" Brentuximab vedotin
ADCETRIS® 50 mg | vial
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= BIEERE (2R 2011 & 8 B FDA #&F k)

> BRERTERIAEEIZREEAE( Hodgkin lymphoma) (2018)

B e My #a I 7R E FOMEME( Hodgkin lymphoma) (2012)

> 7R ERE( Hodgkin lymphoma) - BR2iSEMerAMRiEE (HSCT) BHEEA
% o £ HSCT £ 4 = 6 BRS¢ HSCT kB ERIRAE -

> BRENAZE (Bx*ECD-30) (2017)

> RIARFOREREE T AmmER (BB CD30&E ) (2019) -

> REMEERTHEEXARMEREE S (Primary cutaneous anaplastic
large cell lymphomapcALCL) ( 2017)

> RAENZESHIRITHEER AR AMEMERE(Systemic anaplastic large cell
lymphoma)

> BEREZEMERITHEEXARMER ( 2012)

> BESEHR[EN Brentuximab vedotin : B2 ZY#E 552 (antibody-drug
conjugate, ADC) - B HESIZRILE - EE2RAZEEYIR TS BAHNER
AMRAIRES SN - BB —EEEED (linker) B{EEZEY)
(monomethylauristatin E, MMAE) #3E4% - R {CEEYNTFEER - BH
EREAREE—M  SEMANEREEARGGERE  ZREABEBARAE
M EEZEY S EREARETSRIER - IS —REBARNEITERA
K - Brentuximab Z—1& anti-CD30 125E(L&E - MRTHERARMNEBARZ
FRIF CD30 - £—E5 iR R it BB RS e EEMABRITHE XA
MM - B EH Brentuximab - 2R EROSE 86% - TERIERE
57% - FHREHREE 126 ER - FHEERGFEHIE133EA - ¥R
HEEA - LRI - =B FDA 1R 2011 41247818 Brentuximab AR
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BE—REYRMFVRTERAEMKEEROREEMHEREREA - (Blood
00 : HHESAREERN T K CENERARES ¥
549 AN SRENE SRR ﬂ"”ﬂ”"f}'fff'ﬂ”' t’i"*:f“f"fﬁ.t""”“ %Eﬁjlg*fffjg'
RU[Hi-IJ.L‘FIM[I:s 130 26% 15% - 17 11.3
Belinostar™ 129 26% 1086 il %3 i
Pralatrexate™” 111 29% 13% 35 10.5 14.5
Bendamustine®’ [ill] 50% 28% 3.6 15 5.2
?:;:;:l”[:‘:‘f’,”b 58 86% 57% 13.3 12.6 ik
Gemeitabine”! 20 55% 3e i i ik
Alemtuzumab® 14 16% 14% i i ik
* SETOT A S AR T T AN RS - H 3 Brentuximab vedotin BYHSHEREET -
2014; 123: 2636-44) - EERIRRER BB ERIEEY) -
> B ERERAREXMNERE - B MEES KM MNERE -
US FDA
— AR E/EAmA AL B8 45 SR FEEIE
Hodgkin Non-randomized | Efficacy 1.8 mg/kg (B AHE|
lymphoma | single-arm phase | ORR: 75% £: 180mg) - LI
(HL), Il clinical trial CR: 34% D IEFFAREES
relapsed or | Brentuximab PR: 40% Eb%n%—“% 53 8-
refractory | vedotinin mDR: 20.5 months xR BRRBRIE
patients with HL | mPFS: 5.6 months B IR AR K
who had relapsed | mOS: 22.4 months FURBIE -
after, or were Safety Z2mLET
refractory to Grade 3/4: 55% (stable disease)3
high-dose ASCT | Commonly grade 3/4 AE: NENRABEES
(N=102) Neutropenia (20%) &P 8 REFERE » &

Ref: J Clin Oncol. 2012
Jun 20;30(18):2183-9.

Thrombocytopenia (8%)
peripheral sensory
neuropathy (8%)
Anemia (6%)
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Systemic e Non- Efficacy

anaplastic rcjmdomized ORR: 86%

large cell single-arm

lymphoma phase Il clinical | CR: 57%

(ALCL), trial PR: 29%

relapsed e Brentuximab
vedotin in mDR: 13.2 months
patients with mPFS: 13.3 months
relapsed or
refractory 5-year OS: 60%

systemic ALCL
(N=58)

Safety
Grade 3/4: 60%

Ref: / Clin Oncol. 2012 Commonly grade 3/4 AE:
Jun 20;30(18):2190-6.

» Neutropenia (21%)
Blood. 2017 Dec .
21:130(25):2709-2717 | ~ Thrombocytopenia (14%)
» peripheral sensory
neuropathy (12%)
> Anemia (7%)

Abbreviations: ASCT, autologous stem cell transplant; ORR, objective
response rate; CR, complete response; PR, partial response; mDR, median
duration of response; mPFS, median progression free survival; mOS, median
overall survival
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MEREYESREE —BRIE(LE - LEYSWEREARRKREN CD30 MR A
e HetRAREENEZEgEESewREARSAHARA  BHEAW
Brentuximab vedotin HiEHRITUEZE monomethyl auristatin E(MMAE) S &8
HingE LM LR - MMAE g HEEARARSE H5E#I ) WEF - B
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Bt R EHESEE A

> BIEM  EERME (B 16-17% R A S R4 RM)

> SRAGEREE  BRMaMIKE S (21-78% ; 34k : 3-30% ; 44K : 2-9%) »
Bl (27-62% ; 34k : 4%) ~ M/IMRBIDME (15-41% ; 3#R : 2% ; 44K : 2-
4%)

TRFEREAEREIER

1. DRMEZRSK : BEKE (11%)

2. KRBZ& : BE (11-17% ; BRHEEE : 2-5%) ~ &% (15%) ~ BIEP (11%)
WEE SR (3%) ~ EFEISBEMEIREE (<1%) ~ BB EREARIE (<1%)

3. NHEHKEADLZLG : BRERE (19%) - SILHE (8%) - MBEARERE (<1%)
BEZRA B0 (22-36%) ~ BEIR (20-29%) ~ &Mt (16-17%) ~ BRA R (12-
15%) ~ BE%E (14%) ~ B8 (13%) ~ =HERRRE L (<1%) ~ BB EH 3ME(<1%)

5. Mz : st (2%)

. REZRG  BERE (7-30% - BIERSEE)
7. IABEREZA : BERE (12-18%) - ALER (11-12%) ~ £33 (11%) ~ FLRE

& (11%) - Acetaminophen BIDUAEFZHL A S EEAGE -

8. TR ZRH | BETRE (62%)  KAEEE ML RE (45-56% ; 34K : 5-10%) »
TS (24-29%) ~ R EENBLARE 23% ; 34k : 6%) ~ B85 (11%) ~ SE
(10%)

9. WIRZ# : LIFIRERR (26%) ~ ZWK (21%) ~ WHIREEZE (11-13%) - M4
(5%) ~ iz (4%)

10. HE 4 : 88)% (17-19%) -~ BEEEERIE (9-13%) (B0 : 880 ~ 2~ B
7~ MeNt - 582 - IR0 - FIREE - BEAZW ; BEIERERERCEEE
&2 - MEKE - BMERATRERE - ) EREKREGEMERZ (10-
15%) (BN : OPEZIREAE - HiRbES ~ BAERE? | <1% : EIYE - BUMYE/
MR K - BEARREERRSEEL - MERMX - ETUHZSEKBE
A -)
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E SRV ETRIRERR  PMRENEIER - 8%  ZEMASWEIER  RAERIIRNER -
FES MANEMZEYRTIRERIER - ZYRIFANER EREREBENREHETNE REHUE
#E (Common Terminology Criteria for Adverse Events, CTCAE) - &8 2RI MUR A EREEAEE -
FIE4EREHNREEENR - SHSRBEBRELRFNERINE  DREM &) PREAK) &
BGA ) Ma(4 MIILT (5 4R) - SRE 3R LENEIEAR  FBENARERETHSHAE
PIFEE  BRE 4 BB RIBEERNABEERE -

| B3 B
> EmAREDB 100 kg - FELL 100 kg BFFEEIE (BALIE : 180 mg)

BENREAETREELE =HEE
m JBESERZ(CrCl) 230 mL/minute : FEEIAREEFHET S
m IBESERZE(CrCl) <30 mL/minute : &5 EH

> HINEAZEEISHAE
B AERBRRTIIEEAE
v ERABE:18mg/kgE3HE—X
v BE (Child-Pugh class A) : EE#HIE: 1.2 mg/kg (&RAEIE : 120
mg) - 83 B —=R
thZ &€ (Child-Pugh class B or C) : & & &
AR IIEER 2

v TOJBEEZ brentuximab vedotin j8ELEE - TS 75EL0) {52
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> M&EBESM (Hematologic toxicity) : TIBEHIREE 3 #4R3LEE 4 AREM - /)
WORD - DURFE (21 B) N5 3 AR5 4 REPMEMIKE D - EEREEE
ZH - MAEEABEANMAESRaERE -
glfEF r4 5
B Grade 3 EEFHRMIKET ESFE  HASUHRERSE 2
(Neutrophils : 500 to <1,000/mm?) | BT HERE - BEEREZDM
B Grade 4 EEFHRMIKET A G-CSF 7885 -
(Neutrophils : <500/mm?)
B B%E Grade4 [FPERMIKET Bl | 2@igmEREE 1.2 mg/kg 8=
HA 7T G-CSF FaRh{E8 &) B—REBAEE : 120 mg) sif=
IESE R
> REHLRE (Peripheral neuropathy) : B Brentuximab vedotin SIFEMIZR

HEKREFBEEYERRENVE  BAEEREMSRE  BUHEE
BBSRE  KZEWEBERZERM - Eﬁuufﬁﬂ%ﬂqﬂ’ﬁgﬂ AR A R
TEER D 2 —BE \ESZE ° -7EJFA%§E?$WF§:%FHK ' ﬁﬂﬁkﬂ
i #1 (hypoesthesia) - & ﬁf!ﬁl”@ (hyperesthesia) ~ & & £ &
(paraesthesia) + A3 (discomfort) + ¥#4E (burning sensat|on) %M“F """""
V3 (neuropathlc pain)sLE 99 (weakness) ° #E8 A s R LAY AR B FH AR E

MACTBEREIEERZ - REHENFE -

BlfEF B

B Grade2or3: L e

B Grade 2 : TEMASEEEBENZI %h; Eiiﬁ%; ;| _Z&;_Z
R - (BN - BRI - STHR) L ke s ZOm; o

B Grade 23 : BZEUSBTEMHBEEE g )
8 -

B Grade4 : EREwmFEETREE (E

r&E
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> EFARKRE (Infusion-related reaction) : B T HEREWNER - K2 - &
7 B0t~ 305 -~ IR0 - IWIREE - BEEEZWEESEE 13% R A - BBR
ABEMKIE - BEERERVER - olgeEE - BARREMEZ - MEKE -
BRMEERERES - FHIIRETHERBANRE - BRI RNEENEER
B - ERAERE - tJDIBEENEESHANRET - BEREH T HERENTR
A BEEEWEIZH  BELKRTITESEY - REREDAERE
paracetamol - vena & steroid °

Bl {EH BRI

R EP - E5R B EARZEIEN N BEERTARE - B8 TERE
0t~ 282 ~ B0~ IRA | chErEE - #8ol4&#% - 45T paracetamol ~ vena &
B RREER - steroid #&EBRFEAR

BEBRNE 268 | BT KAFELLT IM B epinephrine (0.3-
MR B I IR A 2 - 0.5mgq), steroid, vena

> fhstE (Pulmonary toxicity) : BEHEIFRR MBS (BFENK - BE M
im ~ SUTIREBEEREDRFELILTEM) B9E6 - #AB Brentuximab
vedotin WREIRE %G ARTELL - BiEMNRRRIEEBR - TR EMMEPENR
S A ERAEAR BAE (BIUD : MR ~ WEIR A 2E) RS G - EAERIMETZ2 BTG 1
BEMAERA - FEEHEMUAREIERNESHWIEE  SEZEBLEHAE -

Bl EiE
sk ~ BEMMER - SRS B RR IR EERER S

> BlRESM (G toxicity) :

B ZEHRIESMBREREE  SANTEERS - BEUSIRAZSGRE
IERE iR RERIER - RAER RS EMBRREX - HREE MR
WS m OB FEE = % - SEZAIEFIEER -

(ileus) ~ /NB#&ERE X ~ EPHERMIKE/MEEEK (neutropenic colitis) - EE
® - B%  FAKRLM  BEEFRTERA - EREABENBEBEENRE - &
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ETTREZER O ABEE MR -

Bl fEH Fo
A PR i 3¢ (B

>  KEHM (Dermatologic toxicity) : &g Rad 5aoh £ #1222 Stevens-Johnson
ERBHENSHREABE (Toxic Epidermal Necrolysis) - E AR AES
Brentuximab vedotin j&E#& - 4 Stevens-Johnson fEIEE NI Z M REA
FRIE - BRICALTXEAIAE -
glERA AL
Stevens-Johnson fE{E®f (SJS) 8 | FEUKIGEENABEERE -
BMUREARE (TEN)

> ETUHZREKEER (Progressive multifocal leukoencephalopathy;
PML) : BRERMPIBGELFAER - BEEZH@m - olfE5138m AR
John Cunningham J&%& (JCV) B&1E - E¥ PML RIET - BELAERS
BILEEANRA  EXREYAEE - BHEEPML-

BlfER BRI

ETMZHEAMEER | m ROIWIRE PML: BiRaE - EZEETH PML 14
W &2 PML : KA IREE

> sl BERERENHSN - 85T, HARESEElEN/HEAR
e - BEREEVRHERNBRAER - TaIFENNER - RAE
HERSNERHREYE I BN SEErVER -

> SMREE : ARSRESIEE - SEMRESIREE - REREKRRBRICAE
ERSE (BEET) B8R 3BMARSE - SMOERENPURKES 1
@R (& RE10ER) - BEBNNBEXKFEEARSZEMNBEARS -

FEMERSE  EERME - B RS RIS EE R B -
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A Brentuximab vedotin £ bleomycin BERZR - lﬁ‘ﬁlﬁlﬁﬁi%'fﬁ’i °
B brentuximab vedotin &3@% CYP3A4/P-gp #I&IHE - olgEiRS
MR MEKR /D EREER - B18  BogER RERFEA - QD%SHE% - B2
A -

FEEENBZEYROFR - FSEREDSNEE - WINERM/SEES
% - FERBEYREIFHEREMESEZFAME -

B R ERIIEE

>
>
>
>

A\

YV V. V V V

TEMRBE (ERBEERMEBRIAEEEA)
BN B IhRE
Eiéff‘aﬁﬁL\ZH (EBLEEEAINZ D) R T iRik 2
aERIRER B BT ERE MR (HBsAQ) « B BUAF &40\ kE (anti-HBc) ~ B £
H?Lx%ﬁ?ﬁﬁg (anti-HBs) - BiEM A LA HBV BRHMES - il W FE
ETREFFLUEREEERTENRBEYTERS -
ZUEARAB B SENEBENBEERM - RANNITREBRIEAR (BN
M2 4 S B B R R R R SUEAR)
ZUEHIE A B RN BEERE
BRI EDT 2 I
B ES
AR B R AEAR
ERRARE LIRR B E K B R

o

>

Mechanism of action of T-DM1.

Brentuximab vedotin, a new CD30-directed ADC, for the treatment of patients

with HL after failure of autologous stem cell transplant (ASCT) or after failure

of at least 2 prior multiagent chemotherapy regimens in patients who are not

ASCT candidates. Brentuximab vedotin is also indicated for the treatment of

patients with sALCL after failure of at least 1 prior multiagent chemotherapy
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regimen. Brentuximab vedotin is composed of cAC10, an anti-CD30
monoclonal antibody, attached by an enzyme-cleavable linker to
monomethyl auristan E (MMAE), a strong cytotoxic agent. When brentuximab
vedotin selectively binds to the CD30 antigen on the cell surface, it causes the
ADC-CD30 complex to be internalized into the cell. Once inside the cell, the
complex migrates to the lysosomal compartment, where proteolytic enzymes
cleave the linker and activate the cytotoxic antitubulin agent MMAE.
Subsequent binding of MMAE to tubulin disrupts the microtubule network
within the cell, induces cell cycle arrest and results in death of the CD30-
expressing tumor cell.

Ref- Chen R, Gopal AK, Smith SE, et al. Results of a pivotal phase 2 study of
brentuximab vedotin (SGN-35) in patients with relapsed or refractory Hodgkin
lymphoma. Blood (ASH Annual Meeting Abstracts). 2070;716. Abstract 283.

Brentuximab vedotin (SGN-35) antibody-drug
conjugate (ADC)
monomethyl auristatin E (MMAE), potent antitubulin agent

) * protease-cleavable linker
anti-CD30 monoclonal antibody

A
ADC binds to CD30 » A\

ADC-CD30 complex \o
traffics to lysosome }

MMAE is released
G2/M cell cycle arrest
MMAE disrupts

microtubule network
Apoptosis
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1. BHFEABUWBEATR  FELEHMEEAES -
2. MABEREMEY)  FEMEEESRENREER -
3. BYRVROKIEN  FRBEEWHAECKRALLE  IhE2E -
AZREFREAZREABRRED (BOMRIEM) WEE -
4., WEIGFEFELEBRENIAKBEREE  BARGERABRFERE (X
6 BAM; Bt 6 BAMR) - BHEBAYEZ2IEN -
5. B ERILZERAT B -
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SERREREHEER  UHELSBEAFREFHNEELEZE -
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(1) B8 . EfiP - MHFREANNE - EREEEAERRE - WO
£ - [FIRFE
(2) HIREARRMXRBRENEN @ EEERENIEN BESTE
(3) thfﬁﬂﬂ%tﬁﬁ%a%%ﬂﬁ m: 58 5 RE - EEMNEW
- IR A /KSR (75 528 M)
(4) ,x@ﬁ,&%xaégﬁ BRUHK - SBKEESRE -
(5) HFEZR : #BE - BRE - W - 8XK/87% - WEERE
(6) BEMKRERS  MARK - RIER - F - F8 B - HB0E

o

(7) OVE -~ BR2E - REHM - BE - E55  IEED - BERKE
ST Ay I
(8) ARFEEEATINEES ; SHOIME - IfENE - EFHIRBLHIRES
8. BRFENZE  WRRHEREHMUVEE BERLEEESREINE
9. ERIRABLMEARLIR  FRTREZRSHER :
(1) BZRED - B - 88 - 5% - BEAE - kht
(2) 98%E - 2R - HEE & LR
(3) ASERLES
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