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913k}

Ao 65717kA] X 5E wWrofol gt}
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- BE SAA A Fo Al oA G-CSFe] Fo7F AAHT

- 5 AFANTE A= BAE o] oo ARRS IRH. AL Ae A=
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5 ASCTE AustAu ASCT Wt d &AM Ha F 7FA o]d9 od 53
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FoqE Azl E1.

- 5 AF Ao Aol dA AF 7S 1.2 mg/kglE 3Fnit) 30& ZA
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- Aol Aol AR AlZ gFe 12 mglkgo ® 3Fuith 308 Ax A
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3 oF gk}
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T A% ol AEIZE LAt BrECADD 8¥ & W dato A 71 &3t
T A o] 50 0.5%)2 W12 (0.9%)°] At
TUHR ol GAEE s ARE gt %%+ BrECADD % eBEACOPP of A

= 2H% P &3 T oldsE

HdAd 357 244503 B AF20.3%) A
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ol AALEI 7Y RuHEYa, AR

* AEPA oz w2 =(Progressive multifocal leukoencephalopathy, PML)
*
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=
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fof
of
4
N
[
o|\
o
b
o)
b
el
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* AR EA-ES FEE, SARNIAEH DA ARE £
* AT WHE (YA ARE D)
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PG DI Al Fo o] of AME A 2HEXA-ELE S35 (Stevens-Johnson
syndrome)¥} =4 %3] 3] A3l (toxic epidermal necrolysis)7} R 1% Atk X &
A7 R =
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1go] BAEATHES 36mghge] T3 3L Fol B F 559 WA
BT 4aZS AAA

A% A7 FTEHL gAY 2ZE A= G-CSF 2 13 d¥xzaE €t
BrECADD A&8& ¥ A LI 3FT7 4T T HZs 265
% AT

AZts 7+l 9 713 74

HD21 gAI @A A3t 249 2 78S 22 &49 143 %elA 2.
7V EstAl Bad AR #d@%), HBAT %), =57 Fad 2902

hEA = ]

AP, TR T AAHZLS 36 %9 Aol AP Foidk ol
Hhgo 2 X oz 77 AAWHITLS AsE FHEHE 2YSHA gskon, 47
%M== & Z2E, 15 %lAds AR AAES zHIY T o)A
Hhgo 2 e Tz 5 AAHITS AE FEHE =YsA &koen, 07
%o E &% ZAE 0.1 %A X8 AAS 2T
3 HAAA

A& AI 3 el A BA}E o] 97+t A7) 8}ehg

rd o
12
Mr
_1>~
'k

(Electrochemiluminescent) — &¢F=3}+A|(anti-therapeutic  antibodies,
ATA) o tis] A 3AE F 35~47%00A FAl7F ZAT. F34ekA| 7}
HuE  AAA oA ATAYA A9 30%~83%] ZF33A7F Ut
A&EHdo 2 gokE FAZE FAUA Ae, dAFHE FAoAY A4

= I FAH#AGZo] o =A Yebwth o] oo T3 A9
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(@) le)

| At

=2
o
10
1o
Jo
‘:01‘
ox,
)
b~
il
o
N
ol
N

_19_



https://0.0.0.5/
https://1.0.0.6/
https://1.0.0.1/
https://26.0.0.6/
https://13.0.0.9/
https://1.0.0.6/
https://1.0.0.1/
https://3.0.0.7/
https://4.0.0.7/
https://1.0.0.5/
https://0.0.0.7/
https://0.0.0.1/

of ¢fol W F A ©@ET 28 YEARANA AAYHSFIES),

dEELYTAILP), EXY ARTHG=EA 99 Yol et
o) ARE FA GE oy DNYY AYTAZYZTA AP fEs

D CYP3A4 HA=2E Fal thrts = o oFF3e] 45 2-8(CYP3A4 AA A7+ =AD)

Aol ABrIFZYEF o] <Fo HEL
23A¢1 MMAES] o) sk }1%% °F 73% ZF7MAZ oM, o] <oFo st
&S W3 Alﬂ?q okorth. webal 743k CYP3A4 2 P-gp AA <} o]

A% CYPIM F=AIQ G837 of oke] §ge of oo thit ¥
w2e WMEAAA @gth T MMAEY :Ee oF 31% FAAAL
CYP3A4 71WQl vithER} of oo g wrEge] tAE W7
AT wepA o] ok CYP3A4 Jof 93 tiAtE = k= e =&
MakAZ Ao R oA ek

Ay}
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2", 728131 (AVD)

40, NEG2", grtERxlg o] ofo) W8 Fo % ADC(antibody
drug conjugate; &A|-<F&E H3A) 2 MMAE(monomethyl auristatin E)e] &%+

W eFEstA B4 gEay Ao 43 fAg,

3) ANEFREZATAE =428, Ty U< (CHP)

4) AEIZANE, AZF=Z

2)

3)

NSRRI Age=E  Z4£FH, ZH=YEd o] ¢k HEEFEY X
ADC(antibody drug conjugate; #A-9k= HEA) 2 MMAE(monomethyl
auristatin E)¢] @4 W k5t 5L @58 Ao 547 FATH

Z e e, E4F04, grtE8k2, 9w els (BrECADD)
BrECADD &% 3H74olA ADCS MMAE® ¢Fxdte EAEE A ¢krt. o
k3l WEEFAEHE 35t aHe xEF2 BrECADD S WA HEFurr s
Aoz o et

=1
de o] oF A3 TF I8 AE T /EA F
o
=

APu QAT Aol o] fe ST ARE Uk FE ATAE A4
S4e Ueth o ke dol W@ fo4ol Hotel WE WA
Age A3 st 497 oUHE U4 Fol AfAAE < = QA
ool NEE Wolok & Wart gt AS Holol m@d AU o
s gelob @t

GfE ool HEEA o] o] o

i
Jo
i
o
™

ofF == I diAMZE A
Al

A8 Mool tE ARE WA
el wAH AF 2 Firel B 494 es] £E FUY
AUA wE o] QW FHFAT AUA IRE FAs ok B}

4) AAFE o vYY AFA, o] ¢ FAs 1% ZA4S HYorH, EA4
AAS8S H3AZ F Utk MMAEE 3 o]iHaneugenico) S zZHA 3t
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N5 Aol Y AAE WF RUIEF xAWh o] o A wm
e dHe A F L HF R F AY Y B YUY SEA

. Zoto] g Fof
184 vk Zole] SrdA4 B fEAS FFHA egkonk W AT
F4

299

aLgo]

rJ

9. LHA ht o
654 o)A BkAjol A PR LS Aolzt g}

dEey QANFSA TA9 WAR 48299 @A F oF 1% 654
ol ol Qith. ie AAfolAe A m2ARUL He A fASAT

XL
of of B APA(HLTHA NEeaE, trbzul)e] BEay 93
C2500361 4 29l wiAE 6648 F 9%l 654 ool W BAolA
AMAQ olAld WARS He BAY FASAOU, FU oy o
SF2AEA A, 2%, 5o 39 TS A4 BT ¥l 17 BAelA
g ol Rudgith 1Pl Yol T # mFel4 94 5FT #azel 99
£dlogith G-CSF ol aye Fo we 13 AL Fof wx g a9
SAol Hls) £FT AaF D DY BFT A4z BAE Bt

604 oltel #Alold, BrECADD £e] d#om Ag® of ool ckxiAsy

FEAS FYEA @itk

10. $FFeiA g 3]
of ofe] HFTelo]l WE W AZAE gtk HFFe AP, BAE
ol g Ake o T sted,

58 537 gaZel ool W =UHY sok s AW ABF U
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11. &3¢ F9
1) FAA ZA o 3k 2 A AE

MEA 7 ouhelUe FALGS 105mIE AHgSte] §asiol dtel, o W HE
$EE smgmizk ek 7 vlo| el o] o 55mge AFEHE 10%9] kol
Eojglom, §519 g9 % £3: 1lmist Aek

galx] FEE
@ 83lE FES wolUe REYA WY EUT ESojqE o A
@ wolak kel galE S WA GRF FUMFL Yk T gYow

[e)
o ke HF FE 04-l2mgmlel =2HES A o AT oL
3L

v gAY Fae 150mlelth. =3 833 o] 2 FALE 5% EET &9

wE {43 P4 FA(Lactated Ringer's) 0. &2 3 4a 4 it

of ke A/ME S TR AhM Me REYA FHAED BSfAE

84 AT G Bohd F ulolde] Y PR wEA U 7o we

# 7] fof k.

%‘*% &4 == A W FY AE & ddFS 4
A 0.9% A AFAN, FAE 5% TETF &9, &=
P—HQE Aojdop ok 34 F, o] of A& ?M} -
FURT. =AFH FAZA 9 & HA AL 244
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BHAEA U == F(melke) x A} - R -
iﬂ%_u,—kgl)m 8=H(mg/kg Fol igit} g o a3
g3) % no]et % =(5mg/mi) ot

3 A9 AlFo] 100kges ZFpsod, & Al4FE 100kgS AREslof
Aoh Ao B &3S 180mgo] ot

- 223 o] of Hio|de F & AAsH] A A

Eog o] ¢ko] F &7F(ml) i oF
ol o F B3 d0ml/vleld)

KAlZFo] 60kgH-E 120kg7hA1e] ®LQl A-F o] of AR EFHEANEA LN =R
1.8mg/kg)S Fo w= 3t digk A4k o)
g 2 | F & - g F Ry = a3 noldy F
Az |84 Az X | & &%+ gid |-
(kg) A4 A & ¥ |n o & | I F OB+
a. 8mg/kga) s =(5mg/ml) nlo] o 3 3
=3 (T0ml/vko] &)
60kg | 108mg 21.6ml pol & 2,167
80kg | 144mg 28.8ml nlo] < 2.8871
100kg | 180mg 36ml Hlo] &43.671
120kg | 180mg’ 36ml ko] 23,674
a. &% 7#e] A5, ALEe 98l 1.2mg/kgs ARE-SHT)
b. 34 A 150mlel] 3]435te] 3Fuich 3080 A4 A U FUSZ Fogin}
c. &t A Fo] 100kgs =HAFTHH, &3 A4t A5 100kg A FoA&FS

AL-g-3fl oF g+
d Hoi A% &2 180mge|t.

12. 5% 2 AFH FIND
D WosRe Busty] As) 9% gapel vhol g BAGTL
2) WAl AAs AF D H7) AAE Lo B,

3) o] oke HFIHE U AAF TF /WS wekop At
£ o] oke 13 golth RE ulALg oJobE EE HEL WA a7L F55ho
w78} oF Gt

5) vABeA @M o oke AN F FA Agsol @k ey
2-8C ol A 2477t B9k 27 et o ksl




13. AEIE 4 AR
D 93448 A1

1-1D o)A X5 W Ho| Qe 37 == 47 &
=] o

= 47 547 9

Azl 9 FECHELON-1, AVD)

[H

T Aol o] of3

Ee
sisayAl Weanel o@ fadel TaAS wiH, I, 22, 9w
1 7

] (ECHELON- s
Z2FHAAL NES2"EV], o

29 g = Ao
n

0 ool e d
d

ol Wt Al e A

Z1E Atk E 1,3349 9] 32 =, 6647 o] o] <k}
| 7FE28EK[D] (o] °F + AVD)well, 6709 ]
ZAFHAAL EdertelAl[Bl, WES2"HV], wr7tEnrI[D] (ABVD)Tl

284 F71 T 1<, 154A 0l

o8 Fo wgtom, Hol 6577I7tA] TSt 4 AswddA Fofe

e o] oF + AVD I o] ¢F 1.2 mg/kg 30& o] Fol, Z4FuA 25 mg/m?,
mEetA~E 6 mg/m?, orhEurd 375 mg/m’
e ABVD ¥ =444l 25 mg/m? E# rtolal 10 units/m? H1EZ~E 6

mg/m?, TH7FERZ 375 mg/m?

FaAe =874 E7]A(ndependent review facility; IRF)ol] & £=AH A 23
A E(modified PFS)& 7]HEo. 2 ﬂaﬁoﬂ:} FAHE B A= AHe Ay
8, A = 13 A5 945 T &4 1S (CR)o] ofd Aol A F71H <1

gt A5z AU

2 Al 37136%) Ev= 47164% R, 62%14 ZA-d 9 W
- R xSl Aol AG8%), MAB4%CIAUT. AE TS

S
AT} 5|
364 (%) 18 ~ 834G o™, 186 (14%)2] FAE0] 604 ©]FoSlth
a4 Ay ol ®oll 2= At

[del] X5 W2 Ho] gle 37] v 47] TR HEZF A A IRF

<o &
e a4 A3 (484 ECHELON-D>

IRFo]] & o] ¢k + AVD ABVD
328 7Y Neeod N=670
A F (%) 117 (18%) 146 (22%)

mPFS =Sk,

A ©@5% cp | NE NE®
218 u] (95% CD? 0.77 (0.60, 0.98)
P 0.035

FA4E 5

WE e

=& @ A
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Probability of modified

ELEEL) 90 (14) 102 (15)
e T 180 22 (3)
SN
[e] (e}
Rleaa | 90 22 (3)
Fob oA

SF + AVD/ABVD)S| 95% 41¥73he mdle] Humszi
! FA] d% dx EZRAEPEP) AF e FE

.]
CBA A H B o] 24 J)7 e 24.67]2
o
i)
Foladlow Agd 28 S mA g 37| wdstratified Cox” s

proportional hazard regress1on ' modeD)e 7|uroE 3
o =3} Qo7 Ho|xgel IPFP 1%
271 <% AA(stratified log-rank test) . Z2HE AL L3} = (.05.

RE7} B7h8 548 Baa Azd o shEe-rielo] 34 (YA
ECHELON-1)>

1.0
15;3 = SEED
- 08+ B e o sm o cemee
g - n% WO OGO O50-O- D 85 &— QDR
>
5
@
o 0B+
e
e
e
2
§ 0.4
= Log-rank test p-value: 0.035
o Hazard ratio (95% CI): 0.770 ( 0.603. 0.983}
= 0.2 -| Numof events A+AVD: 117 ABVD: 146
A+AVD o Censored
0.0 ABVD © Censored

r—r T T 1 T T T T T T T T T T T T T T T T T T T T T T
6 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 &2

Time (Months) from Randomization
Number of Patients-at-Risk

A+AVD — 664 637 623 600 541 528 513 493 463 439 347 328 309 196 185 169 96 85 77 26 24 21 4 4 4 0 O
ABVD—670 636 626 593 521 490 474 459 432 413 326 306 292 177 164 153 76 66 62 16 13 12 1 1 1 0 O

A+AVD = o] ¢ + AVD(ZAFH]|Al, WlEgxE, gdolantz)

ABVD = 54 | Qufol Al W1EE~E, tyl=n8A.

A WA AFE F 9kS 7 (CT 2 PET 27)e 13 A 59 npxg Fof &
3-T7F FAHHAT. o= AFSF A Fo F oF 6-T/hdel T

ﬂJI

I

FRE TAY Y BA A ol Tl A HAH A YEE FT
B4 Avks @ AolE HolA gtk & FE AW RE/E H7Ha
CR B]&2 A+AVDT oA 73%, ABVD oA 70%°] LT}
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Probability of
Overall Survival

Abd ol AR 22k F3F Aol A= ABVD(AHE 6478)ol Hls A+AVDw(AHE

39l A BEEC] FAALE wousiAl JiAdd Aoz yEgt.

Fab TSR 6.1 =4 zAbA ASEE HAdHl= 0.5995% CI, 0.396;
9

o] 5, 0.0365)AT HA AEE FLUE A=

M

A YEE BF 7HEV-vholo] F4 (94418 ECHELON-D>

1.0 Wi e
R e S SR AR o el Rl iy =
0.8+
0.6+
0.4+
0.2
________ A+AVD ' Censored
oo ABVD Censored

T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
Time (Months) from Randomization

Number of Patients-at-Risk
A+AVD - 664 638 626 612 598 584 572 557 538 517 494 461 350 209 97 27 4 0
ABVD-670 634 614 604 587 567 545 527 505 479 454 411 308 191 84 11 1 0

1-2) oA A5 e FHo] gl= 2b7], 37] =+ 47] A7 HEZF(HD-21,
BrECADD)
of kel HAMI FEAL olhel AmWA %S 27 FAF WEE
gzde Wae A 849 3] EE4] 542 9ZF B 150092
Wgow @ BN AT, w3 QAFANA o oy
St a(IEENE [E], AZEzaduc [Cl, S4Tu4 [Al drrzei

[D], @ AtHlErE [D] [BrECADDD#¢] W& 8™ o] 7= Ak 1500 o 2=}
% 7519 o] BrECADD 2.2, 7499 o] eBEACOPP(escalated &) 2 wvlol4l [B],
AEZAE [El, ZF4F04 [Al ASRE2mre [Cl, Wzgz" [0]
27k [Pl ZEEY<E [P) #o2 529 wiAZ=glon, 55 A4, o,
Ad, =2 A% JAF(PO= AFs= AT BrECADD 9 S+ 2+ 21
F719 1¥9) o] ¢F 1.8 mg/kge 303t A FJogE Foukglt A=
w3 Fstayel AFEZAguc 1250 mg/m? , =4AFHA 40 mg/m® ,
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oniz/qt Ee AEZAE= QI4FE 150 mg/m* , ©rF=EREI 250 mg/m*

A= G-CSFZ gz 9 ey sS oot
PETel| 2|3k xH‘jé‘7](1restage)7‘r Fd=EAJT PET <4 =
W PET o4 A= F 657719 ARE #dt. F oA A
F719] TLaS 457718, 1~ 6 F7 T}

A9 WAZA Y Ak Azl FUgh 27 A9 A 2B 9A, PS 1§ 2
B 34l ZHHUh T 2 Aol B % A SHolE foHe ol
QATE. F IFo Aol FUghe 3LMCE S, 18-604)F .

TFHE #H o|gE& [TRMB] ¥
1& ATA BD= MR

o
R %%ﬂ& [PFS, %% @olg
d + TRMBZ =43 BrECADD

4
FH

12;4 E*ﬁ, l eBEACOPP x| &7 1t} ‘%%% A =
BrECADD A&+ €94 459 A% + ¥4 F5F
BrECADD X &3©] PFS ZwWo| A eBEACOPP #3} H|&
7+l T.

)31

Q)
=
54e 323

N

TRMBE vhAw sistay Fo & Ag 309 5 24 2E 35F
~:LQ] CTCAE(Common Terminology Criteria for Adverse Events) #7]
=4 _/] gcmb‘l—xq E/H o ;%/]Hoi‘:]'

7] B4 AlA-AA BrECADD £H-2 TRMBOlAl -16.7 %<& Ao 9 &

FF‘(
At A
ox fr

B

o}
Aog FY3 Aol 9F HAEE HA FEAS S FF dF
7+ OJ PESCLHE 78 2 AE2E & A7 AZe @A gleDE BrECADD
5 1F°] eBEACOPPS} Hluwste] FAAORE Fo3 A3 FasE HolH
= Ehr*é 24 95% AFFIE Fgho] Ao AHog®H HIEFTA 7IE<
1.69H T Yo} HdS5AE F=3th (=3 HR = 062 [543 =4 95% (I,
0.369-1.040D (dlol®f whzk - 2022\ 124 31<).
BrECADD oA TRMB A& 42%= eBEACOPPY] 58.7%°l wla 7+A3h
Aeg Yyt ol FE Grade 4 Y =49 Zhid 7|3 Ao
®elth, (BrECADDO A 31.2%, eBEACOPPo A 52.1%)

|

oot P
N

%lo

O

N
= X
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A& ¥ TRMBE ofg 39} o
A 8 A7 #E o]FE(TRMB) (HA4 2P
BrECADD eBEACOPP
N = 747 N = 741
TRMB A} & 314 (42) 435 (59)
w4 952 ZAH4USH) 233 (3D 386 (52)
! 3 KD 3 KD
R 227 (30) 383 (52)
2z 13 @) 10 (D
w4 &7l =4; 39 BT 139 (19) 129 a7
453
R s 18 (@) 10 (D
4317 A% AIHFE, 58 (8) 32 (4
w27 E, Aetd A
= 23 37 (5 22 (3)
ABA A% 20 (3) 40 (5)
Tx 44 AAE S 9 (D 17 (2)
Tz 5 AAHS 2 KD 1 KD
AABEE A 11 2 24 (3)
ANBA AF
A = Hwr] A% 7 KD 10 (D
SF7], B e 25 (3) 35 (5)
TAT A%
% Ao -16.7
(BrECADD-eBEACOPP)
233 95% A T3 -21.7, -11.5

PFSS] a4 A off %9 2. (Fod o1 - 20239 10€ 319

o)Al Amue Aol gl EAPLE Axe] 219 F7]2 BrECADD 1.8mglkg
S =3 484 AFPFS FHEAD> (HlolE nhzk - 20233 10€ 31Y)
ITD =3¢

BrECADD eBEACOPP

n =751 n = 749
—
A}{gﬂ_);%%%) 44 (5.9) 65 (8.7)
1317_41%—11
A 0.664 (0.453, 0.973)
(95% CD
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27 733
A &P (95%
CD
95.2 92.4
3d (93.4, 96.6) (90.2, 94.1)
92.8 90.2
od (90.0. 94.9) (87.5. 92.3)

TPFS BAS =71 AHA(E: I E 2 4 A28 F X5 AZHS 1514
ettt

b Kaplan-Meier < AF83) 72 Hrlo] @2 FX8 AAE7)0S FAHsAT
¢ BA X" A ITT ¢ PFS 2 #& 7|7k 2432 50.871L o)t

1-3) o] Aol X JZH& Zo] gl CD30 &¥d ZEXTAHEHZE (peripheral T-cell
lymphomas, PTCL)
olFho] ERLE FHo] Qe CD30 Hd LXTHAEHEZF
siet o WA W88 Wel Wd fFadel trjaANd, FA4
gz AF(ECHELON-2)S S H71=E A

shjol A o] ofs)
Q, olFws,

=

o] Agel= FHor] fsix= , CD30 = 10 % olojoF siH, dxt
CD30-¥Ad v RETAlZ H=FHY Ho = HEzF A= AFddA
AL H At £, P EdRzobuyAls AR 9] 3 o)k, & LY FRl
ARl el 158 olst,  dA Z#otEld GRS 2H] o]so]ofof

(

3T},
4527 9] 3kx} ) 2267 o] o] ok A|FEZAuu|E[C]l, =AFH]AIH],
# = 1) 2[P] (o] oF + CHP)Z-l, 226 o] AN F2E 200 E[C],
=Y =y<[P] (CHOP)T-ol F29] wiA = Sl
22t 3t }g—o H 2101 F7 F 1940 Aoz T wgtony A
Eos TP =yL£e F7) F 1594 AT FAHIAG
of Wt A=At
e o] ¢ + CHP i © e1 1.8 mg/kg 30 ol ¥ T, AZE2Z2HHE 750
25014 50 mg/m?, T =Y<L 100mg A TFo
e (CHOP /\]ELEEZ:E}U]C 750 mg/m? ZAFHA 50 mg/m?
2 =g =< 100mg A T5F

s
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As  FYggke 58AEY: 18 ~ 8sAhgew, A 63%), Wel(62%),
o} A 9H22%)0) A 3L, 78%¢] FAEo] ECOG performance status7} 0-1¢] 1t}
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S=9 452 B9 B4 = AW o5 S@ol= A F 4 A% G ZE(SALCL)
27 70% FAALK S4 48%, ALK A 22%), 71} WHAIEHZA &L
B ETHEYIE (PTCL-NOSK16%), FHAY mA ZTAE U=ZE (AITCL12%),
qel TAE waw/azzy B AYEZITAZIZZE 1 % oAtk
WREe fAs 37 Ei 47] A8 61 Do, 71F A dE A5} 2
= 3 (63 %)oYt

wate] Am E9, o] o + CHPE oA, B49] 70%E 65715, Bxbo] 18%=
8715 wkth. CHOP TolA= A9 62 %= 657718, 19 %= 8F7|&
sk,

$54 BrEsE RFe] 98] P7hE LAY YZPFS)o|om, o= 229
MgnE Ao A, RE A oF Aw, E= AE EE A4 ABL
A2 9% T4 ok Bt 4 WA B wriAe] Azt HelHr
OE 54 WhESE AAGYNNAELTE Ble] PRS, AA YEE,
oA WS B, W AA WS Eol it

2] = (CD30 ®d WETAHEZHZE 31xlo|A IRFY)
2 F84 2% (434189 ECHELON-2)>

RF) whe A3} ° o P cHoP
o
A (%) 95(42) 124(55)
mPFS 3k, ¥ (95% CD 48.2 (35.2, NE) 20.8 (12.7, 42.6)
& m (95% CDP 0.71 (0.54, 0.93)
p-g} 0.011
PFS A& =3 A
Ay 23y 71 (3D 86 (38)
A 13 (6) 17 (8)
g =e g dEs
2 g3t7] $3 T4 It 11 5) 21 (9)
s}st 8 ¥
AN AN EH=F 3219 PFS
N 163 151
At el 3zt =, n(%) 56 (34) 73 (48)
mPFS <3k, M€Y (95% CD 55.7 (48.2, NE) 54.2 (13.4, NE)
$1&@H (95% CDP 0.59 (0.42, 0.84)
p-z} 0.003
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51 (23) 73 (32)

NE (NE, NE) NE (54.2, NE)

0.66 (0.46, 0.95)

0.024

% (95%

68 (61, 74 | 56 (49, 62)

P-@t'

0.007

A A

% (95% CD |t

5 e

83 (78, 88) | 72 (66, 78)

P-@t'

0.003

—

Hh o

-

2 3k

AANEE T2 419 7€, CHOP +&

e

A (stratified Cochran-Mantel-Haenszel

20073 International Working Group Criterial
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Progression-Free Survival

Median
(95% ClI) (Months)

482(35.2,-)
20.8 (12.7, 47.8)

T T T T
24 30 38 42

Time from Randomization (Months)

20 log-rank
p-value

0.0M1

N  Evenls
- 226 95
L2286 124

T
12

HR (85% CI)

10 0.71 (.54, 0.93)

a4
T
48 54

60 66

N at Risk (Events)

A+CHP,
CHOP

226(0)
226(0)

175(39)
157(65)

149(61)
129(93)

134(75)
112(107)

108(82)
&7(116)

81(85)
75(119)

64(88)
B83(121)

38(33)
44(121)

24(93)
25(122)

9{94)
7(123)

3(a5)
2(124)

0{35)
0(124)

_32_




A =€ (444139 ECHELON-2)>

100
o 90
o
L 8o
I
(1]
o 70
o
=
2 80
e
@ 50
“
o 40
(1]
o
g 30
8 | Median log-rank
5 P N Events (Months) HR(95% Gl)  p-value
& o —+— ACHP: 226 51 - 0.66 (0.46, 0.95) 0.024
-=-+--- CHOP: 226 73 -
D_
T T T T T T T T T T T T
0 5] 12 18 24 30 36 42 48 54 80 66
Time from Randomization (Months)
N at Risk (Events)
A+CHP:  226(0) 208(14) 193(27) 184(33) 159(42) 128(47) 108(49) 83(51) 45(51) 20(51) 4(51) 0(51)
CHOP:  228(0) 196(24) 181(39) 188(57) 140(60) 121(63) 103(66) 79(68) 46(71) 22(72) 4(73) 0(73)

Median overall survival was not reached in either treatment arm.

14 FFHAA 993 AF A7 @lRas 49

O A e

15 ARAAHE @#HEsts 49

O AT 8l
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>
>
>
OpA
oo
1o
i

e A% - A% F(EAZ PxFol st aAlete] 8- BrECADD) 414 1. 7ek S4AE A%, &
AP AR, FF7, BE, U4 2 04 AE A5E PAESIEoY, 5Y EFAM Y £HOE §
THEIRe g 7EA AEE ARE ZAS 7Hse

o E g %%_wm A PBzFe A 272 eBEACOPPE HEA S 3AAI7IA ZomA F

i‘>

et A HEE PEHUE

NCCN 7hel=ghl (V2. 202504 1B7]1¢] ¥4k A5 a9 2 M/IV7] A5 8o
2 An=3 g& (IB7) Yxk2%: ABVD, UEE%-AVD, A-AVD, BrECADD+G-CSF. 1/IV7] A& 8
H: YEE9-AVDe} BrECADD+G-CSF)

o YA =T o= eBEACOPP & AASAE. UM 44 AR A&H= §HL2 of
Ui, A fldel =2 134 HL 49 A= A8 5. BrECADD= eBEACOPP
of HlE AS3A 2 wEAY NAH AP S HYS. BrECADDE Z3d g8 ol
Zag AL Aol =2 JPA HL SAA As Adde g€ F s A= A

10 rlo

54
T, IldA da As= A& S = ABVD, A+AVDR W3 A Wlwd A3, BrECADD
°of W& 9 PFS 7} X7 © E%5. BrECADDE dF o] dAt# A &ol =gkt
AE S ZFdel FAAJ] FFS FA & A2 B

o YA T T o H=

YA g F3 92>
e TRl HD219| HAMEAT HE" &% &2 A Adgd A4 A8 Ad3E 7oz dAHFHA
S B JAAHY e (1.8mg/kgE 3Fmith 6-8F7]) 7] F7pre gE S
A3k HD219] BERAEAIT M=’ &8 Fdsitti Alss.
TRMB (treatment related morbidity, x| & ## o|3hHE N2 H7} %5. TRMBo) =3+
H olAREEES AE £S5 FFE & AR d4HE AScIUS. AY A BrECADD 9]
o @2 TRMB 2R EY O 52 A8 ¢$EE Ho|H Y HI/MHF gddES
. °P7WS‘ A WA FEIdA FrhHs TRMB A3+ AlS3std CMH 7holAls pak <0.0001 2 7 th 9
2 0.715 (95% CI, 0.645-0.792)2 EAAFH o2 Fol3t 948 Yelll o, o= eBEACOPP 3z}
] Hl?ﬁH BrECADD &7tell Al TRMB Aball &A o] 28.5% #H4agt Ao aEd. 455 olde &
Aot =4 SHAA eBEACOPP o+ thr] T2l o]do] #zE. (31.2% vs. 52.1%).
YF o] JHk-g2 BrECADDT A T H2 H&=E dAsF oY (TEY 557 442F, 0F, Gl %

E
¥
b
i
o
_O,ﬂ

F

o 1o R [€)
of, A7 o, A= &l 5), eBEACOPP tiH] TRMB LA Eo] o Wi &&=t =8+, ol
& oAl o] of mi WacRo Azl olAubgolgom, & - B3, ALSAY FoAY 3
of A WSS AL F 2l AR ASE fASEOR, 19 AR A AsE

o FEA: TRMB7} SAA oS Hol PFSol tigk A2 HdAS FPstd o, eBEACOPP & o
v TAA HESAEES EASE. 98.87% AFH AN A A3 1047, HIESE A 169ET 3k

= A@¥l+= 0.62 (95% Cl, 0.415, 0.925 =, eBEACOPP £kx}o wls] BrECADD Aol Al PES Ab#
ol 38% F2WS. oA FEA WANTAMN BAY B AYHA dgkont, A1€H B4
Az ojzzel wa AEHA ge s nel.
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[ofof % o]

A+AVD : brentuximab vedotin (ADCETRIS®), doxorubicin (Adriamycin®), vinblastine, and dacarbazine,
BHAEA T ZRI() EA ET 2Y), ZAFH (o= olrlo]A®), MEg g 9 tytanz

A+CHP : brentuximab vedotin (ADCETRIS) + cyclophosphamide, doxorubicin, and prednisone, E.#%
AR SRl EXER2) + AIZFEZ AU E Z4F04 9 ZTH=ys

ABVD : doxorubicin (Adriamycin), bleomycin, vinblastine, and dacarbazine, %4 FH]Al(o}=g]o}u}o]
2D, EdlutolAl, HlEetx®l 9 trl2nkz]

ADC : antibody-drug conjugate, &A-¢k% A

ADR : adverse drug reaction, 9% o|44F$

AE : adverse event, o]/AHg]

alloSCT : allogeneic stem cell transplant(ation), 5% Z7|A%Z ©]4]

g

ASCT : autologous stem cell transplant(ation), A7} &7

o

AML : acute myelogenous leukemia, 54 44 W

—

Al o]
BrECADD : brentuximab vedotin, etoposide, cyclophosphamide, doxorubicin, dacarbazine, dexamethasone,
BAEARHER, AdEZIANE, ASEZEATAE, F4FH, 7283, g At eRE

cHL : classical Hodgkin lymphoma, 1222 X371 H=ZF

CTCAE : Common Terminology Criteria for Adverse Events, o]%;Alg|ol] th3t & &ol7]F

DOCR : duration of complete response, €+ ¥F& 2] <47]3F

DOR : duration of response, ¥H$ A< 7]7F

eBEACOPP : escalated doses of bleomycin, etoposide, doxorubicin, cyclophosphamide, vincristine,
procarbazine, prednisone, E£# 2ulo]4il, NJEZAE, HAFRA, AO|FERIEAPME, HIF 2 H,
ZEIMI, ZHeYE £ S

ECOG : Eastern Cooperative Oncology Group, "] %3 Z3st g8 1%

el

el

i
4
o2

ECOG PS : Eastern Cooperative Oncology Group performance status, 7]& % 5 <F38}
Y A

GHSG : German Hodgkin Study Group, ¢ Z A7l A+ 1&E

GI : gastrointestinal, ¢33

HL : Hodgkin lymphoma, &X]71 H=%

HR : hazard ratio, ¢ &¥]

INV : investigator, A& A}

IPS : International Prognostic Score, =#| <& =<

ITT : intent-to-treat, X 5<]&F

MDS : myelodysplastic syndrome, =4 @A o|4 =3+

MMAE : monomethyl auristatin E, 2w g ol$-g] ~El&l E

mPFS : modified progression-free survival, =49 F213 AYE7]3t
ORR : overall response rate, A4¥kz W35

OS : overall survival, Az =737t

PD : pharmacodynamic, ¢F& 38t
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e PET : positron emission tomography, ¥dx& @524

e PET2 : positron emission tomography at Cycle 2, A257] @& G2
e PFS : progression-free survival, ¥3138 AJ&7]3t

e PN : peripheral neuropathy, &% 217 ¥3

e PR : partial remission, ¥+ 33}

e PT : preferred term, tj 3-8

e PTFU : post-treatment follow-up, & & 2 #%

e RR : relative risk, Athz 3

e SALCL : systemic anaplastic large-cell lymphoma, A4l S&A oj-Alx ==
e SAE serious adverse event, ST & o] A}t

e SOC : System Organ Class, 7| &A &5

e TEAE : treatment-emergent adverse event, X5 %
e TRMB : treatment-related morbidity, X5 #& o]%

o

1. 714 =& 2d 2 HLdfof zst Xz

11 AFRE

o AFH: NEAEZ 2 SAIHH =

o 723 EA .

- CD30 3% A antibody-drug conjugate, ADC)

- 1) &A: Brentuximab: CD30° tigt So]zl &A=, CHO A2 A4t 71w g 1gGly.
2) °FE: MMAE (monomethyl auristatin E): &) H &3 2FA.
3 BA: @A Gaad s EiEHe AR, BASANH MMAES sF2ado = A43%
cACI0-veMMAE (4)

| Antibody
cAC10 anti-CD30 Attachment Protease- MMAE
antibody group cleavable linker cytotoxic drug
0
’ 1/9'
0130‘}——“—§11ﬁukaj%ﬂwﬂ.i:Tﬁwl pe

n#‘

HH,

MMMAE = monomethyl aunisiain E

X D AEA T £8lo] AgstH, ADC-CD30 E3A7l WAsEHo gaFEo=s
ol 53t} glAaFE wA B a4 F kU 7l Al(cathepsinell o3l H A7 E3)= 31, MMAEZ}
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HEEY fgld MMAEE FER> Adste Az e mALd UEYIE Bsta, Alx
2 AAA7IH CD30 L& FoF AlZo] Al xH(apoptosis)S % 3o},

12. 714 R 4234

o /NEA:

- BrECADD + wl-¢- &34 <l 13 th53}3t 2 <l eBEACOPPY| &3] & cHL X85 32 3ls7]
Asl ANTHAT. HEAEZ2TF TE 7] FdolA ) AP FZFol] IdE
A5 8- eBEACOPPelT} o] A g+ fraAC]l HolUAw, 27t |5/vkd 54
o2 AAHY. webA, eBEACOPPO| FEAS BA7IA dodX S84 SA4S 3
oS et e SRE NEEHAT

- JEMEZG s ALY == ESA cHLA @¥
SHEG EA4o] ot AHHAT. NEAEYE FFaWol Frlstal Folido] v 58 3
HAE FFFAY ALstaA et (A2 2de AA, dEZAI=S] 7, ZHEYES 9At
HEtE 4d B2 diA, AA=4de Eo17] &) Z2Ihhle gy ez tiA)

Table 9.a Study HD21: Modification of the e BEACOPP Regimen With Brentuximab

ABAZ 52 HEAS EHIoH, 7]
= T

o{l

Vedotin

Study Drug €eBEACOPP Dose BrECADD dose Toxicity

Bleomycin 10 mg/m* NA Pulmonary toxicity; coadministration
with brentuximab vedotin
contraindicated

Etoposide 200 mg/m? 150 mg/m? Hematologic toxicity; second
AML/MDS

Cyclophosphamide 1250 mg/m’ 1250 mg/m* =

Doxorubicin 35 mg/m? 40 mg/m* =

Vineristine 1.4 mg/m? NA Neuropathy; also associated with
brentuximab vedotin

Procarbazine 100 mg/m? NA Gonadal toxicity; AML, MDS
(second malignancies)

Prednisone NA Avascular necrosis of the femoral
head

Dacarbazine NA 250 mg/m? Replaced procarbazine

Dexamethasone NA 40 mg Replaced prednisone

Brentuximab vedotin NA 1.8 mg/kg -

HD21 protocol Version 9.0 Section 1.2.2.

AML: acute myeloid leukemia: BrTECADD: brentuximab vedotin, etoposide. cyclophosphamide, doxorubicin,
dacarbazine. dexamethasone; eBEACOPP: escalated doses of bleomycin, etoposide. doxorubicin,
cyeclophosphamide, vincristine, procarbazine. prednisone; MDS: myelodysplastic syndrome; NA: not applicable

- NEAEZ AE 201930 37] e 47] 3R HEZF ] 35 aHA (AVD) 942 H-E 8w
7 E ek o W 2A7F @ A FL C250030.8, BAEATL HEE-AVD QHS FE A}%
st 1A drawiQl ABVDS vlmstg o, Uz HrHSd mPFS7F tlxd tiv] SAHoE &
oAl MAERAT. (HR 0.770, 95% CI, [0.603; 0.982])

o WA AR

718 7FA+%+(2018.05.18.) HA AN A
1L ojdel Az Zo] gle 371 e 47] TA |1 ol A& Zo] jle 37] & 47] A
1 2z FAdA e HA(FLFH, 15| 35 SR A i‘ﬁ%‘xﬂ( 2FRAl, NE

gy SR S Y e e S, ooz eba)el e
qu- Q_]__)\é,l 2. o]Ao] X gyure ZHo gi% I]o 1‘540]45: 7k7<]
2b7], 371 =+ 47] CD30 ¥ A7 HxE 3
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Aol A S A HA(NELA S, Aol FZE ~vpv}
o=, ZaTu, Ttz HAE L)} P e
L HBrECADD)

2. oldol XJNEE Zo] Q= CD30 U4 TETAH (3. oldel] XZwe 2o Qe CD30 FA TET

Z Y3z F (peripheral T-cell lymphomas, PTCL) ¥ |A|=Z8x=F (peripheral T-cell lymphomas, PTCL)

Aol A Bl @A (Ao E R ATulolE, EAE| 3R A S HA(NSEE AT T, EAT
zHEUE)e HE QY HIAL ZH =y :)8 B8y

3. ArtzdERrA Eo]2(Autologous  Stem  Cell|4. A7}ZERA|Eo|2(Autologous Stem  Cell
Transplant, ASCT) ©]%& A mE a9 9@ o]|Transplant, ASCT) o]% A wE A ¢ o)
=203 AR50 Bl AY 12} g5 & 149 o] | E2(1a A5 ESAONAY 1x AE & 14
[e}
o

FE& ATLEERAE ol A

Woll AL A Fe ANZIRAE o4 A Y| ool AT 7
24 ol9)e] Fyo| FoF Hg> 542 Y=F F| YL ol9e] FRo| F WA A YLF
el X & #re] A&

4. A7tzERA E| A S AusAYt ATt RAl |5 ATt RA LA AisAY AR
o2 nnF Fatoll Ao Ha F 7EA o] of [Alxol Bt fAtel M HA F TFA] o] 4de]
A 5 ssterd il sANHEEF S| ojd 5 st Ay sANYEF &A
P = 9 A=

5. Az W7HA ool ol B sistawel Av |6 M WHA ol oW B ey A

3l AAAFHAHPAEHZIE  (systemic Anaplastic JH 3 AAGHAPAHEHZE (systemic Anaplastic

B

Large Cell Lymphoma, sALCL) #x}9] X & Large Cell Lymphoma, sALCL) #-x}9] X &
6. o]F T 71A] o)]Fe] AAMQWES w& CD30|7. oAl 3 JFA o] HMiAa¥HE e CD30
P4 FARTAZYLE B2 A2 FH FRTAEYTE B4 A8

(8983, A8 FOAT AHAG

13. A4 A5 N8 & XNEY
D 3xz7 =%
e AZ 8

- HEFAC &3t F¥ole JHAHEZF, 7RI, JEAEFTSC] UTh o] T AHAFEZZTS
A 7192 F(Hodgkin® s lymphoma)¥} H] &2 714 ZF(non-Hodgkin s lymphoma)o.2 FE=t}
T YT Lol WEsE, A 2 AEV AR dE2f HSANYEZEFR SANYEZF
o A B&L AHFHOo = zo]EF YELH, Ao Bt ofrolol A SAZNHZF| B Eo] A
Aoz vre Holth Fule] A v =xFo] A thE AAEH, sANFZFL oA
HEZZO 5% BE=E AA T

A A ZZo|t} (germinal center
derived lymphoid neoplasm). cHL®| &3+ 2 eglstz EAHLS A xo| BAE oA g= ~
g2 A E (RSCo)olth. o] MEE CD30S A Th MA BxA7]FollA cHLe =2z g3
o}y S 47 A2 FEITH AH-A A3Z(nodular sclerosis), &3 Al ZA(mixed cellularity), ©Z+
Z5¥(ymphocyte rich) ¥ Hx5 1zZg(ymphocyte depleted). ZH4 HZF A 543 I=
< (NLPHL)> ®9o}d (CD30-)o] tt=1 AW oA cHLA {3 ztol7t e AAAE 2H
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- HLel )3+ Ann Arbor

t s Aol

2
Zol e 270 o4kl Y3 E:
9o 47] AH & ]:]]?_]7(-] Pz -9 %A

o] glon, H HE 2] o] & T A2 Aeo¥th. HL2 ¢d, ozt
ek g 3xpo] wol Akl AFY 10%E A3t ATaie) 2 HA 349 A W) == 1
7N ol EAB) AR wet FrF o s EREY. o5 HAHeE “B A7 ozt g

- cHL2 Z7|GAWIZ) 2 JAFFAA/IVZE FEE= A7 Bov, A38dx B 54 2/xEes A
O ¥ 7F U= 7] &A= WIV7] Ao A8 23 $d3 A5HTH 2 vkg3hr] W&
of a4 cHL Aol &= += 3971 2tHGordon et al. 2013) (Johnson et al. 2016). &3 &
Aol glv A =7 @A d89 o Fe uig stk gepa olHd AAES A AsEE =
< A ES %11‘3}%/‘1 Aze] 54L& Hasgleled 2HE gt }E}(Radford et al.2015).

- A Il ZA71EA oA Fe) F-do] 9om, 51 0Se x7] A A9 92-93%, MAAF A}
ANA= 78%R Tt IPS(=A] & H<)= HLol tiall ZAjz o2 B3 77HA 348 5E4S H7hst
v =70tk @AY #FE A5 HE ey oRE Aawe oA FFHoE HLIPYS W, A
F7F & a4 (0-3)2] 51 OSE 59 OSe= 93%+1% o M7l & =D 78%+4%%A
=3

14.

5.

g
o
A

Z]

NAER AU A 0LolFd) BT AY
EEE
TrAY-SAUSNY H4F P BN Yol B RR(BWol BB X2
EEE

ofz|Ztgo| BEH AHE

7157k AlEd ARE da.

A -¢kE HIA(ADC)S! BAEA v =8l (brentuximab vedotin)e] ©]&}2Fg8-2 2010d o] = oA
H (o] Ao A|=3F CSR SGN35-008 Part A 2 7]& m2.7.2 IX) AEXZEA HolE: R uEol$

o
2et"l E(MMAE)S] tiAb 2% w7k th2015 CSR C25005 %), ADCe] o]3zhg, #Ho|= &9
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A A2 L BAEAYHEE, o EX A =(etoposide), A E=ZE 31| =(cyclophosphamide), =4 FH]
Al(doxorubicin, oF=g]ofrto]4l[Adriamycin]) ¥ 9 Alw] EfF<=(dexamethasone) (BrECADD) ¥ & Eﬁﬂ/] =
Al AA N ZAS W, FE AL odEA XeTh

=9 A7 AT 259 24 AT AFNNCT01569204)01 4 H7F8 ufol uwhel, BrECADD 29| =
& 4L E A5Gl " 7 fleS AT o] Al@olA+ BrECAPP(RAEAHH =1,
NEZAE, Alo]lFZ X Avu|t = Z7MlZ[procarbazine] ¥ Z# =y <[prednisone)= H 7}t Z}
AL 52 245 Bith

w3, BrECADD &9 7§ A& Table lLaol YeRd vie} o] BAEAMH =AY BHE sista
He dsto=m ol HZEFHUG. ZF AtdlolA B8 8o 2 4o #zFHIUT

Tablela  chEsietaro] Q@tow Hal SAMA RS WE AT Q= Al

Chemotherapy Study/Regimen

ctoposide Herrera etal. 2021 (Herrera et al. 2021)
brentuximab vedotin plus cyclophosphamide,
doxorubicin, etoposide. and prednisone (CHEP-BV)

cyclophosphamide ECHELON-2/ (CSR ECHELON-2)

A+CHP

brentuximab vedotin (ADCETRIS) +
cyclophosphamide. doxorubicin. and prednisone

doxorubicin ECHELON-1/ (CSR ECHELON-1)
brentuximab vedotin (ADCETRIS). doxorubicin.
vinblastine. and dacarbazine (A+AVD)
ECHELON-2/

A+CHP

brentuximab vedotin (ADCETRIS) +
cyclophosphamide. doxorubicin. and prednisone

dacarbazine ECHELON-1/ (CSR ECHELON-1)
brentuximab vedotin (ADCETRIS). doxorubicin.
vinblastine. and dacarbazine (A+AVD)

dexamethasone HOVON/BRaVE: Kersten et al 2021 (Kersten et al.
2021).

brentuximab vedotin with dexamethasone. high-dose
cytarabine and cisplatin
(BV-DHAP)

51. e ZEAFE A8

o A3 8l

52. EEA Y
o 7|37HA AEH ARE 22

53. dutFP NP (EE At F)

e 33 gl

oo

54. ¥+ £X - tjA} - v 3 A
o 7|3 7HA AEH ARE 22

55. ¢glo] ti@ AAA A

o T 8=
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e

HD21) &P ax7 F=ZEo 13 XZA Xz HAs AF; 4~637]9]
BrECADD H|nZ

=
=%

¥l BEACOPP$} 4-6%7]9]

o]d x|= Ado| | ®BrECADD 4-6F7] (n=751) d =} b= PR
glom BAEATL HEE, EZAL, TRMB, PFS
zASA0Z ANEFRZ 2T E, ol g olnfo]al,
geld 3y @A g7t2uk, YA ER)
cHLo] &=
184 ol A1 604 © eBEACOPP 4-657] (n=749) o]z W7hMZ CR
Apol o] 3z} (B 2utolil, dEZAE, 2 ORR, OS &
3% | (n=1500) ol glotutoll, AlFEE AT E,
W8 2~g, BE7bkR,
ZHEYE)
Zr F7)€ 214 vt} vkEg
257] k5 ¥ 3 PETAHA A3
FPA A F 6577, 28 A F

<A H7pAs>
-TRMB: 4di$1d= 0.72
(95% CI, 0.65-0.79),
p<0.0001

-PFS*: £1&H] 0.62
(95% CI, 0.42, 0.93)
(98.87% CI, 0.37, 1.04)

A Ao =,
98.87% Clo] &gt A
A Aold 1698 Bl w3l

H 54 S e

6.5.2. AU A (Pivotal studies)
D 43X AA
M NE3

_43_




AP 527 Pz 1a X golAe X8 HAE A, 4~657]9 Z=H BEACOPPS} 4~67F7]9
BrECADD ] @
@ AN M

Study HD21(NCT02661503)2 2719 Haw+ (H4A3t W) 1t T4 AF3t 729 wiZS 233 3,
A, 3, FAANAE Fo Ao, FAWA F8 APES AL 79 9

BN FAZGA MA ] whel 61~754 FAlol] e ZHAQA v FEZuY F7F ZTEV B Ao
== Ak

FAMA F8 AFL OgF4e nEstd AFHE HAARHE 209 Fe Iz Hrpdago] we
A = At

B Ry F8 AP A8 APl

w xSt o g gld M @A cHLe] U= 18400 A
0o &A7F 5 AAHH vs HIFH), AR 54 vs

glo
604 Atelel BA7 S5 & AU F 150
? )l whe} AZ3}=e] BrECADD,

=45-604), AE(0GAH vs A4) D A d3F HFAPS)O0-2 vs 3-

eBEACOPP 5 stuto] 1l1= F2-9iu) 4 = it

Y 5 A2 Fo 25775 v = X3 S+ PET AAF Aol et F LS

AARH IS UF7] =& 657)). PET74A}°ﬂA1 Fol U A5 457 F7F FAE B F

A8E, 40 U4 A2 277 F7F FAE B T 45719 ARE Wohh

(Fo] oFED

AAES 21Y o F719 A 1L WA " ol siFste A5E WU

1. BrECADD#: EBHEAY HEZE®Bn), dEZANE (), AFEZATFUS0), Z42F°2A),
7kekzID), A ELED)S FE oW o R Fortgton, G-CSFE ® 83ttt

Study Drugs, Dose and Mode of Administration; BrECADD Treatment Group:

\]

(3

Product Dose Strength and Mode of Administration
Study Drugs Form Study Dose
Brentuximab vedotn 50 mg powder for concentrate | ) IV mfision over 30 minutes
AL e 1.8 mg/m
for solution for infusion | i onDay 1
Cyclophosphamide 1 gram I'V powder for solution | 1250 mg/m? IV infusion over 60 mimtes
on Day 2
Doxorubicin 10 mg or 50 mg powder for | 40 mg/m® IV infision over 30 minutes
injection | on Day 2
Etoposide or etoposide 20 mg/mL injectable solution | 150 mg/m? IV infiision over 60 minutes
phosphate on Days 2-4
Dacarbazine Tz200 mg powder vial, 10ct pack | 250 mg.-'m-f TV over 120 mmutes on
| Days 3-4
Dexamethasone 10 mg/mL solution | 40 mg Oral on Days 2-5
G-CSF 6 mg fixed dose | 6 mg SC on Day 5

"BrECADD: brenfuximab vedotin, etoposide, cyciophospha:midez doxorubicm, dacarbazine, dexamethasone; G-CSF:
granulocyte colony-stimulating factor; IV: intravenous; SC: subcutaneous.

2. eBEACOPP: el 20folAB), I EEAE (B), S&FHA), AFEEATEQ), W28 280),
ZEAHAP), ZASUEPE FULPOE Fowgion], G-CSFE JE3art
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Reference Therapy, Dose and Mode of Administration; eBEACOPP Treatment Group:

Study Drugs Product Dose Strength Study Dose Mode of Administration
and Form

Cyclophosphamide 1 gram IV powder for 1250 me/m? ID\ L_aifuswn over 60 minutes on
solution & 2y

Doxorubicin 10 or 50 mg powder for 35 mg/m’ IV infusion over 30 minutes on
injection Day 1

Etoposide or etoposide 20mg/mL injectable solution | 200 meg/m* IV infusion over 60 minutes

phosphate on Days 1-3

Procarbazine 50 mg capsule 100 mg/m? Oral on Days 1-7

Prednisone Oral solution 40 mg/m’ Oral on Days 1-14

Vit 1 mg/mL solution for 1.4 mg/m’ IV bolus on Day 8

incristine == e = )

myjection (max. 2 mg)

Bleomycin 15 units per vial 10 mg/m’ IV bolus on Day 8

G-CSF 6 mg fixed dose “6mg SC on Day 4

“eBEACOPP: escalated doses of bleomycin, etoposide, doxorubicin, cyclophosphamide, vincristine, procarbazine,
prednisone; G-CSE: granulocyte-colony stunulating factor; IV: intravenous; SC: subcutaneous.

2) 558 AT+ AR

O ANA HFA F

- 1,500 He &A= Agston, T 1,543 B &A7F 2= dEHo] 1,500 9 A7 529 w4 =
ok BrECADD ol 7519, eBEACOPP—'rLOH 749v o] 3+xz}7} v A = 9ok

- 2 AE SA EAACdE ITT Jod g Jas &8tk ITT I 729 widd =&
A2 AoERoen, F 150099 A7 2FEHAT ITT Jae A783 54, wo]2gel A3
44, PFS, 22} H71H 4, PRO #410] &831ATh A JAde od APFECE HAa 1 &5 o
Fore dAE2 AHoHUor, BrECADD oA & 4Wo] AL 7474, eBEACOPP A& 8
o] AH 74190] EHU} AAA HELE TRMB, &GE =&, kA B4 o] A&FH AL

2) A T - F8 AAZE F8 AYr|E

+ F8o AR JE

zzgtx o2 cHLo] X H 184]-604] Alole] #xlolm A, GHSG71# Ann Arbor Stageell uwhz} 23
Azl sfigsiof gtk xAHE Hole & THAT T H/EE FZH ¥Wwo] e Stage 1B,
Stage Il T+ Stage IV7F sigdd ) A= Hx IAEdS B2 xojof 3tH, o] cHL A 5& ¥
o] glojof sttt cHLH #HE 7|5 HolE A BAAd &7 7155 7HAHEA, 4 3449 o]
e 71 A& 7Hxl gApofof g

o ox m ot

riet

_INr
(]

= o
- A" QT +&(QTco) 7+4 >480msec
- A FAAAE Q=2 sl S A wlolgx, dEHE o e I 24, HIV 24
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3} o] ko] 9lE= A -9(HD21 CSR Section 9.3.2 A& 7|&F 2 F=x)

3 AY B3
£ Age R WA A
grop =4 a7t 9

Hlsl PESS Rl A Bl

22 BrECADD %27} eBEACOPPXE UtiH] 4 Z+AE Hol= Aot}
AL TZE Az} Zx- 02 BrECADD 637] X 27} eBEACOPP 637] X ol
58S HolaA s

4) H7tASF
D FF 4= Hrhds
92 AgolAE= TRMBS} PFSE &% ¢a H7hiasz 24 o}oaq

TRMB #49) TRMBE 13} A8 713t 5 2 vpxu Fof F 3047k @43 CTCAE 358 £& 45
Fo MAAGH 7] B4 == G FF 45T AU B4 oYUtk sk 2L WF
53¢ AW olfs 9 BEF0] §F AU AR AAS U] FEAC FFL 2T A
o] Q7] MRl oA NP FFL EUE T e SHo] AN Ui HoE BRI

- 718 RFGOC) F4 B@ sty CTCAE 357 & 457 718 54
- 71—%_ Al ;g— ;g-o]-]
o ZF 9AH HANTE, A 2 Hud A 9)

¢ TEE Al

U 45F WaBUEF A5E 4Y (BUY BT dazel dHew /=6
PFS) —Ur;i}f] WA = RE A Y, AL, ms Ago] BRI Al om AoHUY. F H
OJ/Ho] qze Ao PFS7 4o AR

@ ol% Wrhas
o7 WrAMSFRE AT 97 Fo| (R &, 05, 13 Ade) BUAE, o7 5% AE BAE, AW &
F 0YIAS SAL . A £3%, de) A Sl Bra,

0S= KM WHos F3Hon, PRSst $9@ A%l 95% CIst @4 AAFAL (RS A8 3=
Al &hd FAsE B Ao HE&Z, ORRS CR T+ PRES HQl Ao HESZ HoH AT
A BAe BE 579 TEAE 35F /49 TEAE SAE, B3V OE olojd SAE, §% 74
A8 AAew ool TEAE, AECI 557 TEAE, 97 % Aol Zasgith

rln
>{E

5 BAEMTH

D 9= = 4A
B Ao ME F 493k 1,500 9] FAE FESVIE At B8 A7 F3F 8%l¢] e AF
2¥S Agsta, A ZAE AFEEY Alakd Al® e 71T g AAE T
TRMB Z4 &S 84%= 73S wl (MF5 7holAF #A) 13 €948 HAAL 0% #AEES 2
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A Ak 23y £ AgolAE TRMB 2e)7t 10% o)del71 & 7|dst 22, PFS H7PA5HS 118 31
A WA =8 AT

Schoenfeld ol wheh PESol ik vl EA ABS 8 Bagk PFS A = 16402 AMEA
oo wW ¢ 2xte] 59 PFS W&ol sdstrta 7hAYsk e (HRemcapmeacorr=1), W15 A4l
93 A= T3 a=0.0259 90%°] AAHE ZHA "k 14879 PFS ARS #E3tr] fla, 4871€e) T
5 713 el 1,481 9] &A7F Aol SEeofstal, 4270 2 o] Fasirh mEkA, B 7
A3 FA 2AR 71 FA F 759 T 150089 A mYHW AY SRE 24T F A @

ol

0 o of

) %74]’4 Wy

2 APE 7 7HA FF 1A HyPHSE AFESte AAEeH, A aHE] s ASHoRE
AARF NG, T3 8o 2= FTE AYHE vs HlFH), AHK4L5A vs =45-604]), AE(EAE vs AA)
L A4 oA HLPSO0-2 vs 3-77F AATE 1A A& F TRMB 74 SH A2 442 Cochran
Mantel-Haenszel(CMH)< &3l AAstATh o] AAAA L8 B A5, Cox 37 EIFES A&t
o] PFSe] HRell ok vlEds4d S Ao

@O TRMB

TRBM =4 A5+ vpA9 skx7p 7249 v = dap 5 =] o} o] § 7bsa & Zlo]==, TRMBO
i3k dlole mizk AlH % oA ek $kxpo]l R uld AIFHLPD 1670€ 371 He= AFHe g AL
Safety setoll Al = o Z ] sl TRMBS} %= CIE Al4bela, £3 2918 RAHS CMHOZE o #&
H] 2 5} 31 o} ﬂ—ﬂ}*é T+ 79 TRMB7} s93stth ‘dom, A4 Aart &5 Fo+F 0.05904 &
o]sla, eBEACOPP tjB] BrECADD<S] RRo] 1 w]%lel A9 BrECADDY} vl 993 Ro=Z 71335yttt
o] Ao LS Bl Aolgk PFS HIESA A4S AASATH

@ PFS

PFS= &2 #Z 713 T4 oF 367/ SEAES Agstdth A 18 2/ E FA387] H8,
Lan-DeMets &3t-2-4] 35 A 83 O’ Brien- Flemmg Wy Az AR BES AL HAES ¢
Azke ALdstath FHEAY HldsA A= HRoll tigh 45 95% ClE Ar&-3tala, Clo| kst
o] Hldsd vl 1.69xRT A2 Ae, HEdedeS dFstA @9 (AF7HE: HRemcanpmpeacorr =
1.69) PFS&= KM w2 o2 FA3t3th PESo| thg HRE Hl53 COX 37| Rd S AME3ste] EZEHUS
™, 95% CI, p-value® 7] AAE Q. HF PFSE= 1564712] PEFS Ab7do] @Ak 3o 7]e3 B4do=g
Z18E o ol

=
=
o

6) 42 B4 A

D 9738 EA/ 71A-A% 54

15431 9] 327 528 93] AFAY HUE wgky, 7 F 1,500 A7 A Fe)| 2 vl A=Y
o). 7519 ¢] 37} BrECADD X s:ol, 7499 9] 3217} eBEACOPP X sto] w2} ITT =i
Woll Al 49 ¢] BrECADD 3=} 8% 9] eBEACOPP A7} A& 285 whx] ekgpt)

dolg wpdl 2022 12€ 31Y Al A5 7]te] FEEHJSH, A o] =3¢HE BE $
ZAEo] AEE SEAT 2 AETY A 6498 0] X5 F FZ FZFPTFU)A FoAsts A2 B
TEQT =ABD FAe A 29 U910 F B35 BuEQon, BrECADD 2 58 (7.7%) 2
eBEACOPP 2} 459 (6.0%)ol Al Eiﬁ 91t} AbE-e BrECADD 34 117 (1.5%), eBEACOPP 3H#F 12+
(1.6%)o A Ru=ERor, A F A2 2+ 49H(0.5%), 29(0.3%)2] 3-Alol| A 2ASA T cHL A
23kele BrECADD 349] 109 (1.3%), eBEACOPP &xte] 11W (15%)olAM, &xF oA H3l:=
BrECADD 34} 8%(1.1%)%} eBEACOPP A} 20W(2.7%)014 RuE Ut} 7gt Ad 28 Ads A=
T AA A T 47 A%ollA RaFEA
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Table 10.a Study HD21: Overall Disposition (ITT Population)
BrECADD eBEACOPP Total

No of patients (%) n=751 n=749 N=1500
ITT population * 751 (100) 749 (100) 1500 (100)
Safety population 747 (99.5) 741 (98.9) 1488 (99.2)
Patients who completed study treatment 747 (99.5) 741 (98.9) 1488 (99.2)
Patients currently in follow-up 649 (86.4) 649 (86.6) 1298 (86.5)
Reason for End of Study 102 (13.6) 100 (13.4) 202(13.5)
Lost to follow-up 58(7.7) 45 (6.0) 103 (6.9)
Patient’s withdrawal of informed consent 5(1.1) 20027 28(1.9)
Diagnosis of cHL disconfirmed 10(1.3) 11(1.5) 21(1.4)
Death 11 (1.5) 12 (L6) 23(L5)
Site closed by sponsor 6(0.8) 5(0.7) 11(0.7)
Individual study period ended (no consent to 4(0.7) 4(0.4) 8 (0.5)
extension)
Other 4(0.5) 4(0.5) 8 (0.6)
Death 11(1.5) 12 (1.6) 23 (1.5)

On-study death ¢ 4(0.5) 2(0.3) 6(0.4)

Follow-up death 4 7(0.9) 10 (1.3) 17(1.1)

A7ty B43 wolxekel BHE T O o] SASYUT. Awe AwE

Abelell A Hd &
ofFRem, 7 Tl Aol oF 56%E AAAsted ot fAlStTh. FARuE A A" FIER
3IACHS]: 18~604Dolm  ghxke] o  78%7F 18AClA  4M4AIE, AAFeIAUTE UFEe A3
F7HAC0%) = WA AT B BAHSF 92%)7F F3H e Ad7IHA FFHANoH, o] T FUo
2 9 713 Hlgo] 71 EUth (Table 5.b)

o

d

=

Table 5.b Smdy HD21: Baseline Demographics (ITT Population)
BrECADD eBEACOPP
To. of petients (34) N=TE1 N=T4d
Sexm ()
Male 418 (55.8) 418 (3559
Female 332 (44.3) 330 (4.1}
Ape st randomization {vears)

Wzan (3D 3341177 33601177

Nedian 310 310

Win, max 18,60 18, 60

Age at randomizarion catezories (vears) n (%)
1544 590({7R.6) 584 (70D
45-60 161 {21.4) 165 (22.0)
Racen (%)

White 687 (OL.5) 678 {90.5}

Crther 31{4.1) 35{4.7)

Unknown nam AR}

Axian 11({L5) 13{L.T)

Elack [} 2003)

Weight (ke)

Lzan (30} 767 (18.34) 75.7 {17.54)

NI=dian T50 720

Min, ma 43,150 41,178

ESA * (m7)

n T48 T4

Miean (S 1.91 (0.235) 1.90 (0.224)

Mfedian 100 182

Min, max 14,27 14,28

Country of Enrellment n (%)

Furope 692 (02 1) 681 (02.3)
Garmany 53R (TLE) 534 (71.3)
Switzerland 6T (8.0} 85 (8.7}
Austria 41{5.3) 44(58)
Nathariands 1723 18{2.4)
Denmark 11{1.5) 11{1L3)
Norway 10(13) 11(L3)
Sweden E(L1) B(L1)

Kon-Europe 58(7.8) SB{TT)
Apstralia 54(7.7) 52(6.0)
Few Tealand 5007} 6(0.5)
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Ad st cHL2 ITT =RFTeA 714 ¥iwsiA Baud =234 zdoe=, BrECADD
4739 (63%)3 eBEACOPP 2} 47978(64%)1 4 X% ATh Ann Arbor V7] 2$-S BrECADD %A}
44.2%, eBEACOPP #t#}9] 44.6%°l| A X% AT

B S36/ME S >10% AT Za, dd EWe >38° C w4, oft wih> BrECADD %4} 517
H(68.8%) 2 eBEACOPP 37} 501%(66.9%) oA =tk B 24 & 714 guld oz g ZF4e
BrECADD %z} 43678(58.1%) % eBEACOPP ¥} 4169 (55.5 %)l Al Ha® ofzk ¥&gko] iTh

T2 Aol BrECADD 3z} 3947(52.5%) % eBEACOPP 3##F 403%(53.8%)°] IPS $13
0~27 0% BFE3, BrECADD 3zt 35794 (47.5%) 2 eBEACOPP 37 346%(46.2%)°] IPS 93
PR BEFRHAAT A7 A3l 9Pl BFANA H5ol sfd3h.

ECOG 3 He e 239" A Hol BrECADD 2k 514%(68.4%) = eBEACOPP 3zt
5219(69.6%)14 002 RuEqom, BrECADD A 223W(29.7%) 2  eBEACOPP A
205 (27.4%)1 A 12 B3 =}

T ARTY S nF 7] AP & Fdgog 0.671LC89: BrECADD 2z 0~1271 ¥, eBEACOPP
32} 0~1070Q)o] At Aol ) Fol F2F2)u) g = At

Table 11.b  Study HD21: Baseline Disease Characteristics (ITT Population)

BrECADD eBEACOPP
Number of patients (%) (=751} (N=T49)
Primary histology )
Idodular sclerosis (classical) Hedzldn Ivmphioma 473 {63.0% 470 {64.0)
Mixed cellularity {classical) Hodgkim Ivmphoma 120 172} 126 (16.8)
Lymphocyte depleted (clazzical) Hodgkin hrmphoma 307 9 (1.2}
Lymphocyte-rich (classical} Hodzkin mphoma 22{2.9) 23{3.1)
Other (claszical) Hodzkin lvmphara 04 (12.5) 80 (10.7)
Hodgkin lvmphoma, unspecifisd 2B (3T 32{4.3)
Ann Arbor stage at initial diagnosiz
Siage I 118 (15.7) 117 {15.8)
Stage I 208 (30.7) 203 (30.1)
Stage IV 351440 3344448
Unknown 304 ST
Time from primary histelogy result to randomization, months
hJean 07 (0.74} 07 (055)
Median 0.8 0.6
Min, max 9,12 0,10
B sympioms
Yes 517 (68.8) 501 {66.9)
Mo 231 (30.8) 243 (32.4)
Mizsing 3 {04 F{0.7
Weight kozz >1004 inm 6 months
Yes 203 27.0) 124 (2069
o 545 (72.48) 520 {624
DMizzing 3 {0.4) 307
Fever (=38°C)
Yes 156 (20.8) 165 (22.0)
Yo 502 (TR.8) 578(77.3)
Wisging 3 (0.4) 5(0.7)
Night sweats
Yes 436 (38.1) 416 (35.5)
HNe F12{41.5) 31B{43.8)
Nlissing 304 30T
Ann Arbor Stage A'B
A 232 (30.9) 244 316
E 516 (68.7) SO0 (66.8)
Unknown 304 5(0.7y
ECOG Performance Status
o 514 (68.4) 521 (69.6)
1 223 (20.7) 205 (27.4)
2 11(1.5) 18(2.4)
Unknown 3(0.4) 5(0.7)
IPs
(1] 4B (6.4) 37(49)
1 148 (18.7) 140¢18.7)
2 198 (26.4) 226 (30.2)
3 198 (26.4) 174 (23.2)
4 99 (13.2) 121 (16.2)
5 42(5.6) 37(4.9)
6 16 (2.1} 14(1.9)
T 2(0.3) 0
IPS Categories
0-2 304 (52.3) 403 (33.8)
52 357 (47.3) 346 (46.2)
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(2 F59x H71AS (HAAQ-TRMB 94, FEA-PFS HES4)

@ TRMB
TRMB ZA#E= AZ3sd CMH 7holAlF pakol <0.0001 2 AtiiadS 0.715 (95% ClI, 0.645-0.792)&
EAAOR fFo3 A4S Yehd o, o]= eBEACOPP #zto] wH3] BrECADD $HAtoll A TRMB
Abgl A Q) o] 28.5% 43 Aol & gE)
TRMB =4S BrECADD 2Fx}(42.2%)oll Hl3] eBEACOPP ¢FaA m- 3258 7%)olA @A 3] &
HE2 BuEAch & & 25 A 7k &3 TRMBE 45859 98t ZAo|lon, 1 FoA=
ua% FaFol /M w2 HES AAYY 3FH, 4559 ¥4 A7l =AolAe= BrECADD
TolAE Gl ZAol(FE, 24 D Hud A7t 7bE EF (7.8%), eBEACOPP FollA= A AA
o7t 71 £ (5.4%).
TRMB 7] =4 W3 353 Ev 453 G ZAFE, 24 2 A9 A<9) 2 TRMB H3HH
=4 WE 453 4% ZAToAM FHEZ tksk Zol(=3% o)zt BEEHAG. Gl ool A<
ztol= o ekl ARk (BrECADD 32} 589, 7.8%; eBEACOPP 2} 324, 4.3%) 4T LA FoAx=
2ol 7} F# et (BrECADD 4} 2277, 30.4%; eBEACOPP &4} 3839, 51.7%).

Table4.a  Study HD21: TRMB (9FH A 27 h

[0

BrECADD eBEACOPP
Noof patients (%0) N=747 N=741
Number of patients with TRMB 315 (42.2) 433 (58.7)
Acute Hematologic Toxicity Grade 4 233(31.2) 386 (52.1)
Anaemia 3(0.4) 3(04)
Thrombocytopenia 227(30.4) 383 (51.7)
Infection 13(1.7) 10 (1.3)
Acute Organ Toxicity; Grade3 or Grade 4 140 (18.7) 129 (17 4)
Cardiac disorders 18(24) 10(1.3)
GI disorders (excluding vomiting, nausea, mucositis) 58(78) 32(4.3)
Hepatobiliary disorders 37(.0) 22 (3.0)
Nervous system disorders 21(28) 40(54)
Sensory 10(13) 17(2.3)
Mator 3{04) 1(0.1)
Other 12 (1.6) 24(32)
Renal or urinary disorders 7(0.9) 10(1.3)
Respirarorv. thoracic and mediasting disorders 25(33) 3347
CMH p-value * <0.0001
RR (Unstratified BIECADD/eBEACOFP) ® 0.718
95% CI (0.648.0.797)
RR (Stratified BrECADD/eBEACOPP) = 0.715
95%CI (0.645,0.792)
% Difference (BfECADD-eBEACOFP) -16.5
Exact 95% CI (-21.6.-114)

Source: HD21 Table 132.1.1.

BrECADD: brentuximab vedotin, etoposide, cyclophosphamide. dexorubicin, dacarbazine, dexamethasone; CT.
confidence interval; CMIH: Cochran-Mantel-Haenszel; eBEACOPP: escalated doses of bleomycin. etoposide.
doxotubicin, cyclophosphamide, vincristine, procarbazine, prednisone; G gastrointestingl: IPS- Internarional
Prognostic Score; RR relative risk; TRMB: treatment-related morbidity

Percentages are calculated using the safety population as denominator.

a: p-valueis based on CMH test comparing BfECADD with eBEACOPP stratified by enrollment region (Europe vs
non-Europe). age at randomization (18-44 vears vs 45-60 vears), biologic sex (female vs male). and IPS risk group
(0-2 ws3-T).

b: RR calculated by using unstratified CMH test.

c: RR calculated by using stratified CMH test
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Figure 5.a  Study HD21: Forest Plot of TRMB (Safety Population)

BrECADD  eBEACOPP Relative
Subgroup n/N (%) n /N (%) Risk (95% CT)
Overall e 315747 (422) 435741 (58.7) 0,715 (0.645,0.792)
Sex: Male = 150417 (36.0) 203416 (48.8) 0737 (0.627.0 snr.g
Sex: Female | e | 165330 (50.0)  232325(714)  0.700(0.616, 0.796
Age at randomization group; 18-141 = 243/587 (41.4)  3215579(554) 0,747 (0.662. 0.843)
Age at randomization group: 45-60 = T72/160 (45.0) 114162 (70.4) 0,639 (0.524, 0.780)
Enrollment region: Eur m 295688 (42.9) 401684 (586) 0731 (0.657.0814)
Enrollment region: Non-Europe e 20/59(33.9) 34/57 (59.6) 0,568 (0.375.0.861)
IPS: 0-2 166393 (42.2) 236400 (59.0) 0716 (0.621, 0.825)
IPS: 3-7 149354 (42.1) 199341 (584)  0.721 (0.620, 0.839)
Baseline Ann Arbor disease stage: 11 e 42117(35.9) 65117 (55.6) 0,646 (0483, (1 865)
Baseline Ann Arbor disease stage: 111 - 131298 (44.0) 176292 (603)  0.729 (0.622. 0 855
Baseline Ann Arbor disease stage: IV —— 142332 (42.8) 194332(584) 0732(0.627,0854)
B-Symptoms: Present =i 2200516 (42.6) 288498 (578) 0737 (0.651. 0.835)
B-Symptoms: Not Present I 95231 (41.1) 147243 (60.5)  0.680(0.565, 0. 818)
Baseline ECOG: 0 —=—i 217513 (42.3) 301519 (58.0)  0.729(0.644, 0 826)
Baseline ECOG: 1 [ 93223 (41,7) 120204 (S8.8)  0.709 (0.585, (.860)
Baseline FCOG: 2 ; { SI11(45.5) 14718 (77 8) 0,584 (0,292, 1.168)
T T T
0.3 1 3
<— Favors Relative Risk Favors —>
BrECADD eBEACOPP

=, A E40A TRMB €8y 4 24 offd ©E A5 s & =4S vused,
= Ao A

ol A3t ToT AH A7 AEES FBT el e 45F € F4 thE GHSGE d™<
ST Table 4.bell Yebd viel o], &7 =4 WAES TRMB €9 54& FA3 SAtolA
T o8 ol FUHP o (78% vs. 35%), EHEH TRMB 5A4S ZAdS A= &% 4% DA E

78] 3 RATHT5% vs. 27%). ol &3k zolo] gt 7<= 2 FlolAlF p-#k2 27 <0.00010] AT

Table 4.b Study HD21: Hematologic TRMB Toxicity versus Dose Modifications (Safety

Population)
Patients with Patients without
Heme TRMB Heme TRMB Total
N=619 N=869 N=1488
n (%) n (%) n (%)
Number of patients with Dose modification 481 (77.7) 305 (35.1) 786 (52.8)
Chi-zquare p-value <0.0001
Relative Risk (95% CI) 2.214(2.004. 2.446)
Risk Difference (95% CI) 42 608 (38.045,47.171)
Number of patients with Dose reduction 464 (75.0) 231 (26.6) 695 (46.7)
Chi-square p-value <0.0001
Relative Risk (95% CI) 2.820(2.502,3.178)
Risgk Difference (95% CI) 48.377 (43874, 52 830)
Number of patients with Dose delay 126 (204) 148 (17.0) 274 (18.4)
Chi-square p-value 0.1030
Relative Risk 95% CI 1.195(0.965, 1.480)
Risk Difference. 95% CI 3.324(-0.714,7.363)

Source: HD21 m2.7.3 Table 3.2

Patients with Heme TRMB experienced at least 1 Grade 4 event of anaemia. thrombocytopenia. or infection.
Patients without Heme TRMB did not experience a TRMB event or experienced a TRMB organ toxicity without
acute hematologic toxiaity.

@ PFS (Centrally confirmed + Per investigator)
A G H7EAS< TRBMoA] eBEACOPPHI®] ¢-914& E7] W&o, PFS HIEdsd AXRS
A A e T
PFS 3t 84 Ades 9887% AFHFrelA A= A% 104E ¥dsHd A 1.69ETh o}
HdEAd s SAH FI8S TS5 o] 8.87%9 2lF FFELS 18 2/FE FASY] A4
FTHEA oA 65.6% AR H& (PFS AA AR v &= 10173/ o8 @A) 4 15647) 3 Lan-DeMets
a8 FFE AME3 O’ Brien-Fleming 71"M& B3l RAHIJS ®AIFTE Cox HlE AF



e wE HRE 0.6295% CI, 0.415, 0.925)%, o] eBEACOPP #ztell n|3j BrECADD $ajol A
PFS At $13e] 38% A=< vrebdth

F2 TFE 717e] FYEk2 BrECADD &-A49] 749 40.670€ [95% CI, 39.82-42.2271¥], eBEACOPP
ghzo] 739 40.470€ [95% Cl, 39.85-41.3670€]) olfom, ITT &x % BrECADD oA 243k PFS
AbElE 397 (5%), eBEACOPP ol A AR Abdl= 621 @8% o= A=t

AIZE 7ol mE PES A X+ BrECADD o] eBEACOPP TR T d#HA =AUt 12714 4o
FRY-v1E FHH X BrECADD A2 ¢ 97.5%095% CI, 96.1%-98.4%), eBEACOPP 3%x}o] 7%
96.0%(95% CI, 94.3%-97.2%) o™, 2474 AlHol= BrECADD ke -9 95.7%(95% CI,
93.9%-96.9%), eBEACOPP &#}9] 749 93.3%(91.2%-94.9%)7} PES A&7} ¢l A2 FHEHAG.

o] ®AoA PFS ZUgke F4T & Atk

Tabled.c  Study HD21: CC + INV o] T} = PFSITT & HH

BrECADD eBEACOPP
N=751 N=T749
PFS. months
Number with events (%) 39 (5) 62 (8)
Number censored (%) 712 (95) 687 (92)
25th percentile (95% CI) NE (NE, NE) NE (NE, NE)
Median (95% CI) NE (NE, NE) NE (NE, NE)
75th percentile (95% CI) NE (NE, NE) NE (NE, NE)
Minimum, maximum 0.0% 70.3* 0.0* 70.3%
Hazard ratio (98.87% CI)* 0.619 (0.369, 1.040)
Hazard mtio (95% CI)® 0.619 (0.415_ 0.925)
Log rank p-value® 0.018
Kaplan-Meier estimates, % (95% CI) ¢
12 months 97.5(96.1.984) 96.0(943 972)
[n=701] [n=686]
18 months 97.1(95.6,98.1) 942 (92.2, 95.6)
[n=687] [n=662]
24 months 95.7 (93.9, 96.9) 93.3 (91.2, 94.9)
[n=659] [n=638]
30 months 95.4 (93.5,96.7) 92.6(50.5, 94.3)
[n=556] [n=542]
36 months 95.2 (933,96.5) 923 (90.0, 94.0)
[n=441] [n=447]
48 months 94.4 (924 96.0) 90.9 (883, 93.0)

Figure 4.a Study HD21: PFS by INV Assessment With CC (ITT Population)
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Time (Months) from Randomization
Number of Patients-at-Risk
BrECADD 751 720 70 687 639 356 441 332 232 140 58

eBEACOPP 749 T 686 662 AR 547 117 314 5t 142
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Figure 4.c Study HD21: Forest Plot of PFS by INV Assessment With CC (ITT Population)

BrECADD eBEACOPP Hazard

Subgroup Event/N(%)  Event/N(%) Ratio (95% CI)
Overall | —— 39/751(52)  62/749(8.3)  0.619(0415. 0925)
Sex: Male f—e— 28/419(6.7)  39/419(93)  0.718(0442. 1.166)
Sex: Female - 11/332(3.3) 23/330(7.0) 0.460( 0224, 0944)
Age at randomization group: 18-44 A 1 24/590(4.1) 46/ 584 (79 0.505 ( 0308, 0.828)
Age at randonuization group: 45-60 f—————— ] 15/161 (9.3) 16/165(9.7) 0992 ( 0,490, 2.007)
Enrollment region: Turope E—a— : 37/692(53) 58/ 691 (8.4 0.630(0417. 0951y
Enrollment region: Nun-‘lium]w } - ! 2/ 59¢34) 4/ 58(6.9) 0481 ( 0.088, 2.624)
1PS: 0-2 e ‘ 13/394 (3.3) 247403 ( 6.0) 0548 ( 0.279. 1.076)
IPS: 3-7 A ' 26/357(73) 38/346 (11.0h 0,654 (0397, 1.076)

Baseline Ann Arbor disease slage: 11 I 4/ 118(3.4) 11/ 117 (9.4 0.345(0.110, 1.083)

|
)
Baseline Ann Arbor disease slage: 111 r—-—-'—| i 13/298(44)  22/293(7.5) 06010303, 1.194)
Baseline Ann Arbor diseas ﬁlLILt.‘ v P 22/332(6.6) 29/334(8.7) 0.748 ( 0.430. 1.302)
B-Symptoms: resent fp—— 29/517(35.6) 44/ 501 ( 8.8) 0.626( 0.392. 1.001)
B-Symptoms: Not Present _ 10231 (4.3) 18/ 243 (7.4) 0588 (0.271. 1.273)
Baseline ECOG: 0 b 19/514(37)  35/521(6.7) 0556(0318, 0971)
Baseline ECOG: 1 e i 18/223(8.1) 25/205(12.2) 06260342, 1.148)
Baseline ECOG: 2 } T { 2/ 11(182) 20 18(11.1) 1427 (0200, 10.178)
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PET #% cHL 84 F5 AfNAe e dsfoltt. Table 4.eo yebd niel 2+
o, 4 HE A+ A5 FT& A9 CR ¥&#H ORRE A= 7t fAHRl2m, BrECADDE 3t 7l
AE CRE ETh
Table 4.e Study HD21: Response per Central Review (ITT Population)

o ru _\|l_,

BrECADD eBEACOPP
N=751 N=749
Response rate at the end of chemotherapy (n [%])
Complete remission 585 (77.9) 570 (76.1)
Partial remission 131(17.4) 140 (18.7)
No change? 0 0
Progressive disease (PD) 1(0.1) 5¢0.7)
ORR at the end of chemotherapy (CR+PR) 716 (95.3) 710 (94.8)
95% CI (93.8, 96.8) (93.2.96.4)
Response rate difference (95% CI) 0.5(-1.6.2.7)
Stratified CMH p-value ® for ORR 0.650
CR rate at the end of chemotherapy 585 (77.9) 570 (76.1)
95% CI for CR rate (74.9, 80.9) (73.0, 79.2)
Response rate difference (95% CI) 1.8(-2.5.6.1)
Stratified CMH p-value® for CR 0.391

Source: HD21m2.7.3 Table 3.1: Data cutoff date 31 December 2022.

dE 2402 INVel 93 CR 51 ORRE £438tith INVell 23 Frh= T A= v tha o
ste Aol ARt - T HEo| Hla) dukd o2 CR¥ PD HlFo] ¥ E4oh ORR HI&& F &
EFoA FYAE HIs| INV 7oA ofzt wgkom, INV H7ke] 7Z-¢- eBEACOPP 9] ORRO]
BrECADD Rt} ¢FF o EUth (FUYAE 95.3%, 94.8% vs. INV 871 92.9% vs. 93.6%)

Q@ T¢HE @& DOR (&l A%713D)

T A5 BEF DOR FY#ke =23t#] Z3 o, BrECADDe| wiAE Satol A & Adto] i A
71E = Atk (BrECADD A% 30%, 4% vs eBEACOPP A 549, 7%; HR=0.55 [95% CI 0.350-0.855], 7]
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4
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<2 BAS3 p-gk 0.007).

Table4.f  Study HD21: % A £ 0] I}= DORATT 2, CR £+ PR 2 245t
gatol 5k )

BrECADD eBEACOPP
N=729 N=725
DOR (months)
Number with events n (%) 3041 54 (7.4)
Number censored n (%) 699 (95.9) 671 (92.6)
25" percentile (95% CI) NE (NE. NE) NE (NE.NE)
Median (95% CI) NE (NE, NE) NE (NE, NE)
75% percentile (95% CI) NE (NE. NE) NE (NE, NE)
Min, max 0.0%, 65.3% 0.0%, 63.7%
Median DOR follow -up time®(95% CI) 38.6(37.59, 40.44) 38.6(37.91,40.05)
Reasons for event, n (%)
PD/relapse 30(4.1) 54(7.4)
Reasons for censaring n (%)
No documented PD/relapse 699 (95.9) 671 (92.6)
Kaplan-Meier estimates® % (95% CI) [n=1245]
6 months 99.6 (98.7. 99.9) 98.3 (97.1.99.0)
[n=708] [0=700]
12 months 98.2 (969, 98.9) 95.2(93.4,96.6)
[n=690] [n=670]
24 months 96.6(94.9, 97.7) 93.8(91.7,95.3)
[n=634] [n=630]
36 months 96.2(94.5, 97.4) 92.7 (90.4, 94.4)
[n=422] [n=413]
48 months 95.7 (93.8. 97.0) 92.0(89.5,93.9)
[n=215] [n=212]
54 months 94.9(82.2, 96.7) 91.5 (88.8,93.6)
[n=115] [n=127]
Harzard ratio (95% CI)*® 0.547 (0.350, 0.855)
Log-rank p-value 4 0.007

U= Bog NVl 2% DORS EA4AT Adtes T4 HENAH =&d ZAiol fASA L, o
S SISt DOROl digk HRol FYHEANAH =&Fd #HF FAREFAT (HR=0.587, 95% CI
0.376~0.915, 71«4 p-4t 0.017)

® %% A= wE DOCR (¢ #H3f A< 717h)

Table 4.gol= CRol|l =23t ITT 2T k9ol Uit TdAE w2 ¢ £33 A< 7]17HDOCR)
S 29sladtt o= A FFE DOCR FY#ol =234 E3 oy, BrECADDO F-2H¢ vid® 21
A o AL Z& Aol 72t (BrECADD A 219, 3% vs eBEACOPP A 407, 7%; HR=0.49
[95% CI 0.294-0.845], 71<2 WA %3} p-%+0.008)
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Tabled.g  Study HD21: 5% # E0|| T}2 DOCR(PR 2 Z-d ot 2o ITT 2 &
9 )
BrECADD eBEACOFP
N=638 N=607
DOCR (months)
Number with events n (%) 21(3.3) 40(6.6)
Number censored n (%) 617 (96.7) 567 (93.4)
li'hpercenﬁle (95% CI) NE (NE. NE) NE (NE. NE)
Median (95% CI) NE (NE, NE) NE (NE, NE)
75" percentile (95% CI) NE (NE. NE) NE (NE. NE}
Min, max 0.0%, 65.3% 0.0% 63.7F

Median DOCR follow-up time*(95% CI)

Reasons for event, n (%)

38.0(36.86,39.72)

37.6 (36.80, 38.83)

PD/relapse 21(3.3) 40(6.6)
Reasons for censoring n (%)
No documented PD/relapse 617 (96.7) 567 (93.4)
Kaplan-Meier estimates® % (95% CI) [n=1245]
6 months 99.5(98.5, 99.8) 99.0(97.8, 99.6)
[n=619] [1=592]
12 months 98.4(97.0.99.1) 96.3 (94.5, 97.6)
[n=604] [n=368]
24 months 97.2(95.6.98.3) 94.6(92.4, 96.1)
[n=3544] [n=513]
36 months 96.5 (94.6, 97.8) 93.7(91.3,954)
[n=357] [n=325]
48 months 96.5 (94.6. 97 8) 92.8(90.1. 94.8)

Hazard ratio (95% CI)*©

Log-rank p-valus®

[n=171]

[n=175]

0.498 (0.294. 0.845)

INVell m& DOCR 23+ FdAEANA 248" 2yst

ANGAEe T X237 ZFo|A Awro] <kzk 1 o)
on, CRol =23 fAoA F&
(HR=0.513, 95% CI 0.312~0.842, 7144 p-5k0.007).
@ 0s

213

0S 2 #=%
BrECADD &=} = =
RAHAY. OS TYa2 =25 R &dtt (95% Cle

AEREED

FAGOM o F slwshe
i

BrECADD9| -] 3t

71t SdH] 44370 ARl A 2w 2% vinte] AMGETh ITT = delA
117(1.5%)e] Aol B la, eBEACOPP 3Ha} Foll A& 127(1.6%)9] Aol

TEHE FA4Y 5 (). AAZS Cox HlE 9

g mdox Z=&%F HRES 0914 (0.403-2.072)H oW, 7I«€d ZI-&9 p-#t2 0.830]At. 44 =,
T 24 ARl F ART FAE9] 0S HE2 =Unh 2470 ARl AA AsTolA OS 4 Hl
&2 99.3%(95%Cl, 98.4-99.7)% o™, 36714 AlZloll= BrECADD #A+e] 73-%- 98.9%(95%Cl, 97.8-99.4),
eBEACOPP &7}9] 73-¢- 98.8%(95%Cl, 97.6-99.4)A T} (Table 4.h).
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Table4h  Study HD21: OS ITT 23 Th

BrECADD eBEACOPP
(N=751) (N=749)
OS5, months
Number of OS events, n (%) 11{1.5) 12(1.6)
Number censored, 1 (%) 740 (98.5) 737 (98.4)

25th percentile (95% CI) NE (NE. NE) NE (NE. NE)

Median (95% CI) NE (NE. NE) NE (NE. NE)

75th percentile (95% CI) NE (NE. NE) NE (NE, NE)

Min, max 0.0% 76.7* 00* 76.0%
Median OS follow-up, months * (95% CI) 443(42.84.4524)  443(4291,4521)
Kaplan-Meier estimates ®, % (95% CI)

6 months 99.5(98.6,99.8)  99.6 (98.7,99.9) [n=723]
[n=731]
12 months 99.5(98.6,99.8)  99.5 (98.5,99.8) [n=714]
[a=721]
18 months 99.5(98.6.99.8) 993 (98.4.99.7) [n=703]
[=712]
24 months 99.3(98.4,99.7) 993 (98.4, 99.7) [n=691]
[n=T01]
30 months 98.9(97.8,99.4) 992 (982, 99.6) [n=651]
[n=637]
36 months 98.9(97.8.994)  95.8(97.6.99.4) [n=326]
[n=523]
42 months 98.7(97.5.99.3) 984 (97.0.99.1) [n=412]
[0=109]
4% months 98.7(97.5,99.3)  98.1 (96.6, 99.0) [n=283]
[=286]

Reason for censoring, n (%)

End of study 91(12.1) 88(11.7)
Individual trial period ended (no consent to extension) 5(0.7) 3(04)
Lost to follow-up 38(7.7) 45 (6.0)
Withdrawal by patient 8(1.1) 20(2.7)
Other 20(2.7) 2027

Still alive at time of last contact 649 (86.4) 649 (86.6)

Hazard ratio © 0914 (0403, 2.072)
Log-rank p-value$ 0.830

©® Al 2771 PET 4 &

2F7] AN Aol PET 24 cHLO &L 2 AsFoA FAEIY PET2-242 Deauville H¢ <33 o=
A olE At} PET2-S4 &S BrECADD #A}ol| A 58.1%, eBEACOPP Zhatoll Al 57.7% 2 R E ATt A
3tE CMH p-#t2 07992, ol A2F7|d F X &7 kol PET2 SA4EC =07l ¢laS YeR
(Table 4.D).

o o

Table4.i Study HD21: ¥ 2 7] T PET AHIQTT 2

BrECADD eBEACOPP
Number of patients (%) (N=751) (N=749)
PET-negative findings at Cycle 2 436 (58.1) 432(57.7)
Deauville score
1 25(373) 30 (4.0)
2 119 (15.8) 150 (20.0)
3 292(38.9) 232 (331.6)
4 233 (31.3) 234 (31.2)
5 1(0.1) 0
% Difference BrECADD/eBEACOPP (95% CI) 04(46354)
Stratified CMH p-value * 0.799

© PR WE
B AGe s AR Ud B S (RI4F7) EE A6F7) PET $4) #4014 SUA ddel o
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3 WAd ol AaE oY, o]lHd 8o Fols ALY Ao AR TH
Alday ¢k5 % BrECADD 2 1279(16.9%) ¥ eBEACOPP 2} 1379(18.3%)0ll A1 PET-%4 k&
Ho] BuEdtt 90w e BrECADD $Hx4(12.0%)¢F 1037 | eBEACOPP #2H(13.8%)oll A A} WAL
Hol HuFEQlth ASstd 2359 CMH AAS 7o 2 ¢ p-#t2 0.282%, F A5+ ko %
a9 vl Aol7t §les YERdATHTable 4.)).

Table4. Stdy HD21: ®¥ 25 & U} A @HarT 23 Th

> o
> o &

o

BrECADD eBEACOPP
Number of patients (%) (N=T51) (N=T749)
PET-positive findings after completion of therapy 127 (16.9) 137 (18.3)
Radiotherapy after completion of therapy 90 (12.0) 103 (15.8)
Rate Difference (95% CI) -1.77 (-5.16, 1.62)
Stratified CMH p-value 2 0.282

ARG B AEA cHLAl tie 7A8Ye didoR a4 248 AAS] 9T tssietayol

B, o % A7t £E FF E7IAE o4 (ASCT E& alloSCDe 3@t FAaHe 37 4%

Aol lom, oHd FAHR] ARlE wyeti &A= Hdoly ALY AP AL+ Aok

24 gA FAagolt cHL F7F X 8E W #xe] & BrECADD7F ©f 2tk 469 2] BrECADD

$716.2%)9} 6373 2] eBEACOPP #2H8.5%)914 4 13]9] & ¢t 8] Ruslnt. 7Hg &3t

By 4 a¥e ASCTZ, BrECADD #74 26%8(3.5%)3 eBEACOPP 2zt 469 (6.2%) A B2
e oRE 18% 34stawo] BrECADD #4 249(3.2%)3 eBEACOPP 22} 459(6.1%)°l A B

Table4k  Study HD21: &2 ot QH0LAA pZich

BrECADD eBEACOFPP

Number of patients (%) (N=T47) (N=741)
Atleast 1 subsequent anticancer therapy 46 (6.2) 63(85)

Atleast 1 salvage therapy 314D 52(7.0)
Tvpe of therapy

Reintroduction 8(1.1) 11(1.5)

Conventional polychemotherapy or monotherapy 2027y 41 (5.5)

Other conventional chemotherapy 172.3) 8(1.1)

High-dose chemotherapy 24(3.2) 45(6.1)

7 (AN A=

=z

% 7477 ¢] BrECADD ¥-#+9} 7419 2] eBEACOPP A7} UAAIG@A Ao AHold x5 Qo ug}
Ha 13] o) Ald ks FAEUT A5 F7]& 21¥o|UTh

PET2 A3to] we} ofE Fof F7|7F 27 AEHAon =535 "L 5 AT A2F7] Al
Holl kY =T T Wt Bl&o] @Al PET &4 &%l His ity BrECADD A} 4369
(58.4%)3} eBEACOPP %7} 4329(58.3%)°l A1 PET2-24 Ael7} Raus 9l o, PET2-&4 BrECADD ¥

Z}2] 98.2% 2 PET2-54 eBEACOPP #x}9] 99.5%7} sld QWS 457] wqtoh

A 257] AlF e BrECADD 2} 236%8 7 eBEACOPP #h=} 2349 (Z42; 31.6%)el A PET2- A ZHI7}
HuEglon, 27) ART T ol BAe] 96.6%7F 657719 8-S Wkt

PET2-54 A7 A 8E W2 7|32 Sd#ke] 45719t 9. BrECADD 2~657], eBEACOPP 3~65
7. AJ Ankell A PET2-474d #A7F A5E &2 7|3k Sd#2 6577100 (F9: 3-657)). A=
713t 54k BrECADD #h#te] -9 729 91 5~166%), eBEACOPP #h=te] 79 82¢ (H<: 1~172
el
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Table3.b  Study HD21: =& FEHA 23

BrECADD eBEACOPP
No of patients (%) N=747 N=T41
Duration of treatment, days *
n 747 741
Mean (SD) $5.5 (24.94) 95.6 (25.19)
Median 72.0 82.0
Min, max 5,166 1.172
Number of treated cycles ”
n 747 741
Mean (SD) 4.7(1.12) 4.7(1.09)
Median 40 4.0
Min, max 1.6 1.6
PET2-negative © 436 (58.4) 432 (58.3)
Patients who received 4 cycles of treatment ¢ 428(98.2) 430 (99.5)
n 436 432
Mean (SD) 4.0(0.21) 40(0.11)
Median 4.0 4.0
Min, max 2.6 3.6
PET2-posttive © 236(31.6) 234 (31.6)
Patients who received 6 cycles of treatment * 228(96.6) 226 (96.6)
n 236 234
Mean (SD) 5.9(0.34) 5.9 (0.36)
Median 6.0 6.0
Min, max 3.6 3.6

BrECADDE Fojwr& 32t= eBEACOPPE Fofwrd Zxto] nls| &% aF 9 X ]
o A 2RT T BrECADD &4Fe] 59%l thalA= Al kel thsl o A= Hilw XA
o1, eBEACOPP Aol A= o] Hl&o] 34% T

24374(32.5%)¥ eBEACOPP &z} 4529 (61%)NA H& 139 & #AFdo] HuHn. A7 AdL
BrECADD A} 114%(15.3%)3 eBEACOPP £} 16078 (21.6%)° A BRI H AT A&
H] &2 BrECADD+= A25719} #3571, eBEACOPP ##lo] 9 A 37]o] EuH It} (Table 3.0).

Table3.c  Study HD21: 7|9 A1 obof] oot x| (oHAAd mETh

BrECADD eBEACOPP
No of patients (%) N=T47 N=T741
All Cycles 747 741
No action faken * 441 (39.0) 252 (340)
Action on study drug
Dose reduced 243 (325 452 (61.0)
Treatment delaved 114 (15.3) 160 (216}
Discontinuation of treatment 162.1 15(2.0)
First dose reduction
Cyele1 81(10.8) 163 (22.0)
Cycle2 39(52) 1123
Cycle3 69 (5.2) 111 (15.0)
Cycle4 3446 39 (8.0)
Cvele s 15 (2.0) 25(3.4)
Cycle 6 5007 3(0.4)
Treatment delayed
Cycle 1 344.6) 32(4.3
Cycle2 37(5.0) 37(5.00
Cvele3 37(5.0) 60 (8.1)
Cycle4 18 (2.4) 30 (4.0)
Cycles 13(2.0) 38 (5.1
Cycle6 3(04) 3(0.4)

Source: HD21 Table 15.3.7.2.

BrECADD: brenfuximab vedotin, etoposide. cyclophosphamide doxorubicin. dacarbazine, dexamethasone;
eBEACOPP: escalated doses of bleomvein, etoposide, doxorubicin, evelophosphamide, vineristine, procarbazine,
prednisone.

Percentages were calculated using the safety population as denominator.

a: Patient recorded same action on study drug multiple times in all cycles and each cycle was counted only once
respectively. Patient recorded more than 1 action i all cycles and each evele was counted once in each category.

@ ol
@ TRMB E54 F7his A

)
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T2 Al AREE %é} Ato] dis] RAE CMH 7@.%3—.:2._— A}%—s}o:] BrECADDQ} eBEACOPP :az}
Ztol TRMB Hl &S ®lw o)
BrECADD®|| th3F RR F4 7
TRMB= 2 34 Ay H5X4o] EAoln, AmT HAA A 71 E3tA Hug PAsty 542
% .28y 45F ¥4 AF9 WiEE eBEACOPP $A-Ht} BrECADD
l"f:fﬂ F4 HgAs 54 5T AA A ¥ HEE By Th
a4 Gl &l e tﬂEE eBEACOPP #-x1x t} BrECADD 2hA}oll A 3.5% =S4t
StAA R oA BrECADD 32 315%(42.2%)3 eBEACOPP 32} 4359 (58.7%)o A1 H 4 171¢] TRMB
A7 B3 E Atk TRMB Abgloll= BrECADD ##} 233%(31.2%) % eBEACOPP 2z} 3867 (52.1%)l A
DA HA 149 455 sty S4o] 23E Aok BrECADD 22t 22778(30.4%)% eBEACOPP k=t
383HGLI%ANA 46F 4T FaFo] Ha=Th

_,d
—

=)

rl:l

[-40

ol

—o

ws]

=

M ¢
O

>

-

w)

N

o J‘“’
e |

BrECADD ¥} 140%8(18.7%) 2 eBEACOPP #x} 1299 (17.4%) A H4A 174 g4 353 £+ 457
AEst 7] 4ol RuHUTh F ARE F sl Aa 5% AN BuE I5F E:

459 348 A7 542 G ZANFE, 24, A9 A9 BrECADD $hxte] 7.8% % eBEACOPP
gxtol 4.3%), UEE ANBrECADD 29| 5% 9 eBEACOPP #xte] 3% 9 Z+& AlAA
7ol (BrECADD #2t¢] 2.8% 2 eBEACOPP €2}9] 5.4%) AT

Table 5.d Study HD21: TRMB (2F84] 2 2IThH

BrECADD eBEACOPP
No of patients (%) N=T747 N=T41
Number of patients with TRMB 315.0(42.2) 435 (58.7)
Acute Hematologic T oxicity Grade 4 233.(31.2) 386 (52.1)
Anaemia 3(0.4) 3(04)
Thrombocvtopenia 227 (30.4) 383 (51.7)
Infection 13(1.7) 10(1.3)
Acute Organ Toxicity; Grade 3 or Grade 4 140 (18.7) 129174
Cardiac disorders 1824) 10(1.3)
GI disorders (excluding vomiting. nausea. mucositis) 58(7.8) 32(4.3)
Hepatobiliary disorders 37 (5.0) 22(3.0)
Nervous system disorders 21(2.8) 40054
Sensory 10(1.3) 17(2.3)
Motor 304 1(0.1)
Other 12(1.6) 2432
Renal or urinary disorders 7009 10(13)
Respiratory, thoracic, or mediastinal disorders 25(3.3) 35(4.7)
CMH p-value * =<0.0001
RR (Unstratified BfECADD/eBEACOPP) ® 0.718
95% CI (0.648, 0.797)
RR (Stratified BrTECADD /eBEACOPP) © 0.715
95% C1 (0.645,0.792)
% Difference (BrECADD-eBEA COPP) -16.5
Exact 95% CI (-21.6.-114)

@ =71 A& T& % TRMB
A BAZA N Aol® TRMB Ate] oejell 27] A& &2 TRMB Abejloll £3st7] 9js] TRMBel
o UIgE 248 w380 & vdE $49 5844, 27 A5 $9E ASE PET2-54 A9
25 AF7] mvre g WA, PET2-44 &xke A4 657 wwe® we A4 AoHAU
A= 24 Ads I3 24 Aot dAshs A2 Yey

BrECADD #h#}+ 3367 (45%)% eBEACOPP 2} 4479(60.3%)ol 4 %27] A= FH& oF7]¥ TRMB Atel
/s TEAEZE #H4 11 BaEgith TRMB 5 7 &34 Rud Atdle 459 54 933
%/‘égi, FE 459 aW TFaTol EAIATh BrECADD ##k 2274(30.4%)7 eBEACOPP 2}
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383HGLI%ANA 45HF 4% 7HAZFo] HiEAcHTable 5.e).

BrECADD 3+x} 140%(18.7%) % eBEACOPP 3z} 1299 (17.4%)o 4 HA 139 35F =& 455 A
H gtz A7) SAo] WUtk BrECADD Ao A 714 &31A Bad 359 E= 459 34
A7 =43 A9 7.8%)S Gl BNy o eBEACOPP 3AoA= z+E AAA Aozt 713 &35HA

B ATHEALS] 5.4%).

AZstE CMH #4194 p-gt2 <0.0001, RRe 0.744(95% CI, 0.675-0.82)% 2™, ©]:= eBEACOPP
@Atell Bl BrECADD &#bellA] TRMB Abell 91 e] 25.6% 747t Zo siddo.

Table 5.e Study HD21: 27| 2| 8 50 £ 3 TRMB(PHA 4] mEIThH

BrECADD eBEACOPP
No of patients (%) N=747 N=741
No. of patients with TRMB 336 (45.0) 447 (60.3)
Acute Hematologic T oxicity Grade 4 233 (31.2) 386 (52.1)
Anaemia 304 304
Thrombocytopenia 227 (30.9) 383 (51D
Infection 13 (1.7) 10(1.3)
Acute Organ Toxicity; Grade 3 or Grade 4 140 (18.7) 129(174)
Cardiac disorders 18(24) 10(1.3)
GI disorders (excluding vomiting, nausea, mucositis) 58(7.8) 32(43)
Hepatobiliary disorders 3750 22(3.0)
Nervous system disorders (sensory, motor, and other) 2128) 40(54)
Sensory 10 (1.3} 17 (2.3)
Maotor 3049 140.1)
Other 12(1.6) 243D
Renal or urinary disorders 7(08) 10(1.3)
Respiratory. thoracic, or mediastinal disorders 25(3.3) 35(4.7)
CMH p-value® <0.0001
Relative risk (unstratified BrfECADD/eBEACOPP) ® 0746
95% CI (0.676. 0.823)
Relative risk (stratified BFECADD/eBEACOPP) = 0.744
93% C1 (0.675. 0.820)
% Difference (BIECADD-eBEACOPP) -153
Exact 95% CI (20,4, -10.1)

Q@ A Me

BrECADD 3#} 745%H(99.7%) = eBEACOPP 3zt 7419H000%) AN A SFol FAGel AL 149
TEAEZ7} H 15 9ith eBEACOPP 32+ BrECADD 3t#}o) Hl&] 357 o]Ae] TEAE H1 ¥1E7} 5.5%
=1 8% AL 23 AE B3 HE=E 254% =94

BrECADD 3z} 6829(91.3%)3% eBEACOPP 3=} 7179H(96.8%)°] 353 o°JAe TEAEE HA 14
Huglow, BrECADD 3xF 3289 (43.9%)3 eBEACOPP 32z} 310%H(41.8%)°] SAEE HA 14
Ruddth 27 A B5TAA SAEZ Q3] A8 X8E FEHS A H&E2 AR FAITHEZ 2%)
(Table 4.0).

BrECADD &=} 49(0.5%)¥ eBEACOPP 3z} 39%H(0.4%)°] 553 TEAEE R 13 om BrECADD 3Hxt

38(0.4%)7 eBEACOPP 27} 29(0.3%)°] A& F HA43 AES] AA=Z AP F AAgS Rugth
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Table 5.f Study HD21: oFAd =23 7l Gotdd 2R H

BrECADD ¢BEACOPP
No. of patients (%) N=T47 N=T741
Any TEAE 745 (99.7) 741(100)
Treatment-related TEAE 743 (99.5) 738(99.6)
Grade 3 or higher TEAE 682 (91 3) 717 (96.8)
Treatment-related Grade 3 or higher TEAE 679 (90 9) 706 (95.3)
SAE 328(43.9) 310(41.8)
Treatment-related SAE 204 (39.9) 270(36.4)
SAEs leading to treatment discontinuation 15 (2.0) 15(2.0)
AE resulting in dose modification 300 (40.2) 486 (65.6)
Dose reduction 243 (32.5) 452(61.0)
Treatment delay 114 (13.3) 160(21.6)
Grade 5 TEAE 1(0.5) 3(0.4)
Death due to treatment-related AE 3(0.4) 3(04)
On-study death 3(0.4) 2{03)
Follow-up deaths 0 1(0.1)

(3) E3HA TA3FE= o] &AM Z1BAE o)A A
E 589 TEAE

27N A mFelA 7H ReEtA RadE CTCAE 574 &ole Wldo|lon, BE SHoA 7H RIRs)
A BRag Ve 54 A2

Zr A goA Hi 25%9 A4 BRa® CTCAE S4H(RE 53)& WEBrECADD 32+ 95.3%,
eBEACOPP #-7}9] 97.8%), "& T 74 Z(BrECADD 3#}e] 93.3%, eBEACOPP #79] 97.7%), &A%
7+ ZBrECADD 3412 86.3%, eBEACOPP 3#+xte] 93%), QA/TEMBrECADD 3#Hxte] 55% o
eBEACOPP ##}9] 62.6%), 2+ (BrECADD ##}+¢] 53.5%, eBEACOPP #x}¢] 50.2%), Gl Aol(QAl, T+
%, dutd A9)) BrECADD $-#}9] 53.3%, eBEACOPP +zto] 45.1%), @& 74zt A7 W Z(BrECADD
3kz2] 39%, eBEACOPP 3hz9] 48.9%), 3 2 u3} %2 Ao (BrECADD 3+#+¢] 38.3%, eBEACOPP
skxte] 42.8%), 557, & 9 =4 ANBrECADD #A+¢] 37.9%, eBEACOPP #A+9] 48%), Hwutd
(BrECADD #-#}o] 29%, eBEACOPP #2+9] 32.9%), EA FAT 43 (BrECADD $hA+9] 26.5%,
eBEACOPP #x}9] 19.6%) % ZtE 2AA ZoN(hl7d WZ #l<]) (BrECADD 2#+e] 25.8%, eBEACOPP
3zto] 28.1%)HTh (Table 5.9).

PTEZ ®u® ‘7e}l’ ZA %, BrECADD A 46873(62.7%) 2 eBEACOPP %z} 513%(69.2%)°] %
Foll BAGe] Ha 17de PTE Hagth BrECADD 3z 223%(29.9%)7 eBEACOPP 3kx} 207
27.9%) A 2E 559 F27F BHa=EA

2E 539 CTCAE =4 %, BrECADDo| ®ls} eBEACOPP oA © W¥3] A3 =4 5% o4
o= AT TAS6.7%), LAITET.6%), B2 44 AF ¥HE0.9%), 57, 2 2L 543 F
(10.1%)%tt. WHthE, GI Zol(8.2%) L HEA FAHT Z456.9%)S eBEACOPP $hztrth BrECADD 3+
At A 5% o] B 2 RNEE BRuEh

LA AT 44T 2 A9 BEASAYHERY ¥E QoA we £ oFF

A 9 FE AL dHeolHE SOCERE FHEHJoH, HAL ¥, 55 2 FU 4
PTE BHAFSAHHER ] w9 &3 ADRE TEHITh

=

o
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Table 5.g Study HD21: CTCAE 54 E=PT ¥ 2| £ 10%2] BAlolAH HFH o=
S5 TEAEQHIA 23 h

BrECADD eBEACOPP
No of patients (%) N=T47 N=741
Atleast | TEAE 745 (99.7) 741 (100)
CTCAE Toxicity 74 (99.6) 741 (100)
Anaemia 712 (95.3) 725(97.8)
Leukopenia 697 (93.3) 724 (97.7)
Thrombocytopenia 645 (86.3) 689 (93.0)
Nausea vomiting 411 (55.0) 464 (62.6)
Infection 400 (53.5) 372 (50.2)
GI disorders (except nausea. vomiting. mucositis) 398 (53.3) 334 (45.1)
Peripheral sensory neuropathy 201 (39.0) 362(48.9)
Skin and subcutaneous tissue disorders 286 (38.3) 317 (42.8)
Respiratory. thoracic and mediastinal disorders 283 (37.9) 356 (48.0)
Mucositis 217 (29.0) 244 (32.9)
Febrile neutropenia 198 (26.5) 145 (19.6)
Nervous system disorders (except neuropathy) 193 (25.8) 208 (28.1)
Hepatobiliary disorders 172(23.0) 152 (20.5)
Cardiac disorders 155(20.7) 139 (18.8)
Renal and urinary disorders 71(9.5) 95 (12.8)
Other T oxicities (PT) 468 (62.7) 513 (69.2)
Fatigue 223 (29.9) 207 27.9)
Neutropenia 75 (10.0) 85 (115

4) o)Al Y FF=

@O 35+ °©]4 TEAE
55 ol TEAE:E <okxA =z dola  BrECADD 32 6829(91.3%)3 eBEACOPP ¥
7177%(96.8%)o1 4 H4 17 o) B ¥ tHTable 4.e).
AL 3 A5T F HAE: 5% SAoA BiuH 357 ol CTCAE =42 Mg+ 74 S(BrECADD
3 21e] 86.5%, eBEACOPP 3x+e] 94.2%), &A% 7+4Z[BrECADD #4+¢] 55%, eBEACOPP 3}
71.9%), WEMBrECADD 32zte] 29.5%, eBEACOPP 3kzteo] 58.7%), ZFA(BrECADD 3kxte] 28.1%,
eBEACOPP 3+7to] 24.7%), a4 F47F 7+42ZBrECADD 449] 26.5%, eBEACOPP #2+¢] 19.6%),
Gl Aoj(eA, FE, Hud A¢) (BrECADD $HAte] 7.8%, eBEACOPP 49 4.5%), (IH=
o) (BrECADD 72| 5%, eBEACOPP 7ol 3%) 2 M utd(BrECADD $4+¢] 4.4%, eBEACOPP
$212] 5.8%)°] T}
35F ol WMET ZAaET7%), 4T F42F(16.9%) L WE(29.2%)¢ WEE BrECADD $hAx T}
eBEACOPP &#tollAl =5% U H& ZoZ ®Rug Wi, 353 o4 HdAd FAT 74236.9%9

o

%
== eBEACOPP &1t} BrECADD AtolA =5% T &2 ZoZ BIEHSG
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Table 5.h  Study HD21: CTCAE 54 &oj8 == PT H A 1%9] TR} A
B39 353 o]4te] TEAE(QHHIA 2

BrECADD eBEACOPP
No of patients (%) N=747 N=741
At least 1 Grade 3 or higher TEAE 682 (91.3) 717 (96.8)
CTCAE Toxicity Grade 3 or higher 679 (90.9) 716 (96.6)
Leukopenia 646 (86.5) 698 (94.2)
Thrombocytopenia 411 (55.0) 533 (71.9)
Anaemia 220 (29.5) 435 (58.7)
Infection 210 (28.1) 183 (24.7)
Febrile neutropenia 198 (26.5) 145 (19.6)
GI disorders (except nausea, vomiting, mucositis) 58 (7.8) 33 (4.5)
Hepatobiliary disorders 37 (5.0) 22 (3.0)
Mucositis 33 (44 43 (5.8)
Respiratory, thoracic and mediastinal disorders 25(3.3) 354.7)
Nausea/vomiting 24 (3.2) 26 (3.5)
Cardiac disorders 21(2.8) 10 (1.3)
Nervous system disorders (except neuropathy) 12(1.6) 24 (3.2)
Peripheral sensory neuropathy 10 (1.3) 17 (2.3)
Skin and subcutaneous tissue disorders 10 (1.3) 14 (1.9)
Drug fever 7 (0.9) 10 (1.3)
Renal and urinary disorders 7(0.9) 10 (1.3)
Other Toxicities (PT) 160 (21.4) 188 (25.4)
Neutropenia 71 (9.5) 82 (11.1)
Neutrophil count decreased 20 (2.7) 21(2.8)
Fatigue 11:(1:5) 9(1.2)

@ 353 o) X8 B TEAE

8o 35F o4 TEAE ¥ CTCAE =42 X Ho] Qe Aow 7HFHYT

F ARET T HA %04 Rad X5 #H 3 o] TEAEE= W3 +7+4 3 (BrECADD 85.9%,
eBEACOPP 93.3%), ¥AiAAp4a%F (BrECADD 54. 4%, eBEACOPP 71.1%), ®1& (BrECADD 29.2%,
eBEACOPP 57.5%), WdAF4774% BrECADD 26.4%, eBEACOPP 19.3%), 7+ (BrECADD 25.6%,
eBEACOPP 21.5%), GI Zoll (L4, %LE, Hutd A 9)) (BrECADD 6.8%, eBEACOPP 3.1%) 2 Aw=+4d
(BrECADD 4%, eBEACOPP 5.8%) ©]%lt} (Table 5.1). X &7 F @A W% xo]7l =5%2 #FH =&
#8 35F o AEE WM AE(+74% eBEACOPP), dAW7H4A%(+16.7% eBEACOPP), ¥1d
(+28.3% eBEACOPP) @ g4 AT 4% (+7.1% BrECADD)e|th AT #Z4AZLS PTHE R
H 7} g “7)E 540 THBrECADD #419] 9.5%, eBEACOPP 2+2+¢] 10.8%).

Table 5.i Study HD21: CTCAE 574 80 Bt PT ¥ 4 1% A4
B3ud A8 #98 35F o4 TEAERHEA 2A D)

r::]‘

rlo
OIH l:ru

s}

BrECADD eBEACOPP
No of patients (%) N=747 N=741
At least 1 treatment-related Grade 3 or higher TEAE 679 (90.9) 706 (95.3)
CTCAE Toxicity Grade 3 or higher 676 (90.5) 706 (95.3)
Leukopenia 642 (85.9) 691 (93.3)
Thrombocytopenia 406 (54.4) 527 (71.1)
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Table 5.1 Study HD21: CTCAE 54 o/ =& PT ¥ A 1%9] A} A
Rud X8 #4d 357 o] TEAE(SHEAA 2R
BrECADD eBEACOPP
No of patients (%) N=747 N=741
Anaemia 218 (29.2) 426 (57.5)
Febrile neutropenia 197 (26.4) 143 (19.3)
Infection 191 (25.6) 159 (21.5)
GI disorders (except nausea, vomiting, mucositis) 51 (6.8) 23 3.1
Hepatobiliary disorders 36 (4.8) 18(2.4)
Mucositis 30 (4.0) 43 (5.8)
Nausea/vomiting 24 (3.2) 25(34)
Respiratory. thoracic and mediastinal disorders 18 (2.4) 25(3.4)
Cardiac disorders 13(1.7) 9(1.2)
Nervous system disorders (except neuropathy) 9(1.2) 19(2.6)
Peripheral sensory neuropathy 9(1.2) 16 (2.2)
Skin and subcutaneous tissue disorders 7(0.9) 8(L.1)
Drug fever 6(0.8) 9(1.2)
Other Toxicities (PT) Grade 3 or higher 144 (19.3) 158 (21.3)
Neutropenia 71(9.5) 80 (10.8)
Neutrophil count decreased 20(2.7) 21 (2.8)
Fatigue 11(1.5) 8(1.1)
Lymphocyte count decreased 507 11(1.5)

ol
=

©) A
® A

2022 124

ki

o] 3 ALl

31¢ dlo]¥]

w4

[e)
nd &

7€ 2, ITT =X oA BrECADD H#} 11%8(1.5%) %

eBEACOPP &4+ 1278(1.6%)° A Abwdo] Hars itk(Table 5.j).

==

Alg F A

B AP HxFAREH AR mAY Fo F 309

Table5j  Study HD21: A}HITT 2R ¥

BrECADD ¢eBEACOPP
No of patients (%) N=751 N=749
All deaths 11(1.5) 12 (1.6)
Primary cause of death
Death within 30 days of last dose of study therapy 4(0.5) 2(0.3)
Other disease 2(0.3) 1]
Tox. primary chemotherapy. NOS 0 1(0.1)
Tox. primary chemotherapy. infection 0 1(0.1)
Unclear 2(0.3) 0
Death after 30 days of last dose of study therapy 7(0.9) 10 (1.3)
Hodgkin lymphoma 2(0.3) 1(0.1)
Infection/sepsis. not related to treatment 2(0.3) 1(0.1)
Other disease 1(0.1) 2(0.3)
Respiratory systen. not related to treatment 1(0.1) 0
Second neoplasia 0 2(0.3)
Suicide 1(0.1) 0
Tox. allogenic SCT. infection 0 1(0.1)
Tox. primary chemotherapy. infection 0 1(0.1)
Unclear 0 2(0.3)

ol Ake]e]

WG Ao

AolHAom, 4% BrECADD &4+ (0.5%)¢ 27 ¢ eBEACOPP 2HAH0.3%)olA HiiEet. 399
BrECADD 210.4%)2} 278 ] eBEACOPP 2H240.3%)ollA x5 ¥ AES] AA=Z AP F Aol
HIEAH.

AW % AW 99e BrECADD 3 3w@eld zE A& Aol 9 BrECADD 4 19oA
BAYEYTHEE Y ZUOE RuEich eBEACOPP #atel Al dle 19| oA Gl
oA, TE, dud Az muHdon 19e FAdAH BAFHTRAEZ D Pdoz
RaE e,
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BrECADD 3tze] Ald 2 A4 o= BRug PTE ARFAQH), FAW 2 dIddFHATLLE
@ 1ol 189 &AdA Hid ARHSE A9 A de A5e #4 o

DFEAT AR @2 1950l dhaie A 252 BA ) e AFAE7IE Al EHA skt

PTFU % A% npxdt @ Fo 309 S @Ak Al o=z Holdt, PTFU & A%-2 BrECADD
22} 7749(0.9%)3} eBEACOPP ##} 109H(1.3%)A Eu= At} PTFU & Aol Ra® BrECADD #-x}b
= 247 299 FAol tE A 9oz ztz HL 2 #Zg/sdZFol RuE ity BrECADD ¥
279l A gqlez AW o] BuFEUY. PTFU F Aol Riu® eBEACOPP &4 3 A%

A9e Y ayel S Evel VAR FPFOE RuHUTG (P BANA RuE Y TP,
e BE AY 9L 2he] AuTdA 247 18 fxeld miH o

@ TUE o] At

BrECADD 37} 328%(43.9%) 2 eBEACOPP 3zt 310 (41.8%) oA So HAIQo]
#+ SAE (treatment emergent SAE)7} R ¥ lth BrECADD 3kAloA 713 &
AN FZA T L 2F0201%), TI6.2%), FATHEZFGI1%), AA28% = 7.}?3(2%) 01912111,
eBEACOPP  #t#to] 79 HIAFHT442515.9%), TLE6.2%), HEEG%),
HAADA2F02.6%), BT HA2F02.3%) 2 A% At

o?.:
-
iy
H‘
o N
oo
?\\i

Table51  Study HD21: PT ¥ A 59 9] gxlo]A Bud A8 F HA%
SAE(SHEA =3

BrECADD eBEACOPP
No of patients (%) N=747 N=741
Atleast 1 treatment-emergent SAE 328(43.9) 310 (41.8)
Febrile neutropenia 150 (20.1) 118 (15.9)
Pyrexia 39(52) 46(6.2)
Neutropenia 23(3.1) 21(28)
Diarrhoea 21(2.8) 10(1.3)

(%=h)
BrECADD &%} 2947H(39.4%)2 eBEACOPP &x 2707H(36.4%)A HA 139 Xs5-#H SAE
(treatment related SAE)’} B 1% lth. BrECADD &Alol|A 713 WiWHEHA R X 5-3d SAE= &
g AT TA&FT (19.8%), TEUR), THTH4L250B1% 2 HAH2.5%) AT eBEACOPP ZHAlo Al 7}
ZoL T3t Bud A E5-#d SAEE TEAd 8T H4a5(15.9%), FEG.3%), A THAEST R N
2.8%), QAP A2F2.6%), NI FFAF(2.3% 0] A
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Table 5.m  Study HD21: 2| & & A3 SAE(HAA =ddh

BrECADD ¢BEACOPP
No of patients (%) N=747 N=741
Any treatment-emergent SAE 328 (43.9) 310 (41.8)
Grade 1 17 (2.3) 17(2.3)
Grade 2 46 (6.2) 58(7.8)
Grade 3 or higher 298 (39.9) 281(37.9)
Grade 3 256 (34.3) 229 (309)
Grade 4 60 (8.0) 74 (10.0)
Grade 5 4(0.5) 3(04)
Any treatment-related SAE 294 (39.4) 270 (36.4)
Grade 1 11 (1.5) 15 (2.0)
Grade 2 29 (3.9) 39(53)
Grade 3 or higher 271 (36.3) 250 (33.7)
Grade 3 231 (30.9) 198 (26.7)
Grade 4 54 (7.2) 70 (9.4)
Grade 5 3(04) 3(0.4)
Any treatment-emergent SAE thaf|resulted in treatment 15 (2.0) 15(2.0)
discontinuation
Grade 1 1(0.1) 1(0.1)
Grade 2 2(0.3) 2(0.3)
Grade 3 or higher 12(1.6) 13(1.8)
Grade 3 6(0.8) 7(0.9)
Grade 4 4(0.5) 5(0.7)
Grade 5 2(0.3) 1(0.1)

355 ol SAEE BrECADD #h#b 2987(39.9%)7 eBEACOPP #ha} 2817 (37.9%)°l4 H.i® it
BrECADD &2} 47(0.5%) % eBEACOPP £zt 3%(0.4%)olA 555 SAE7E Rasglew, 27)9
Agaol A 242 3o @aH0.4%)2) ¢ A=t #dE AR NFHNG. 2 ART F 44 &4
1582%)°] SAEZ 3] A8 TET 2oz HuFrh

Table5.n  Study HD21: 5 53 SAE(SHEA 23 dh

Days from first Days from last

Cycle dose dose MedDRA PT Treatment related
BrECADD
4 91 9 Cardiac failure Not assessed
1 11 7 Cardiac failure Probable
1 7 3 Arrhythinia Possible
4 75 5 Febrile neutropenia Possible
eBEACOPP
6 145 12 Atypical pneumonia Probable
Multiorgan dysfunction syndrome
1 12 -1 Anal haemorrhage Probable
Circulatory collapse
Diarrhoea
Pancytopenia
Respiratory arrest
1 8 -6 Neutropenic sepsis Certain

6 NFaY T, 8F 2F, NE Q2R oo o] ¢Al
O %7 A& FHo= o]ojzl TEAE

ES
3 ,

g g olojxl TEAE
42 ze|3 TEAEE: 2439 ] BrECADD (32.5%)9} 4527 ¢] eBEACOPP (61%)% 3 1% T},
2 o]eJz CTCAE =A £o]: BrECADD $x}Rth eBEACOPP #Alo] wlgo] o &7 3

oo
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A Bu= At @407 45014.9%), NEF7F42508.6%), T2AANARS12.7%), =57, F5F %
4% A38.5%)°14 eBEACOPP &AM 5% ol o &< Wx9 2o]7h Has i)

PTHE Ru® ‘7|e}l” 54 %, BrECADD 24 19%(2.5%) 2 eBEACOPP &4 449(5.9%)°] 4 17
o] PTE HuATh A TLETL A8y dAd 24 &3 ¢Fo 2 ooy 714 &3 Hud PTY
t} (BrECADD ##+e] 1.1%, eBEACOPP #4}2] 2.4%).

Table5.p  Study HD21: CTCAE S48 == PTE 8F FHF o2 o]0z
TEAE(RFHY 23

BrECADD eBEACOPP
No of patients (%) N=747 N=741
TEAES resulting in dose reduction 243 (32.5) 452 (61.0)
CTCAE Toxicity 238 (31.9) 445 (60.1)
Thrombocytopenia 148 (19.8) 257 (34.7)
Leukopenia 106 (14.2) 243 (32.8)
Peripheral sensory neuropathy 35(4.7) 129 (17.4)
Febrile neutropenia 34 (4.6) 46 (6.2)
Anaemia 25(3.3) 51(6.9)
Infection 20(2.7) 43 (5.8)
Cardiac disorders 7(0.9) 5(0.7)
GI disorders (except nausea, vomiting. nmucosifis) 6(0.8) 5(0.7)
Hepatobiliary disorders 6(0.8) 5(0.7)
Peripheral motor neuropathy 5(0.7) 5(0.7)
Respiratory. thoracic and mediastinal disorders 5(0.7) 68 (9.2)
Mucositis 4(0.5) 10(1.3)
Nausea/vomiting 4(0.5) 3(04)
Nervous systen disorders (other than neuropathy) 3(04) 5(0.7)
Allergy 1(0.1) 3(0.4)
Drug fever 1(0.1) 3(0.4)
Renal and vrinary disorders 1(0.1) 5(0.7)
Skin and subcutaneous tissue disorders 1(0.1) 7(0.9)
Avascular necrosis 0 2(0.3)
Other Toxicities (PT) 19 (2.5) 44 (5.9)
Neutropenia 8(L.1) 18 (2.4)
Neutrophil count decreased 2(0.3) 7(0.9)

@ A7 AAS 71§ TEAE

TEAEZ <la) BrECADD %A 114%(15.3%)3 eBEACOPP 37} 160 (21.6%)2] X871 A dE ZAog B
TEAJT F BTN HA 2% SAlA B AAS ZYI CTCAE A4S 7+ (BrECADD 5.5%,
eBEACOPP 7.3%), W& 7+4%[BrECADD 5%, eBEACOPP 7.6%), ¥4 7+AZ(BrECADD 1.9%,
eBEACOPP 4.5%), ¥1&(BrECADD 1.2%, eBEACOPP 2.6%)°] %1 th.
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Table5.q  Study HD21: CTCAE 54 &' == PT '8 A 29 9] FxldA A&
Aoz o]o]F TEAE(IAA ZAth

BrECADD ¢eBEACOPP
No of patients (%) N=747 N=741
TEAES resulting in treatment delay 114 (15.3) 160 (21.6)
CTCAE Toxicity 103 (13.8) 140 (18.9)
Infection 41(5.5) 54 (7.3)
Leukopenia 37(5.0) 56 (7.6)
Thrombocytopenia 14 (1.9) 33 (4.5)
Peripheral sensory neuropathy 11(1.5) 3(04)
Febrile neutropenia 10(1.3) 11 (1.5)
Anaemia 9(1.2) 19 (2.6)
Hepatobiliary disorders 9(1.2) 5(0.7)
GI disorders (except nausea. vomiting, nmcositis) 8 (1.1} 10 (1.3)
Respiratory. thoracic and mediastinal disorders 7 (0.9) 8(L.1)
Mucositis 5(0.7) 2(0.3)
Nausea/vomiting 2(0.3) 4(0.5)
Skin and subcutaneous tissue disorders 2(0.3) 5(0.7)
Cardiac disorders 1(0.1) 2(0.3)
Nervous system disorders (other than neuropathy) 1(0.1) 2(0.3)
Drug fever 0 3(04)
Renal and urinary disorders 0 5(0.7)
Other Toxicities (PT) 21(2:8) 34 (4.6)
Neutropenia 4(0.5) 7(0.9)
Hyponatremia 2(0.3) 0
Device-related thrombosis 1(0.1) 2(0.3)
Thrombosis 1(0.1) 2(0.3)
Fatigue 0 2(0.3)
Neutrophil count decreased 0 3(0.4)
Pyrexia 0 6(0.8)

(N &2 AN o] ZAE (943 a4 B3 TEAE)

Iz BA thad TEAEM = Z2AZWEEPN) Atdl, 98tz B4, d, dadd4a3s, SI4FHT
#az g9 ggol =FHAL
ORIESIE R
T2 A7 BEPNe BASATRHEE XgoA SAe] Z FEE ADRe|H, BASATGH =S
9 AAZ AL St Y estel AR BN WA B U AER kFE.
B OAFA PN Atels A@Ae] ofee Ba §o] (U714 §ol, verbatim term)7} o PTHE &
AE A A A" 19719 CTCAE 54 &ojole 22 44 A7 35 3 22 &5 U473 ¥%5

PT7} &= At}
kA A mF oA BrECADD 3H#} 29698 (39.6%)3 eBEACOPP 3+#} 3727 (50.2%) A1 53 ol #A Qlo)

PN AHE(ZZ =& &5)7F A4 11 o] Ha=lthTable 5.0).

RE 539 ¢x 727 4274 ¥EE& BrECADD 3#F 29198(39%)3 eBEACOPP &} 3627(48.9%)° A
BRuEon, 355 @wx 747 A7 ¥Ze BrECADD 3 10M(1.3%)7 eBEACOPP A+ 179(2.3%)
oA BiE

DE SHY ZTx &% 417 WSS BrECADD ##} 28%(3.7%)3 eBEACOPP #2} 359 (4.7%)o1 4 X
THEROH, 35F Tx &% A7 ¥Z2S BrECADD 34 39(0.4%)3% eBEACOPP 3=} 19(0.1%)90 A]
BIFET 353 PN JA AsFdA 2ud Mg 22 T3=d0
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Table 5.r  Study HD21: CTCAE =48 B PT ¥ 944 B4 tha} TEAE: T =
AR HF(HHAE 219D

BrECADD eBEACOPP
No of patients (%) N=747 N=741
CTCAE Toxicities 734(98.3) 735(99.2)
Peripheral neuropathy (sensory or motor): any grade 296 (39.6) 372 (50.2)
Grade 1 238(31.9) 249(33.6)
Grade 2 48 (6.4) 104 (14.0)
Grade 3 10 (1.3) 18(2.4)
Peripheral sensory neuropathy: any grade 291 (39.0) 362 (48.9)
Grade 1 235(31.5) 243(32.8)
Grade 2 46 (6.2) 101 (13.6)
Grade 3 10(1.3) 17(2.3)
Peripheral motor neuropathy: any grade 28(3.7) 35(4.7)
Grade 1 21(2.8) 21(2.8)
Grade 2 4(0.5) 10(1.3)
Grade 3 3(0.4) 1(0.1)

@ gq34d =4
eCRFe] CTCAE =4 slo]AdlA Abx A A" 1971¢] CTCAE =4 &0
Had FAT 4T 2 Aol z3EHULHY, 459 WE, 4% AT H/xEe 792 TRMB
AbElE A o] H AT
459 2T BAFTS ART AAAA JPE RIWsA Ra® TRMB  AtElglew, A
149HA.9%AN A BHa® 455 Adad A8 AAdA 77 39 FA04%)lA RHyud 45F
Sk

rr
rE
et
et
v
e
A
Vg
olN

W@ TRMBe| wlw]8lA] 7] dio}
A 54 F 455 Y4B 4T WEE BrECADD #x:th eBEACOPP &4tollA 21.3% o
ES AR Bug ki, 355 ol HEAd 4T #4Te WEx= eBEACOPP ##4Xtk BrECADD
Skatoll Al 6.9% U &2 AoE HIFHJHG

E 539 ¥4aw 7AZS BrECADD 3 645%(86.3%) 2 eBEACOPP 34 689 (93%)0l Al
HuEoen, BrECADD 4 1849(24.6%) 2 eBEACOPP 3z 1509%(20.2%)01A4 353 Y4
2%, BrECADD A 227%(30.4%) 2 eBEACOPP #} 383%H(51.7%)°1A 45F 42T A ZFo)

X 15 tHTable 5.9).
RE SH9 & BrECADD 4+ 4007(53.5%)3 eBEACOPP ¥4} 3729 (50.2%)1 A Rl o,
359 7Z9S BrECADD 3+ 1957(26.1%)3 eBEACOPP ## 1689 (22.7%)°14 R =EATt 45F
Zr 1499 BAHLI%NA HuzEed, 553 Tde 4 75Tl 24 199 Ao A

m?‘u

g2 BrECADD #x} 21794(29%) 2 eBEACOPP &2} 4329 (58.3%), 455 WES Au5T A

247} 37 9] FAH0.4%)N A B = ).

35E oY LI FAHAT T4aFSS BrECADD &2 198%(26.5%) 2 eBEACOPP &7t

14578 (19.6%)1 4  Hu=AH. 355 LEH FAHAT 4TS BrECADD Ak 182%(24.4%)3%
g

EE 539 H¥2 BrECADD 2=} 71276(95.3%) 2 eBEACOPP 3=} 72575 (97.8%) Al R 1% )01,
H]
7F

eBEACOPP 3z} 1279H(17.1%)0A Ru=EQom, 453 ddAy ZFAHTF ZAZS BrECADD %
154 (2%)7} eBEACOPP 3tz 179H(2.3%), 553 WIEA FAT Z4AFLS AR5F AAdd AH 4z

2 190.1%) 4 Ras A
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Table 5.5 Study HD21: CTCAE 54 ¥ =& PTE 444 &4 U8 TEAE:
FAGH S (AL 21D

BrECADD eBEACOPP

No of patients (%) N=747 N=741

At least 1 TEAE of clinical interest 734 (98.3) 735 (99.2)

Grade 1 72(9.6) 23(3.1)

Grade 2 154 (20.6) 108 (14.6)

Grade 3 270 (36.1) 215 (29.0)

Grade 4 237(31.7) 388 (524)
Grade 5 1(0.1) 1(0.1)
CTCAE Toxicities 734 (98.3) 735(99.2)
Anaemia: any grade 712 (95.3) 725(97.8)
Grade 1 156 (20.9) 50(6.7)
Grade 2 336 (45.0) 240 (32.4)
Grade 3 217 (29.0) 432 (58.3)
Grade 4 3(04) 3(04)
Thrombocytopenia: any grade 645 (86.3) 689 (93.0)
Grade 1 115(154) 74 (10.0)
Grade 2 118 (15.8) 82(11.1)
Grade 3 184 (24.6) 150(20.2)
Grade 4 227 (30.4) 383 (51.7)
Infection: any grade 400 (53.5) 372(502)
Grade 1 100 (13.4) 83(11.2)
Grade 2 88 (11.8) 102 (13.8)
Grade 3 195 (26.1) 168 (22.7)
Grade 4 14 (1.9) 14(1.9)
Grade 5 1(0.1) 1(0.1)
Febrile neutropenia Grade 3 or higher 198 (26.5) 145 (19.6)
Grade 3 182 (244) 127 (17.1)
Grade 4 15 (2.0) 17(2.3)
Grade 5 1(0.1) 1(0.1)
Other Toxicities (PT) 2(0.3) 0
Febrile neutropenia 1(0.1) 0
Grade 3 1(0.1) 0
Infection 1(0.1) 0
Grade 3 1(0.1) 0

N
N
N

o>
X,
N
>

=

4y > o> 2o @
oX f?.i

OJ}H—lE_\ErUJ

xe
2

A Zoe CTCAE =4 8ol Husgern SOC =& PTEE EA3HAT A% Hds
BrECADD #2} 187(2.4%) 2 eBEACOPP ¥} 109(1.3%)914 TRMB Atgl2 B39 o, BrECADD
&2} 117%9(1.5%) 51 eBEACOPP &2t 99(1.2%)o1M A=t #dE Ao 2 553Ut} (Table 4.2).

2E 589 A Hole= BrECADD A 1556%(20.7%)3 eBEACOPP 2xF 1399 (18.8%)°l A
RuERqoem, BrECADD 22 979H(13%)3 eBEACOPP 3z} 929 (12.4%)N A X5 FHE ZHo=x
=Y (Table 5.9).

355 ©]de] AA #eol= BrECADD #-#} 21%(2.8%)3 eBEACOPP 22} 10%(1.3%)o A R = o,
BrECADD %A} 13%(1.7%)3 eBEACOPP #x} 9% (1.2%)9A X5 #FHP AoZ FFHAtHTable
5.h; Table 5.i).

Az Aol= 39We] BrECADD &xlo] disl Ald F A

o

o2 HyxEom 2%e] BrECADD
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SAto Al Azt AHE ZAoE AFHIAGY AFE T AMY Hdo] ARHe® Wi BrECADD £t
19 osixeE Ag A=meke] dAC sl AlEA I AFEHA &gtk BrECADD 3t
23%(3.1%)3 eBEACOPP 22 99H(1.2%)ol A ZtEAAA G SOC 5 A7 ¥ A3 SAE7F H4 13
B %tk BrECADD 3hAtol tis] 7}4 ®WIw3s] B SAES PTE WI(0.9%)3 A19(0.4%)0) 0™,
eBEACOPP #-#toll A 714 W3] Baud Atgle A8A50.3%) 3 442 220.1%)°) AT

FEA AEE EBuUz, 2ad A% #E AEs 714 9sd e, 71 Fuleld 2 &
AEQAAL AT #A-Ho] & 7HsAol e AoE HFHUG

@ e BF A -T2 BAE) 24, 2Y

ubAd 9b) dlojg B4 mprdel 20229 12€ 31¥ 7]E, HAA mXFwho] A BrECADD -} 179H(2.3%)
5 eBEACOPP @7} 129(L6%)°) tlal 42 oro] RuE ity 27 AmzolA 22 19| @Al o
a obd Fakol RIEHATL 27 ART VAN RuE SI4 o FolAt Thrd gote] $4F
Aoz eyttt PTFU 713t 5 BrECADD &4} 193 eBEACOPP 3} 49 9] Atk &b o=z <l
3 Aol

29 BUES 19 F4 B Aol YEAZTZEFESH) £AE o] ¥ & Y BA & FSH £7}
g FANE 2ok DAl R FHAth Y FSH ¥AE 49l 4% 35205 UL, g4
48 WA eBEACOPP $#}7} BrECADD #AtxH T}, of

35 15~124 UL ZFHAT. £ &2 42

A xRt G4 FAoAH o & HE&E BRugdn 19 PTFU W& Al¥el FSH X171 e A g
AR T EYES o4 BrECADD A9 H4 26 5%(162% S 43%), 34 eBEACOPP &zte] 7%
46.1%(167%8 F 7794), ¥4 BrECADD 3x}eo] 4% 53.7%(175% Z 949), ¥4 eBEACOPP #x}o] ¢
80.5%(17478 < 140"%) A th

Table6.b  Study HD21: 1'd 3833 A1 - o] FSH(¢HEA B3

BrECADD eBEACOPP

No. of patients, n (%) N=747 N=741

Patients with FSH values (IU/L) at 1 year follow-up 337 (45.1) 341 (46.0)

Mean (SD) 19.43 (26.377) 28.94 (30.164)

Median 10.70 19.00

Min. max 0.1.179.0 0.1.178.0

Patients within normal range 173 (51.3) 108 (31.7)

Infertility at 1-year follow-up © 137 (40.7) 217 (63.6)

Female patients with FSH values (IU/L) at 1-year follow-up ? 162 (21.7) 167 (22.5)

Mean (SD) 23.40 (36.095) 38.05 (40.230)

Median 6.70 17.20

Min, max 0.1.179.0 0.1.178.0

Patients within normal range ® 93 (57.4) 75 (44.9)

Infertility at 1-year follow-up © 43 (26.5) 77 (46.1)

Male patients with FSH values (IU/L) at 1-year follow-up * 175(234) 174 (23.5)

Mean (SD) 15.76 (10.478) 20.19 (8.833)

Median 13.00 19.15

Min. max 14.56.6 0:2,52.1

Patients within normal range ® 80 (45.7) 33(19.0)

Infertility at 1-year follow-up © 94 (53.7) 140 (80.5)

Patients without FSH values at 1-year follow-up * 410 (54.9) 400 (54.0)

T2 Ao FSH X8 712202 27 XNEFoA dzF 593 v&9 dA47) 7tdoes BiF
A+ (BrECADD 34.3%, eBEACOPP F+ 34.5%). 291l A& 2] FSH A& 7|Fo2 7oz
F¥ BrECADD 3#}¢] 56.6%% eBEACOPP 2zto] 54.7%7} 1:d PTFU A Aol A&sA 7tgdos B&
A Aoz Ytk 19 PTFU A Ho] Y& o4 BrECADD 4] #A-$ 11.8%, <34 eBEACOPP
$ape] A$ 35.4%, @3 BrECADD 3#teo] A9 50%, @3 eBEACOPP #zteo] -9 78.3%%Th

o] Alg F7bA+ % BrECADD 2k 399(11.8%) % eBEACOPP £+ 369 (11.1%)0 4 Lalo] B 5 <]

Hm
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om, kA B oA o4 BrECADD 24} 30%(9.1%)3 o4 eBEACOPP 27} 2478(7.4%)°] HA 1
B 243 AoE RuEUt

$3 AE 7 5 BrECADD #4449 tEY 258 (6%)0lA dAlel BRuex 2089 fEY F HA 1
o] Zalo] K1 E o, eBEACOPP 3419 HHEY 10W(Q2.4%)o)A d2lo] Hyuxz E dEY 10
Hol A Ha 192 4k y_zﬂmq

AN@Ade] =W of ?MA PTFU & oA 3z =& FA 3zt gtEy 4 BrECADD+= eBEACOPP
of Bla} 49 F/HAE S 2dstA &= ASoE UERTH

8 dodA 23

B A ddA ke A skt

§ Aol i 29 4 AE
AL cHL 49l $Aol A BrECADD 2W& S5AZ02 §o3 9448 $5319 eBEACOPP &
< o) TRMB B4 Eo] Y4 o= fomsiA 285% Z4gch. TRMBE 2E 37t A28

[@))

° (6]
>

& o

ox ok

=
Bl e
§°‘

138 98 F EAHNonE, A #EVIEE BYAR A A=
gdistz] TRMBS ez QI ZlolH, makM o w2 4= A5 Wl 3+

PFS Wl €549l % 9 Brhigrt SEH0eH 44 2343 BrECADDO] #2444 wjd® &A= PFS
Atel $1del 38% #aFTHHR=0.62). 29 PFS Atdle 9 $ As 33 ol 24

ook
oy =
¥o
rir
N

N
i

Jom 34d °l*J(40.67H%J)91 2 BF I FLE olFo PFSE #AgoEg olyg e &

< ¥ 7hsAel o ORR, DOR, CR Hl&, DOCR ¥ OS¢} Z& dAdd o afaAd®/idse 43 AA

of et FFAF A o2 L= AFE UEHt = A A5 T3 AM AR 8w
& Faane e FA9 Hl &5 #ad. o8 2= BrECADDY| WfefA4 o]

658. AAF Ao gt 8F L AE
e Study HD21& A WA &4k 43 H7ha4<l TRMBE S5tk Ag 23, dX #4004 APGACHL A5
& W BrECADD 3At= eBEACOPP &#bo] Hla] TRMB Ab#] 9o Eﬁl o2 frostal YHHoE 9
o)A 28.5% AasHE 02 YEygth

* A& &35« BrECADD #717} eBEACOPP $AtE T s £ Aoz HuHATHEI% vs 34%).
* BrECADD 77} eBEACOPP &#bol W) & g 2 A7 A o] ¢ ¥ W=z Hiugd wa} BrECADD
of A Z2d 2 Yool Hih & AoE A ZEvtdo] YEkH

e BrECADD 3tAbol|xe] galda =4 7+AE BrECADD 347} eBEACOPP Aol Hla] o] vt 4w 585
(16.7% vs 33.6%) % RBC $EE(24% vs 52.2%)& BuFche Ao whd w Qi)

o &ubA o] WMAIE L X ET 7hol|l FAHITHBrECADD E4ke] 2.3%, eBEACOPP #4+2] 1.6%).

e o] 7] HA4o HusAL dE AHA < 3d9 PTFU ¥, 94 A &= @A a9 FJEUA
BrECADD+ eBEACOPP thH] F71A<1 &4 3ol figith

o HAHOE, BrECADD 82 Yool $-glon, o8 A HAEAT WEES 3]
g oWy B8 TN gyE ki ZERY dAse F5 Al Z2RY S iait} A AHE 7hs
gk QbdA dlolHY BAM A, AEE 947 Ev HA Ase FAHA ¢godth HASAT HEES
BrECADD &9 452 R3S w HD21 A@o)A eBEACOPPY Hlawa] T ¢94-Yaid Z2ad
o] JEETH
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6.6.

6.7.

YA @ AR
gzgl: HD219] BAEA Y HE" & - 8F2 A AJdd A3 A 2
B AN &S (1.8mg/kgE 3FHtTE 6-8F7)) 7] FUbee gE

EI[o

A3t HD21¢] HAEAT HEde| &5 - & )

TRMB (treatment related morbidity, X|E #& ©|3HE A= Hr7IHAFTE HASHH 5. TRMB
FE o]NEEES AR £8E IFES = AR 3

o]l ¥ TRMB HA &7} O 2 A5 ¢TEE Boln dar 7T gad s s
°PX*"E}' A WA FELA HrhHs TRMB ﬂ% ﬂl%i}% CMH 7}ol A&

2 0.715 (95% CI, 0.645-0.792)2 EAHSZ

] HlﬁH BrECADD &2}l A1 TRMB Ap#l A H“"*Ol 28.5% 743k Aol I 45w Ol"bl El
NeH =4 ZHA eBEACOPP & tiH] F=2izl o]xo] &z, (31.2% vs. 52.1%).
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