP53 175 FCR)

safety and <70 years mutation. del 11q. or

efficacy ECOG0-2 unmutated IGHV) per ECOG-

study of No del 17p ACRIN case evaluation.

420 mg/day change in FACT-Leu TOI

Ibr+R score at 12 months after

compared to beginning of therapy. ORR per

FCR. investigator assessment.

CLL: chronic lymphocytic leukemia. del 11q: deletion of long arm of chromosome 11. del 17p: deletion of short arm of
chromosome 17. ECOG- ACRIN: Eastern Cooperative Oncology Group-American College of Radiology Imaging Network.

FACT-Leu: Function Assessment of Cancer Therapy—Leukemia. FCR: fludarabine plus cyclophosphamide plus rifuximab.

Tbr-+R: ibrutinib plus rituximab, IGHV: immunoglobulin heavy chain variable region. ORR: overall response rate.
OS: overall survival. PFS: progression-free survival. SLL: small lymphocytic lymphoma. TOI: Trial Outcome Index. US: United
States

g2 i 98 E
- AEAE: ojdo] XNEHA & 704 olste CLL AFUAAES o E oJEFHY + 2 SAH(br+R) %
FCR(fludarabine + cyclophosphamide + rituximab)®] &A% FAAE v, Frstes AAH T2 o)
4, 3N, 3% M9 (Study E1912)

UZAEAE
1) N@YAY: 729 wAE, 370, 3% AE
- AFYAAES riRAXETF) B FCRBAET)E 474 Fo BEE 219 H &2 729 A3t
- % 5297 9] At AEo]l A A EHUL, 3549 0] Tbr+R i]i%oﬂ, 175% 0] FCR A 27 vl = o], A
S YF(ITT, intent-to-treat) T4 74
A G0A PR 604 ©17), Pl BH T
(ol ¥7](Rai stage) 1/271, 3/471), o]~
of wet 729 MRS F3}

%%Q?JH(ECOG)A A4 FFE0/14, 23), WY W7
A gk AA[del 11q], 71EH
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=
H
o
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o
o
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2) Ty

- Ibr+R A BT O BREY(1~7F7]dE 1Y 420 mg AT 5o, 737] olFde A Ad AHA7A 19 420
mg) + YFAT2F7] 1€4] 50 mg/m2 AW W FA[IV], 2F7] 292}kl 325 mg/m2, 3~7F7] 194}l
500 mg/m2) ¥ 884

- FCR A&7 JEALAF7] 192k 50 mg/m2 1V, 157] 28] 325 mg/m2, 2~6F7] 1¥3te] 500
mg/m2), SFGH(1~6F7] 1, 2, 3¢l 25 mg/m2 1V), NEF2EAAUE(1~65F7] 1, 2, 3930 250
mg/m2 IV)

-7 F7le 28Y

3) &%
- <704 CLL #AoA 7 a3+
o] HEEIHe] W¥E&aWo] PFSE
- o] B i3l §8 7hed kAol deEA Bt

ol FCR(ERThehil, AZ2E oo, JEATH vlmste] 25A %
A (e}

4) = 3 Hrids
¢ Study E1912& 19¥ CLL &AES X3¢ 704 olate] CLL/SLL $AES o=, 3158
e B brRe FE4< B7t
o 1% %EH 7hi 4 ECOG-ACRIN AH#| 7o) g 728 AYE7]7HPFS)
o 22 A4 WU 19 23 T(del 17p/TP53 Wol, del 11q =& WolHA &2 IGHV, 24 Al@ AgAel
utel A& 7H5)e PFS, OS ¥ ORR

tlo
i
11?11‘
ok
)

O_L,O

5) AA7&
o A4 didAE =% 184, <% 7049 NCI/iwCLL 7]l wWe& CLL @ Ei= WHO (World Health

> T
Organization) 7]l W& SLL XoE e 24, F4o] i 57k Qs ECOG 3 A7t 0~2¢

6) A &71E

o Ao CLL =& SLLe ti& A58 W o

o AZFASGH FE7t del 17pS] BAA

« ZHROEE Foie F oA

« CLLYl| th3te] 2 Z20|E5 @A) E= o] Hel A& tida

o ZEF AlEAEF PAS0CYP) 3A AfAE FoAlE F2A oAt

6.4.2. A U4 A (Pivotal studies)
e [E1912]



@ PFs

o 366799 FTEHUY A FHBRIIN, Ibr+R A EHWS FCRA Hlu s o, 20 JP& dFHoE fFo
st FAHORE FASA 66.0% TaAFA (9 EH[hazard ratio, HR]=0.340, 95% Al%|F7HCI]=0.222~0.522
p<0.0001)
© A ART FUY HSIUERE SHA A
+ 3670¥ WE=rtd(landmark) PFS 48X = FCR AET A$ 703%UH HI&| br+R X579 Z5-ol= 88.7%
e
a1 228 AE7)7ke] 71E-ntolo] M (Kaplan-Meier Curves) — 3 A+ A&
E1912(A &2 3 24 )
Study E1912
0 i lElll|||!
ey,
- Ty
“I [LURNIR TS|
e “0
cﬂ 3 6 9 2 15 % Fal 24 27 1] 3 06 » aQ 45  (antn)
N at Risk.
PEE B R R W BEEREERETRR G

The PFS is based on ECOG-ACRIN case evalustien.
The figure is trimcatad when < 10 subjects ave st xick in any tre

SAS-PROD: BTK/PCYC-1126B-CA/CSR/Programs/f Jm pis a.sas

atmert axm.

yuiso Created on: 095EP12:13:34:09

ECOG-ACRIN: H|F §5 FYs FEATIH-0FAHI053
Oncology Group-American College of Radiology Imaging Network), FCR:
2] = 4] 2H(fludarabi ide. and rituximab), Tbr+R: @] EFE]'d + EJ
PES: F7 3 A £7] ZH(progression-free survival)

‘ﬁ "J Y] E $] Z(Eastern Cooperative
sthehy AgzEsdhe g

cyclophospl A g}(ibrutinib plus rituximab).

@ 198 =3 lA PFS

o Y FAAL(TP53 EAWO], del 11 q7F A YAY IGHVO] Edwol7l TASHA Fe AFUIAEEA, &
A ANE BRG] 592%5 TAA)S A5, briR A 8H-E FCRA Hlugds o, W g =& A 9
e 3R 9 1—6}1 FAHSRE o5t 769% HaAHS(HR=0.231, 95% CI=0.132~0.404, p<0.0001)

o 19 AT 3670E HErnka PFS FAA = FCR AZTY 4% 603%08 v Ibr+R A&7 A$ole
90.4% =

@ 0Os

o Ibr+R A EHE FCRYA v AS o, A AP FHORE fFon|sta FAHCE FoJsiAl 83.0% #aAF
S (HR=0.170, 95% CI=0.053~0.541, p=0.0007)

o 2 AETY AA BEZIHOS)S TUHel LA S

o 3670€ o9} 4870 o] %9 05 MErtA FAHAE Ibr+Re| ¢ 98.8%, FCRY ¢ 92.2% A+

@ ORR

o AR Hrbo]l W2 AA H-EE(ORR)E Ibr+R X ET2 7% 9%6.9%93, FCR A 279 2% 85.7% (5

H]=1.130, 95% CI=1.061~1.204).



2) AAA B

Study E1912014] Tor+R W8R8 vlobde S90S, B8 dud zZesae ofdol &8 o|nEy
3 GEARe) dHH =eRds 489D, A CLL/SLL O B AE ohiEdd s Ban 4

zevddt A= dA
Ibr+R A7 Addda ddzt FCR ABT AFUZA T 94%0M A5 Fofl LA o)At
(treatment-emergent adverse event, TEAE)7} R.1l%
IbriR A 5o AGEA F 909%9F FCR A 5o AGdA F 89.9%M 357 o442 TEAESC] &
HAS. BEF FA F7HE8.0%), TFT A A (324%), 1L¥SH(18.8%), WHTF 75 (leukocytosis)(16.5%),

ki

\_/

Yz 52 22 (07%), NB(68%), WET 51 74(60%), BEEE1%)0) bR ABToIA 7173 EHA Y
hdAe] 5% o) 35HF EE 451 TEAES . FCR ARTAAM 718 EHAFHEAS] 5% oY) 355 =
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Cardiovascular Events

Data on cardiovascular events are based on randomized controlled trials with IMBRUVICA
(n=2,115; median treatment duration of 19.1 months for 1,157 patients treated with
IMBRUVICA and 5.3 months for 958 patients in the control arm). The incidence of ventricular

35




tachyarrhythmias (ventricular extrasystoles, ventricular arrhythmias, ventricular fibrillation,
ventricular flutter, and ventricular tachycardia) of any grade was 1.0% versus 0.4% and of Grade
3 or greater was 0.3% versus 0% 1n patients treated with IMBRUVICA compared to patients in
the control arm The incidence of atrial fibnllation and atrial flutter of any grade was 8.4%
versus 1.6% and for Grade 3 or greater was 4.0% versus 0.5% mn patients treated with

TSFAEO1: Incidence Of Treatment Emergent Ischemic Cerebrovascular Events By Maximum Toxicity Grade and Selected Preferred Term-

RCT studies: Safety Population

Ibrutinib Comparator

Any Grades Grade 3+4 Grade 5 Any Grades Grade 3+4 Grade 5
Analyses set: Safety 1,157 958
Subjects with Ischaemic
Cerebrovascular Events 12 (1.0%) 6 (0.5%) 0 4 (0.4%) 2 (0.2%) 1(0.1%)
Transient Ischaemic Attack 5(0.4%) 2 (0.2%) 0 2 (0.2%) 0 0
Cerebral Ischaemia 2(0.2%) 0 0 1(0.1%) 1(0.1%)
Cerebrovascular accident 4(0.3%) 3 (0.3%) 0 0 0 0
Ischaemic Stroke 1(0.1%) 1(0.1%) 0 1(0.1%) 1(0.1%) 1(0.1%)

RCT studies include PCYC 1112-CA, PCYC 1115-CA, PCYC 1127-CA (Arm A and B), PCYC 1130-CA, PCI32765CLL3001 and E1912.
Note: Percentages calculated with the number of subjects in safety population as denominator.
Adverse events were caded using MedDRA version 22.0
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Table 3: Incidence of Eye Disorder Adverse Reactions by Toxicity Grade and Preferred Term -
Overall Label Pool; Safety Population

Ibrutinib (N=1552)

System Organ Class Adverse Drug Reactions All Grades Grade 3+4 Grade 5
Eye disorders Vision blurred 109 (7.0%) 0 0
Eye hemorrhage 5 (0.3%) 0 0

MedDRA is in version 22.0
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5.2.4. Non-melanoma Skin Cancer

The incidence of non-melanoma skin cancer (as a grouped term). all grades, based on an
integrated analysis of the randomized. controlled Phase 3 study pool (Studies PCYC-1112-CA,
PCYC-1115-CA. MCL3001. CLL3001, PCYC-1127-CA. PCYC-1130-CA. and E1912) was
5.6% 1in ibrutinib-treated subjects and 2.5% in comparator-treated subjects (Table 6).

Table 6: Incidence of Treatment-emergent Adverse Event by Single or Grouped Terms - PCYC-1112-
CA,PCYC-1115-CA, MICL3001, CLL3001, PCYC-1127-CA, PCYC-1130-CA, and
E1912/PCYC-1126e-CA: Safety Population

Tbrutimb (N=1296) n (%) Comparator (N=1097) n (%)
System Organ Class Adverse Drug Reactions Any Grade  Grade 3+4 Grade 5 Any Grade  Grade 3+4 Grade 5
Neoplasms benign, Non-Melanoma skin 72 (5.6%) 10 (0.8%) 0 27 (2.5%) 5(0.5%) 2(0.2%)
malignant and unspecified  cancer®
(mecl cysts and polyps)
Basal cell carcinoma 47 (3.6%) 4 (0.3%) 0 12 (1.1%) 2(0.2%) 0
Squamous cell carcinoma 20 (1.5%) 5 (0.4%) 0 13 (1.2%) 2 (0.2%) 1(0.1%)

* Terms required grouping
MedDRA 15 in version 22.0
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Elderly

Of the 1,552 subjects treated with ibrutinib in the Overall Label Pool. 52% were 65 years of age
or older. Grade 3 or higher pneumonia (grouped term: 12% of subjects age >65 versus 5% of
subjects <65 years of age) and thrombocytopenia (grouped term: 12% of subjects age =65 versus
6% of subjects <65 years of age) occurred more frequently among elderly subjects treated with
ibrutinib (Mod2.7 4/Sec2.1.2.2).
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1.2 Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma
IMBRUVICA 1s indicated for the treatment of adult patients with chronic Iymphocytic leukemia
(CLL)/small lymphocytic lymphoma (SLL).

Chronic Lymphocytic Leukenia/Small Lymphocytic Lymphoma and Waldenstrom'’s
Macroglobulinemia

The recommended dosage of IMBRUVICA for CLL/SLL and WM is 420 mg orally once daily
until disease progression or unacceptable toxicity.

For CLL/SLL, IMBRUVICA can be administered as a single agent. in combination with
rituximab or obinutuzumab. or in combination with bendamustine and rituximab (BR).

EMA (20204 8a&)
4. CLINICAL PARTICULARS

4.1 Therapeautic indications

IMBRUVICA as a single agent is indicated for the treatment of adult patieuts‘ with relapsed or
refractory mantle cell lymphoma (MCL).

IMBRUVICA as a single agent or in combination with rituximab or obinutuzumab is indicated for the
treatment of adult patients with previously untreated chronic lymphocytic leukaemia (CLL) (see
section 5.1).

IMBRUVICA as a single agent or in combination with bendamustine and rituximab (BR) is indicated
for the treatment of adult patients with CLL who have received at least one prior therapy.

<A HEo 7>

- A ASFRA ool AERk
FCR 2¥0] &

- 3 S7HARRNIA WV ES 2+ QUSRS QW e o g HREG+ R FEFY QWS A 853 =
Z A ofefFoR B o

- NCON 7po]=elollAl FCR 84, U ESe2+n| =555 a3 5l opdeiH REd+ W] +R55 o] A4 Z

S5Ol g 2ol 2ol e

FDA 3! EMA 7Rl EFR|7ke} e SA 9 W8] 235 &

- MU ES S22+ QH R0 Q)] Ul ol B e+ Qu R Qo theh AR AN 23 A AeSH &

a2

o] gl BHYZTHWIYCLY/LYZTH YZFELYY U T #7} FRe

o



dle

LT AP AN FRE BEAES 8
3t vlaste] A 2SSl fE

- FCR & gAdo] ok /je ERlsk S
- AEE GAAGOA AP ARE FHbd o] Q= 184 o4 704 w]wk CLL/SLL 34 S
- FCR 2W3} nlwste] §-84 7HAe ek 654 o4 & 654 w|etell o] 319 HAjo] =35
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IMBRUVICA (ibrutinib) capsules, for oral use, Pharmacyclics LLC (2014.2.12. &7}, 2020.12.22.

s FDA:
update, 3]7] 9] %)
EMA: IMBRUVICA 140 mg hard capsules, Janssen-Cilag International NV (2014.11.25.

update, 3]7]9]¢F3F)

5|7}, 2021.8.27.
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