NAME OF THE MEDICINAL PRODUCT
AdeetrisADCETRIS 50mg, powder for concentrate for solution for infusion.

NAME AND STRENGTH OF ACTIVE SUBSTANCES

Each single-use vial contains 50 mg of brentuximab vedotin.

Each mL contains 5 mg of brentuximab vedotin, after reconstitution.

Excipients: Citric acid monohydrate, sodium citrate dihydrate, a, a- Trehalose dihydrate, polysorbate 80.

PRODUCT DESCRIPTION

AdeetrisADCETRIS powder for concentrate for solution for infusion is supplied as white to off-white lyophilized cake or
powder.

Brentuximab vedotin is an antibody-drug conjugate composed of a CD30-directed monoclonal antibody
(recombinant chimeric immunoglobulin G1 (IgG1), produced by recombinant DNA technology in Chinese Hamster
ovary cells) that is covalently linked to the antimicrotubule agent monomethyl auristatin E (MMAE).
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AdeetrisADCETRIS is indicated for the treatment of It patients with previously untreat D30+ Stage lll or IV

|[ADCETRIS]is indicated for adult patients with previously untreated CD30+ Stage IIB with risk factors, Stage Ill or Stage

IV HL in combination with etoposide, cyclophosphamide, doxorobucin, dacarbazine, dexamethasone (BrECADD).

AdeetrisADCETRIS is indicated for the treatment of It patients with CD30+ HL at incr risk_of rel
progression following autologous stem cell transplant (ASCT).
AdeetrisADCETRIS is indicated for the treatment of It patients with rel r refract: D30+ HL:

1. followin tol tem cell transplant (ASCT) or

2. following at least two prior therapies when ASCT or multi-agent chemother: is not a treatment option.

Systemic anaplastic large cell lymphoma

AdeetrisADCETRIS s indicated for the treatment of It patients with previously untreated systemic anaplastic large
cell lymphoma (sALCL) or other CD30-expressing Peripheral T-Cell Lymphoma (PTCL), including angioimmunoblastic

- ymphoma and not otherwise specified, in combination with cyclophosphamide, doxorubicin and
prednisone; (CHP).

AdeetrisADCETRIS s indicated for the treatment of adult patients with relapsed or refractory systemic anaplastic large
Il lymphoma (SALCL).

Cutaneous T-cell lymphoma

AdeetrisADCETRIS is indicated for the treatment of It patients with CD30+ cutan T-cell lymphom TCL
after at least 1 prior systemic therapy.

DOSAGE AND ADMINISTRATION
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Previously Untreated HL

ADCETRIS + AVD

The recommen in combin ti n with chem th r xorubicin [A], vinbl n rbazine [D
for | t| n Clinical Stud/es X
Primary prophylaxis with growth f: -CSF) is recomm for ients with previously untr HL

receivin mbination ther: inning with the fir i nW rnin nd Pre ion.

BrECADD

The recommended dose in combination with chemotherapy (etoposide (E), cyclophosphamide (C), doxorubicin (A),
dacarbazine (D), dexamethasone (D) [BrECADD]) is 1.8 mg/kg administered as an intravenous infusion over 30

minutes every 3 weeks for up to 6 cycles (see section Clinical Studies).

Primary prophylaxis with growth factor support (G-CSF) must be given beginning on day 5 of each cycle for all adult
patients with previously untreated HL receiving combination therapy (see section Warnings and Precautions).
Pretreatment with dexamethasone for 4 days before the first cycle of chemotherapy is recommended for patients > 40
years of age or at physician’s discretion.

An antibiotic prophylaxis must be given 3 x/week during the whole duration of chemotherapy.

Refer to Table 4 for dosing recommendations for chemotherapy agents given in combination with ADCETRIS for
patients with previously untreated HL.

HL at increased risk of relapse or progression
The recommen is 1.8 mg/k minister: n_intraven infusion over minut Vi weeks.

AdeetrisADCETRIS treatment shoul following recovery from ASCT n clinical judgment. Th ien
i ion Clinical Studies

Relapsed or refractory HL

The recommen is 1.8 mg/k ministers n intraven infusion over 30 minut very 3 weeks.
The recommen in for th ment of pati who hav viously r n reatment with
MADCETRISJ 1.8 ma/kg agmlnlstgrggj as an |ntravgngus |nfu§|gn over 30 minutes every 3 weeks.

tlntW|th reviousl ntreat ALL ther CD30-expressing PTCL, receivin: mbination ther:
Warnings and Precautions).
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) . . - cD30- ing PTC

Relapsed or refractory SALCL
The recommen is 1.8 ma/k minister: n intraven infusion over 30 min very 3 weeks.

A%EE&@ADCETRIS_LS 1.8 ma/kg admlaslened_as_an_mlnamnggs_mmmmm_mmmg every 3 weeks.

Alternatively, treatment m. he | ler: tion Clinical Studies! . [Formatted: Font: Italic
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Precautions).
Patients wh hiev le di r r should receive a minimum of | n maximum of 1 |
roximately 1 r ion Clinical Studies! . [Formatted: Font: Italic
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and Precautions).
Patients shoul monitor ring and after infusion ion Warnings and Pre ions). {Formatted: Font: Italic
Dose adjustments { Formatted: Underline
Neutrogenia
f neutropenia develops during treatment it should be managed by dose delays, or dose adjustment in subsequent
m—_hgqﬂl@&m@ﬂgmmw . See Table 1, 32-and-Table 432, Table 3 and Table 4
monotherapy and combination therapy, respectively (see also section Warnings and Precautions).
Table 421: Dosing recommendations for New or Worsening Neutropenia with Monotherapy
Monotherapy
Severity grade of neutropenia Modification of dosing schedule
igns an mptom revi ription of
CTCAE?])
Grade 1 (< LLN-1500/mm?* ntinue with the sam: nd schedul
<LLN-1.5x10%L) or
2 (<1500-1 mm!:
<1.5-1.0 x 10%L)
Grade 3 (< 1:000-500/mm?® Withhold dose until toxicity returns to < Grade
<1.0-0.5 x 10%L) or 2o0r
Grade 4 (< 500/mm’ baseline then resume treatment at the same
<0.5x10%L) nd schedul
b, Consider G-CSF or GMCSF in n

. Patients wh vel r r Gr 4 lymphopenia m. ntinue treatment without interruption.



Table 432: Dosing Recommendations for New or Worsening Neutropenia during AVD/CHP Combination

Therapy
Severity Grade of Neutropenia Modification of Dosing Schedule
igns an mptom revi ription

of CTCAE®)

Grade 1 (<LLN - 1500/mm?, <LLN - 1.5 x 10%L) or Primary prophylaxis with G-CSF is recommen

Grade 2 (<1500 - 1000/mm?, <1.5-1.0 x 10%L) or for all patients receivin mbination ther:

Grade 3 (<1000 - 500/mm?®, <1,0- 0.5 x 10%L) or beginning with the first dose. Continue with the same dose

Grade 4 (<500/mm?, <0.5 x 10%L) n hedule.
Administer G-CSF prophylaxis for subsequent cycles for
atients not receiving primary G-CSF prophylaxis.

F=granul r, LLN

lower limit of normal; NCI

CTCAE=Nati - . - Termi Criteria f E .
3 Abbrevi ription of CTCAE; gradin n NCI CTCAE v4.
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Jable 3: Dosing recommendations for brentuximab vedotin for haematotoxicities during BrECADD {Forma“ed: Highlight }

combination therapy

A [ Formatted: Highlight J

Severity grade Modification of dosing schedule

(signs and symptoms [abbreviated description
of CTCAE?])

Leukocytes > 2500/mm? Continue with the same dose and schedule. {Formatted: Highlight J

22.5x10%L OR

Neutrophils 2 1500/mm?*
= 1.5 x10%L

AND
Thrombocytes = 80 000/mm?
= 80x10%/L
Leukocytes < 2000-1000/mm?® Withhold treatment until toxicity returns to baseline; if the events | [Formatted: Highlight J
<2.0-1.0x10% OR do not recover by day 28 of the cycle, a dose reduction of
Neutrophils < 1000-500/mm? brentuximab vedotin 1.2 mg/kg up to a maximum of 120 mg
<1.0-0.5 x 10%/L every 3 weeks can be considered.

AND
Thrombocytes < 50 000-25 000/mm?®
< 50.0-25.0 x 10%L
Leukocytes < 1000/mm?® Withhold treatment until toxicity returns to baseline then resume_ | [Formatted: Highlight J
<1.0x10%L OR brentuximab vedotin treatment with a reduced dose of
Neutrophils < 500/mm? 1.2 mg/kg up to a maximum of 120 mg every 3 weeks.
<0.5x10%L

AND
Thrombocytes < 25 000/mm?
<25.0x 10%L)

& Grading based on National Cancer Institute (NCI) Common Terminology Criteria for Adverse Events (CTCAE) v4.0; see { Formatted: Highlight J
neutrophils/granulocytes; LLN = lower limit of normal.

In patients receiving the BrECADD regimen, if one or more events occur in a given cycle, dose is reduced to the level
below and continue for next cycles.




If events occur in two successive cycles, the dose is reduced to baseline level (see Table 4). Events include leukopenia
for more than 4 days, thrombocytopenia on one or more days, infection CTCAE Grade 4, other CTCAE grade toxicities,
and treatment delay of more than 2 weeks due to inadequate recovery of blood values.

| D | G G S G |

Table 4: Starting dose and dose reduction levels for BrECADD treatment regimen
Dose level | cyclophosphamide doxorubicin (A) etoposide (E) | dacarbazine (D) dexamethasone
©) (D)

4 (starting | 1250 mg/m? 40 mg/m? 150 mg/m? 250 mg/m? 40 mg [Formatted: Highlight
dose)
3 1100 ma/m? 40 ma/m? 125 ma/m? 250 mg/m? 40 mg [Formatted: Highlight
2 950 mg/m? 40 mg/m? 100 mg/m? 250 mg/m? 40 mg {Formatted' Highlight
il 800 mg/m? 40 ma/m? 100 ma/m? 250 mg/m? 40 mg [F 4 thahfiah
Baseline 650 mg/m? 35 mg/m? 100 mg/m? 250 mg/m? 40 mg ormatted: Highlight

lowest { Formatted: Highlight
dose)
Peripheral neuropathy { Formatted: Font: Not Bold
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Table 445: Dosing recommendations for new or worsening peripheral sensory or motor
Neuropathy with Monotherapy
Moneotherapy « { Formatted Table
Severity of peripheral sensory or motor neuropathy| Modification of dose and schedule
(signs and symptoms [abbreviated
description of CTCAE?])
e - Sonti -
of reflexes, with no loss of function) _schedule
e 2 (nterferi fth funct - Vi - — =G
iviti f daily living) or line, then r reatmen r f
1.2 mg/kg up to a maximum of
120 mg every 3 weeks
I interfering with activiti f daily livin Withhold dose until toxicity returns to < Grade 1 or
baseline, then restart treatment at a reduced dose of
1.2 mg/kg up to a maximum of
120mg ev week
Grade 4 (sensory neuropathy that is disabling or motor | Discontinue treatmen
neuropathy
that is life threatening or leads to
paralysis)
@ Gradin n National Cancer Insti NCI mmon Terminol riteria for Adverse Even TCAE) v3.0;
: N : ; r hi in.
Table 156: Dosing recommendations for new or worsening peripheral sensory or motor Neuropathy during
Combination Therapy
Combination Combination Combination - {Forma"ed: Highlight

Therapy with Therapy with therapy with .
ADCETRIS + AVD ADCETRIS + CHP BrECADD [ Formatted Table
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Severity of Peripheral Sensory
or Motor Neuropathy Modification of Dose and Schedule
igns an mptom: reviat
description of CTCAE*])
Grade 1 Continue with same Continue with Continue with same
r hesia and/or | f n hedul same dose dose and schedule,
reflexes, with no | f function and schedule
Grade 2 Reduce doset0 0.9 | Sensory Withhold
(interfering with function but not mg/kgup toa neuropathy: treatment until
with activiti f daily livin maximum of 90 mg ntin symptoms have
every 2 weeks freatment at same_ subsided to
dose level Motor < Grade 1 level or
neuropathy: initial state, then
Reduce dose to. restart
1.2 mg/kguptoa brentuximab
maximum of vedotin treatment
120 mg every 3 weeks | at a reduced dose
Grade 3 Withhold treatment n neuropathy: | of 1.2 mg/kg up to
(interfering with activities of daily. with brentuximab Reduce dose t0 1.2 | a maximum of
livin vedotin until toxicity | ma/kg up to a 120 mg every
ié mgximgm Qf 129 mg 3 weeks.
< Grade 2, then every 3 weeks
restart treatment at a | Motor neuropathy:
reduced dose of 0.9 | Discontinue
mg/kguptoa Treatment
maximum of 90 mg
every 2 weeks.
Consi iy
the dose of other
neurotoxi n
per their
product
information
Grade 4 Discontin Discontin Discontinue
nsory neuropathy that i treatment treatment treatment
disabling or motor neuropathy that

Special patient populations

Renal and hepatic impairment
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f normal (ULN) (unl to Gilbert syndrom r rtate aminotransfer: AST) or alanine aminotransfer:

(ALT) are > 3 times the ULN, or

> 5 times the ULN if theJﬂaLO@av be reggg ggg g§g Qgg g he g g§g gg of HL in the liver. gg§g gf

AdeetrisADCETRIS in

impairment.

Monotherapy [ Formatted: Underline

Th recommen tartin tient: W|th ver rnlim irment is 1.2 mg/k minister: n intraven
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JThe safety and efficacy of ADCETRIS as part of the BrECADD regimen in patients aged 60 years and older has not« [Formatted: Highlight
been established. h
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Paediatric po, ulatio

Currentlv avﬂW&Adveme Effects/Undes:rabIe effects, Clmlcal Studles and
Pharmacok/netICSWQ!RABE&EF'::P TS —CLINICAL

Method of administration { Formatted: Underline
The recommended dose of ADGETRISADCETRIS is infused over 30 minutes.

“Instructions for Reconstitution”.

ADCETRISADCETRIS must n minister: n intraven h or bolus. ADCETRIS should be
ministered through i intraven line and it must n mixed with other medicinal pr ion

Incompatibilities).

Instructions for Reconstitution
General Precautions:

Each 50mg singl vial must be reconstitut W|th1 mI thrfrIn tion only. Direct th m toward th:




rved, th ntltt lution must i Ifnt |mm|tlthr nstitut Itlnm
tor t 2 — DO NOT FREEZE) for no mor th n 24 hours. isADCETRIS_contains no bacteriostatic

Ih ropri mount of reconsti isADCETRIS_will Wlh rawn fr m_th VI| n

Ringer: lution. Gently invert th. to mix th lution containin ADCETRIS DQ NOT SHAKE Exggss

isADCETRIS _infusion solution or 1V infusion set. Infusion line

lution t2— D NOT FREEZE W|th|n24h TtI tor. time of | lution from reconstitution
to infusion must not exceed 24 hours.

CONTRAINDICATION

Hypersensitivi h iV n r excipien

* WARNINGS AND PRECAUTIONS

Progressive Multifocal Leukoencephalopathy

he brain an r inal flui for VDNA lymer: hain re ion (PCR) or rain for
viden f V.An iV VPR not excl PML. Additional follow- nd evaluation m warran
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- have in_pati iving etrisADCETRIS
association with AdeetrisADCETRIS_has not been established, the risk of pulmonary toxicity cannot be ruled out. In

Res Zosler, and opportunistc Infeclions such as CNeumocystus | ) 1 3 Al ca | have been
reported in patients treated with isADCETRIS. Patients shoul refully monitor ring treatment for th
f ; - istic infecti

atients who have experienced a prior_infusion-related reaction should be
Premedication may include paracetamol, an antihistamine and a corticosteroid.

[
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MMMADCETRIS Q dsggntlnuatlon of tregtment (gee Dosage and
AdministrationBOSAGE AND

in patien Wlh reviously untr ALLrhrD-xr in PTLr ivin mbination ther: rim

prophylaxis with G-CSF is recommended for all patients beginning with the first dose. Jn the treatment of patients with

previously untreated advanced HL in combination as BrECADD regimen, primary prophylaxis with G-CSF must be
given beginning on day 5 of each cycle for all patients.

S . S Toxic Epi ) .

{ Formatted: Font: Italic J

vens-Johnson syndrom nd toxi idermal necrol TEN) hav n r with ADCETRIS. Fatal
outcomes have been reported. If SJS or TEN occur, treatment MQ ADCETRIS should be discontinued and
riate medical ther. houl minister:

tr int tin | Compli ti n
rf ration morrh |th fat I m hav n reoorted in oatlents treated wn

MADCETRIS. m f rf rations were reported in patient: W|th |_involvement of underlyin

H xiilnhfrmfIV| Inm minotransfer. ALT) an minotransfer: AST) h
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Use in Pregnancy

ADCETRIS m fetal harm when administered to pregnant women.

Sodium ggn;gn; in excipients

INTERACTIONS WITH OTHER MEDICAMENTS

YP3A4 Inhibi In rs an I
C_O_admlmslnalj_o.n_Qf_AdﬂfﬁADCETRIS with k ! ] ! inhibi inhibi id |
X| r isSADCETRIS; however, a moderate incr he ex| MMAE W rved. Patien

who are receiving strong CYP3A4 inhibitors and P-gp inhibitors con ngllantIv with AdeetrisADCETRIS_should be
closely monitored for adverse events.

ministration of isADCETRIS_with r|f mpicin ron YP3A4 in
i A Wa

J@;@am,jh_emﬁ% DCETRIS is not ex ggg;gg ggg;gr;hgg posure to drugs that are metabolized by CYP3A4

enzymes (See Pharmacokinetics).
L cin. Vi ) dE .

Ih rum and plasma pharmacokinetic char: fAD nd MMAE r |vaIIW|n ministration of

Th rum and plasma pharmacokinetic char. risti f ADC and MMAE, r ively, followin: m|n|rinf
AdeetrisADCETRIS in inati i i icil i i

The Dharmacoklnetlcs of ADC and MMAE have not been characterized in the setting of BrECADD. Exposures of
brentuximab vedotin and concurrent chemotherapy are not expected to be affected in the BrECADD regimen.

USE IN SPECIFIC POPULATIONS

Pregnancy
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verse- eff tIv isADCETRIS when administered to pr nntrtw 1 mg/k

I_QQMMMADCETRIS n fr m nh fII wing the | f ADCETRIS

Warnings and Precautions). {Formatted: Font: Italic
M

It is not known whether AdeetrisADCETRIS or MMAE are excreted in human milk. B many dr re excret
in hg;mgn milk and because of the ggtgnt@l fgr serio g§ adverse gggt|gn§ in ng;rgmg mfgnts from AMADCETRIS,@

{ Formatted: Font: Italic

tential tion Vi rtaining t vice for women on th f meth f effectiv ntr tion.

ADVERSE EFFECTS/UNDESIRABLE EFFECTS {Formatted: Font: 11 pt

Summagg of the safetx profile

rmin n n fr m clinical i

Monotherapy { Formatted: Font: Italic

In the pooled dataset of AMADCETRIS monother. r HL AL L an T L st
007, see

{ Formatted: Font: Italic

The safety data in patients retr with ADCETRIS N35- tion,Clinical StudiesCEINIGAL {Formatted: Font: Italic

wer ninW|hh v |nh mbin: ivotal ph 2 i with the ex ion of

Th f in ients with rel r refr HL who had not receiv n | m cell transplan



g phase 1 gggg escalation and gllnlgg ghgrmgcoloqv studes (n=15 Detlents) and in the NPP (n 26 petlents) (see

tion Clinical Studies! wer nsistent with th fety profile of the pivotal clinical st . [Formatted: Font: Italic
Combination therapy (AVD/CHP) { Formatted: Highlight

In the studi f ADCETRIS mbination ther: in 662 patients with previously untreat D30+ St
Il or IV HL (C2 nd 22 tient W|th reviously untreat D30+ peri h r IT- III mphom PT L N35-
14), th ._infecti |

neutropenia abdomlnal pain decreased appetite, insomnia bone galn rash cough d¥sgnoea arthralgla myalgia

k pain, peripheral motor neur h I respirator inf nd dizzin
ggtlgnt§ receiving %ADCETRIS ggmgmgtlgn thgrgg §§ gggg ggvgr§§ gggt|gn§ ggggg gg in §4°é gf
. Serio [

{ Formatted: Highlight

reactions are presented in the order of decreasin riousn

Table 167: Adverse reactions to ADCETRISADCETRIS

System organ class Adverse reactions (monotherapy) Adverse reactions
(combination therapy)
Infections and infestations
Very common: Infection? I respir: ract infection Infection?, upper respiratory tract
infection
mmon: Her, zoster, pneumonia, her, implex Pneumonia, oral candidiasi
Uncommon: Pneum is jiroveci pneumoni Herpes simplex, Pneumocystis. {Formatted: Highlight
taphyl | teraemi tomegalovirt jiroveci pneumoni
NErequeney-not known:| Progressive multifocal leukoencephalopathy [Formatted: Highlight
Blood and lymphatic system disorders
Very common: Neutropenia Neutropenia?, anaemia, febril
neutropenia
Uncommon: Eebrile neutropenia
Immune system disorders
Metabolism and nutrition disorders
Very common: Decreased appetite
Common: Hyperglycaemia Hyperglycaemia




Psychiatric disorders

Very common:

] Insomnia

Nervous system disorders

Very common: Peripheral sensory neuropathy, peripheral Peripheral sensory neuropathy?®

motor neuropathy peripheral motor neuropathy?
P—

Common: Dizzin

Uncommon: Demyelinating polyneuropathy

Respiratory, thoracic and mediastinal disorders

Very common: [ Cough, dyspnoea | Cough, dyspnoea

Gastrointestinal disorders

Very common: N iarrh vomitin nstipation Nausea, constipation, vomiting
abdominal pain diarrhoea, abdominal pain

™
- P — 7E —

Hepatobiliary disorders

aminotransferase (ALT/AST) increased aminotransferase (ALT/AST)

increased

Skin and subcutaneous tissue disorders

Very common:

Rash?, pruritus

Alopecia, rash?

Common: Alopecia Pruritus
Uncommon: vens-Johnson syndrome/toxic epidermal Stevens-Johnson syndrome®

Musculoskeletal and connective tissue disorders

Very common: Arthralgia, myalgia Bone pain, arthralgia, myalgia
back pain

Common: Back pain

General disorders and administration site conditions

Very common: Eati rexia, infusion-related reactions?® Eatigue, pyrexia

Common: Chills Infusion-related reactions?, chills

Not known: Infusion site extravasation®

Investigations

Very common: [ Weight decreased | Weight decreased

b. Toxic epidermal necrolysis was not reported in the combination therapy setting.
Extravasation-related reactions include skin redness, pain, swelling, blistering or sloughing at the infusion site.

Combination therapy (BrECADD regimen)

For safety information of chemotherapy agents given in combination with ADCETRIS (etoposide, cyclophosphamide

doxorubicin, dacarbazine, dexamethasone [BrECADD]), refer to their package inserts,

In the HD21 study, 747 patients received BrECADD, and 741 patients received eBEACOPP (escalated bleomycin [B],

etoposide [E], doxorubicin [A]. cyclophosphamide [C], vincristine [O], procarbazine [P] and prednisone [P]). The safety
profile of ADCETRIS in patients receiving BrECADD remained consistent with other combination therapy (AVD/CHP).

Serious adverse reactions occurred in 39.4% patients receiving BrECADD treatment, and 36.4% in patients who

received eBEACOPP. The most common serious adverse reactions in patients who received BrECADD (> 3%) were

febrile neutropenia (19.3%), pyrexia (3.9%), and neutropenia (3.2%).

Serious cardiac adverse reactions occurred in 2.7% of patients receiving BrECADD and 1.1% of patients receiving
eBEACOPP. The most common serious cardiac adverse reaction in patients who received BrECADD (> 0.5%) was

tachycardia (0.9%).

[ Formatted: Highlight

[ Formatted: Highlight




Serious adverse events led to treatment discontinuation in 2% of patients in both BrECADD and eBEACOPP arms. The
most common serious adverse events that led to discontinuation in the BrECADD arm were febrile neutropenia (0.3%)
and cardiac failure (0.3%).

Description of selected adverse reactions

Neutropenia and febrile neutropenia

Monotherapy

vere and prolon > 1 week) neutropeni n r with this treatment which may incr he risk of ien

developing serious infections. Febrile neutropenia reported in < 1% of the patients (see section Dosage and [Formatted: Font: 10 pt, Italic

AdministrationDOSAGE-AND ADMINISTRATION).




Combination therapy

In the clinica ma|5 025003 (ADCETRIS + AVD) and SGN35 014 (ADCETRIS + CHP) QMADCETRISAS [ Formatted: Highlight

ical
on

[Formatted: Font: Arial, 10 pt, Italic

ients who r rim hylaxis with G-CSF.

In the clinical trial HD21 (BrECADD) of ADCETRIS as combination therapy, neutropenia led to treatment delays in 0.5% { Formatted: Highlight

of patients. Grade 3 neutropenia was reported in 0.5% and Grade 4 neutropenia was reported in 9% of patients. A dose
reduction was required in 1.1% of patients and there was no treatment discontinuation due to serious neutropenia. All

patients received primary prophylaxis with G-CSF (see section Dosage and Administration). The frequency of febrile {Formatted: Font: Italic, Highlight

neutropenia was 26.5% in patients who received BrECADD.

\ [ Formatted: Highlight

Serious infections and opportunistic infections

occurredin < 1% of tfmts The_mos.t commonlv rw

C o
In thg gllnlgal trials (025003 [ADCETRIS i3 AVD] and SGN35- 014 [ADCETRIS + CHP]) QMADCETRIS@S [Formatted: Highlight
ion in in 159
neutropenic sepsis, septic shock or bacteraemia occurred in 4% of the;@nts The most commonlv rm
istic infect iral infecti
In the clinical trials (HD21 [BrECADD]) of ADCETRIS as combination therapy, serious infections and mfesta,trqunrs, [Formatted: Highlight

occurred in 14.3% of patients. The most commonly reported events were infection (2%), pneumonia (1.7%), a

neutropenic infection (1.2%).

Peripheral neuropathy
Monotherapy

In |n W|hrI r refr; rHLrAL L wh were refr with ADCETRIS N35-
h f 80%) also h | f thei ipheral h he ti

of last evaluation.

Combination therapy
In_the clinical trial of ADGEFRISADCETRIS_a




In the gllnlgal trial of %ADCETRIS mbination ther: W|th HP tr tm nt nt n th

exoerlenced oermheral neurooﬁthv the megjlan time of onset was 9.1 weeks. P
ripheral n hy r median of f ADCETRIS+HPA+HP fore discontinuation
f one or mor: nts.
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neuropathy occurred in 38.8% of the population; peripheral motor neuropathy occurred in 3.6% of patients. Peripheral

sensory neuropathy as a serious adverse event did not lead to discontinuation in any patients, led to dose reduction in
4.7% and treatment delay in 1.5% of patients. Peripheral motor neuropathy as a serious adverse event did not lead to

discontinuation in any patients, led to dose reduction in 0.7%. and treatment delay in 0.1% of patients.

Infusion-related reactions{1RRs)

IRR: h as h he, rash K pain, vomitin hills, n n ruri n h were r in

Combination therapy
n cllnlcal trials (025003 [ADCETRIS + AVD] and SGN35 014 [ADCETRIS i CHP]) LRR&,M_Q@@C_Q,_@S_k

r
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Monotherapy

The safety profile in elderly patients is generallx in line with that of adult patients. However, elderly patients may be
mor: tible to event: h neumoni tr nd febrile neutr

Combination therapy

In older patients ,from clinical trials C25003 (ADCETRIS + AVD) and SGN35-014 (ADCETRIS + CHP) (= 60 vears of
;n=1 219 inciden f adver vents w. imilar treatment arms. Mor ri ver: vent;

and dose mod|f|cat|ons (lncludlng dose dela¥s reductions, and dlscontmuatlons) were regorted |n the older Qatlent

arms. Older patients who recelved F rima roph IaX|s had lower incidence of neutro enia_and febrile

tropenia than th wh not r F prim hylaxis.
OVERDOSE AND TREATMENI

monitored for adverse reactions artlcularl neutropenia, and su ortlve treatment should be admlnlstered See
section Warnings and Precautions — Neutropenia).

CLINICAL PHARMACOLOGY

Pharmacologic class: CD30-directed antibody-drug conjugate
ATC code: LO1FX05
Pharmacotherapeutic group: monoclonal antibodies

Mechanism of Action

AdeetrisADCETRIS is an Antibody Drug Conjugate (ADC) that delivers an antineoplastic agent that result in apoptotic
cell death selectively in CD30-expressing tumor cells. Nonclinical data suggest that the biological activity of
AdeetrisADCETRIS results from a multi-step process. Binding of the ADC to CD30 on the cell surface initiates
internalization of the ADC-CD30 complex, which then trafficks to the lysosomal compartment. Within the cell, a single
defined active species, MMAE, is released via proteolytic cleavage. Binding of MMAE to tubulin disrupts the
microtubule network within the cell, induces cell cycle arrest and results in apoptotic death of the CD30-expressing
tumor cell.

Contributions to the mechanism of action by other antibody associated functions have not been excluded.

Pharmacodynamics Effects (e.g. subsections: Resistance, In vitro Susceptibility Data)
General
No primary pharmacodynamic relationships have been identified.

Cardiac Electrophysiology

Forty-six (46) patients with CD30-expressing hematologic malignancies were evaluable of the 52 patients who
received 1.8 mg/kg of AdeetrisADCETRIS every 3 weeks as part of a phase 1, single-arm, open-label, multicentere
cardiac safety study. The primary objective was to evaluate the effect of AdeetrisADCETRIS on cardiac ventricular
repolarization and the predefined primary analysis was the change in QTc from baseline to multiple time points in
Cycle 1.

The upper 90% confidence interval (Cl) was <10 msec at each of the Cycle 1 post-baseline time-points. These data
indicate the absence of clinically relevant QT prolongation due to AdeetrisADCETRIS administered at a dose of 1.8
mg/kg in patients with CD30-expressing malignancies.
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CLINICAL STUDIES

Hodgkin Lymphoma

Study C25003

1 and 15 of each 28-day cycle + AVD. The median number of cycles received was 6 (range, 1.t les). Table 89
rovi mm f th lin ient and di har. ics.

Table 89: Summary of Baseline Patient and Disease Characteristics in the Phase 3 Frontline HL Study

Patient Characteristics AdecetrisADCETRIS + AVD ABVD
N=664 N=670

Patients > rsold n (% 60 (9) 62 (9)

nder, n (9 378M (57)/ 286F (43) M 272F (41
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E n (9
0 376 (57) 78 (579
1 260 (39) 263 (39)
2 28 (4) 26 (4)
Missing 0 2
Disease Characteristics
Median time from HL diagnosis to 0.92 mo (0.1 —21.4) .89 m —814
fir: ran
Di 2 at initial diagnosis of HL, n (9
] 237 (36) 246 (37
Stage IV 425 (64 421 (63)
Not licabl 1(<1 1(=1)
Missing 0 2(<1




Extranodal involvement at time of 411 (62) 416 (62)
diagnosis. n (%)

IPFP® risk factors, n (%)

0-1 141 (21) 141 (21)
2-3 354 (53) 351 (52)
4-7 169 (25) 178 (27)
Bone marrow involvement at time of | 147 (22) 151 (23)

iagnosis or ntry, n (9
B symptoms? n (%) 400 (60) 381 (57)

2 Per Ann Arbor Staging
b |PFP = International Prognostic Factor Project

The prim. ndpoint in St 2 was modified PF r IRF, defin tim fr m randomiz: tlnt

foIIowed by subseguent antlcancer therapy. Timing of the modified event was the date of the first PET scan post

completion of frontline therapy demonstrating the absence of CR, defined as Deauville score of 23. The median
mPF IRF m ntw nt tlm | fr ither tre tm nt arm.

isADCETRIS+AVD, with a 2-
MM&MQDMMd log- raan_tht.lhe_leallﬁed_hazaLd_LanD_(HR)was 0.770 (95% CI, 0.603;

indicating a 239 tion in th risk of modified PFS events for isADCETRIS+AVD versus ABVD.
I&bl_eﬁgrvi h ffi r for modified PFS and overall survival

Table 910: Efficacy Results in Previously Untreated CD30+ Stage lll or IV HL Patients Treated with 1.2 mg/kg

of AdcetrisADCETRIS + AVD on Days 1 and 15 of a 28-Day Cycle
AdeetrisADCETRIS + AVD | ABVD Stratified Hazard Ratio
N=664 N=67
r ffied P onF
Survival (mPFS)
Per IRF2
Number of events 117 (18) 146 (22) 0.77 (95% C110.60. 0.98])
-value=
Estimated mPFS? at 2 821 77.2
Year (%) (95% C1[78.8, 85.01) (95% Cl1 [73.7, 80.4])
Modified Progression Fr
Survival (MPFES)
Per Investigator
Number of events 123 (1 164 (24) 0.72 (95% CI1[0.57, 0.91])
(%)
Estimated mPFS2 at 2 81 744
Year (%) (95% C1[77.6, 83.9]) (95% C1[70.7, 77.71)
Overall Survival®
Number of Deaths (¥ 28 (4) 39 (6) 0.73
(95% C1[0.45, 1.18])
-value=0.1

2At the time of analysis, the median follow-up time for both arms was 24.6 months
bData from an interim OS analysis




Figure 19: Modified Progression-free Survival per IRF (AdeetrisADCETRIS + AVD vs. ABVD)
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Figure 102: Modified Progression-free Survival per Investigator (AdeetrisADCETRIS + AVD vs. ABVD)
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mpl rm||nD R), di -fr rvIDF nd event-fr rvival (EF Il tren in favor of
AdeetrisADCETRIS + AVD in the population.

two trggtmgnt grmg in thg g gg v Qg_)g;glgtlgn gggtlgntg gg vears g ggg [n = 186] [HR = 1 00 Q5°o CI (0 58 1.72)]

and = 65 years of age [n = 122] [HR = 1.01, 95% CI (0.53, 1.94)]) ients with n=44

(HR = 1.04, 95% CI1[0.67, 1.62])

finI nal f W rform in W|hm ian follow- fvr7 rs for OS. In the ITT

mmmﬂgmz&d to ABVD (48dga1h§ 11°o HR = 0.49, 95% CI1[0.303 07901) A

r nalysis of how! linically meaningful differen tween the two treatment arms for patient
without extranodal sites (n = 445) (HR = 1.28, 95% CI1[0.710, 2.303]).




Figure 413: Final overall survival analysis (ADCETRIS + AVD vs. ABVD) (ITT, 7+ years follow up)
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with ADCETRIS + AVD in the ITT

[Study HD21]

C

The safety and efficacy of ADCETRIS (brentuximab vedotin [Br]) were evaluated in an open-label, prospective,
multicentre phase 3 trial in 1500 patients with previously untreated Stage IIB with large mediastinal mass
and/or extranodal lesions, stage Il or IV HL in combination with chemotherapy (etoposide [E],
cyclophosphamide [C], doxorubicin [A], dacarbazine [D], dexamethasone [D] [BrECADD]). Of the
1500 patients, 751 patients were randomized to the BrECADD arm and 749 patients were randomized to
eBEACOPP (escalated bleomycin [B], etoposide [E], doxorubicin [A], cyclophosphamide [C], vincristine [O],
procarbazine [P] and prednisone [P]) arm and stratified by region of enrolment, age, sex, and International
Prognostic Score (IPS). Patients in the BrECADD arm were treated on day 1 of each 21-day cycle with
1.8 mg/kg of ADCETRIS administered as an intravenous infusion over 30 minutes. Patients also received
chemotherapy including cyclophosphamide 1250 mg/m?, doxorubicin 40 mg/m?, etoposide or etoposide

ted [CT6]: Addition of new study HDA21

information

phosphate 150 mg/m?, dacarbazine 250 mg/m? and dexamethasone 40 mg (see section Dosage and

Administration).

All treated patients received primary prophylaxis with G-CSF (see section Dosage and Administration). After
2 cycles of treatment, restaging by PET was performed with PET — patients to receive a total of 4 cycles and
PET + patients to receive a total of 6 cycles of therapy. The median number of cycles received in both arms
was 4 (range, 1 to 6 cycles).

Table 10 provides a summary of the baseline patient and disease characteristics. There were no relevant
differences in the patient and disease characteristics between the two arms.

Table 10: Summary of baseline patient and disease characteristics in the phase 3 previously untreated

[ Formatted: Font: Italic




HL study

Patient Characteristics BrECADD eBEACOPP
n =751 n =749
Median age (range) 31 years (18-60) 31 years (18-60)
Patients < 45 years old, n (%) 590 (79) 584 (78)
Patients aged 45 to 60 years old, n (%) 161 (21) 165 (22)
Gender, n (%) 419M (56) 419M (56)
332F (44) 330F (44)

ECOG status, n (%)

0 514 (68) 521 (70)

i 223 (30) 205 (27)

2 131 18 (2

Missing 3(<1) 5(<1)
Disease Characteristics
Median time from HL diagnosis to randomization (range) 0.6 mo (0,12) 0.6 mo (0,10)
Disease stage? at initial diagnosis of HL, n (%)

i 118 (16) 117 (16)

11 298 (40) 293 (39)

v 332 (44) 334 (45)

Missing 3(<1) 5(<1)
IPS® Groups, n (%)

0-2 394 (52) 403 (54)

3-7 357 (48) 346 (46)
B symptoms?n (% 517 (69) 501 (67)

® __ Per Ann Arbor Staging.
b IPS = International Prognostic Score

Study HD21 was designed with 2 co-primary endpoints (Treatment Related Morbidity [TRMB] and PFS [per
investigator with central confirmation]). The first co-primary objective of the study was to demonstrate
reduced toxicity of BPECADD compared with e BEACOPP, measured by TRMB. If reduced toxicity was shown
by superiority test, the second co-primary objective was to further demonstrate non-inferior efficacy of
BrECADD compared with eBEACOPP in terms of PFS.

TRMB was defined as any Grade 3 or Grade 4 Common Terminology Criteria for Adverse Events (CTCAE)
organ toxicity or Grade 4 haematological toxicity during primary chemotherapy, including the period of up to
30 days after the last chemotherapy dose.

At the time of the primary analysis, superiority was met for TRMB with BrECADD with an absolute risk
reduction of -16.7 percentage points and with a statistically significant reduction in relative risk. The co-
primary endpoint PFS regardless of missed visits and regardless of initialization of new anti-cancer therapy
met non-inferiority with a statistically significant reduction in risk in the BrECADD treatment arm compared
with eBEACOPP (unstratified HR = 0.62 [multiplicity adjusted 95% CI, 0.369, 1.040]) (data cutoff - 31
December 2022).

Incidence of TRMB was shown to be reduced in the BEECADD arm (42%) compared with eBEACOPP (58.7%).
This was largely due to the reduction in Grade 4 haematological toxicities (31.2% in BrECADD and 52.1% in

eBEACOPP).

TRMB by treatment arm is provided in Table 11. Efficacy results from the updated PFS and overall survival
(OS) analysis are provided in Table 12 (data cutoff - 31 October 2023).

Table 11: Treatment Related Morbidity (TRMB) by treatment arm (Safety Population)

BrECADD
n =747

eBEACOPP
n=741




Number of Patients with TRMB 314 (42) 435 (59)
Acute haematological toxicity 233 (31) 386 (52)
Grade 4
Anaemia 3(<1) 3(<1)
Thrombocytopenia 227 (30 383 (52
Infection 13 (2) 10 (1)
Acute Organ Toxicity; Grade 3 or 139 (19 129 (17
Grade 4
Cardiac Disorders 18 (2) 10 (1)
Gl disorders (excluding 58 (8) 32 (4)
vomiting, nausea, mucositis)
Hepatobiliary disorders 37 (5) 22 (3)
Nervous system disorders 20 (3) 40 (5)
Peripheral sensory 9(1) 17 (2)
neuropathy
Peripheral motor neuropathy 2(<1) 1(=<1)
Nervous system disorder 11(2 24 (3
other than neuropathy
Renal or urinary disorders 7(<1) 10 (1)
Respiratory, thoracic, or 25 (3 35 (5
mediastinal disorders
% Difference (BrECADD- -16.7
eBEACOPP)
Exact 95% ClI -21.7,-11.5

Table 12: Efficacy results for previously untreated HL patients treated with 1.8 mg/kg of BrECADD on

a 21 day cycle (updated PFS?® Analysis data cutoff - 31 October 2023)

Intent to Treat (ITT) Population
BrECADD eBEACOPP

n =751 n =749
Number of PFS
enEYen (%) 44 (5.9 65 (8.7
PFS Hazard

H 0,
By 0.664 (0.453, 0.973)
Estimated
PFSP* (95% CI)
95.2 924
——— (93.4,96.6) (902, 94.1)
92.8 90.2
e 90.0, 94.9 87.5,92.3

Overall
Survival®
NumbereT 12 (1.6 13 (1.7
Deaths (%)
OS Hazard 0.919
Ratio (95% Cl) (0.419, 2.015)
Estimated OS
Rate (95% Cl)




At 3 Years 98.9 98.9
E— (97.8,99.4) (97.8,99.4)
At 5 Years —— -
E— (96.5, 98.9) (96.4, 98.8)

% PFS analysis did not take into account intercurrent events i.e. missed visits and initiation of new anti-cancer therapy.

B Kaplan-Meier method is used to estimate the rates for PES per investigator with central confirmation.
& Atthe time of analysis, the median PFS follow up time for ITT was 50.8 months.
¢ Data from descriptive analysis.

Duration of CR showed clinically meaningful benefit in BrECADD compared with eBEACOPP arms in the ITT
population, while other secondary efficacy endpoints including ORR and CR rate at the end of chemotherapy
showed comparable benefit in both arms.

Study SG035-0003

The efficacy and safety of ADCETRIS as a single agent was evaluated in an open-label, single-arm, multicentere study
in 102 patients with relapsed or refractory Hodgkin Lymphoma (HL).

Table 13: Summary of Baseline Patient and Disease Characteristics in the Phase 2 Relapsed or Refractory HL

Study
Patient Characteristics N =102
Age (median) 31 years (15 -77)
Gender 48M (47%) / 54F (53%)
ECOG status
0 42 (41%)
1 60 (59%)
Prior ASCT 102 (100%)

Prior chemotherapy regimens
Time from ASCT to first post-transplant relapse
Disease Characteristics

3.5(1-13)
6.7 mo (0 — 131)

Primary Refractory to frontline therapy 72 (71%)
Refractory to most recent therapy 43 (42%)
Relapsed to most recent therapy 59 (58%)

All patients had a histologically confirmed CD30- expressing disease and had at least one prior autologous stem cell
transplant (ASCT). Seventy-two patients (71%) had primary refractory HL, defined as a failure to achieve a complete
response to, or progressed within 3 months of completing frontline therapy; 43 patients (42%) were refractory and 59
patients (58%) had relapsed following their most recent prior therapy. Patients had received a median of 3.5 prior
systemic chemotherapies. The median time from ASCT to first post-transplant relapse was 6.7 months. Patients
received up to 16 cycles of therapy; the median number of cycles received was 9 (ranging from 1 to 16). The primary
endpoint, Objective Response Rate, was 74.5%. See Table 214 below for other pre-specified endpoints.

Table 214: Efficacy Results in Relapsed or Refractory Hodgkin Lymphoma Patients Treated with 1.8 mg/kg of
AdcetrisADCETRIS Every 3 Weeks

Best Clinical Response? (N=102) IRF 95% CI Investigator 95 % CI
N (%) N (%)

Objective response rate (CR + PR) 76 (75) 64.9, 82.6 73 (72) 61.8, 80.1
Complete response (CR) 34 (33) 24.3,434 34 (33) 24.3,43.4
Partial response (PR) 42 (41) N/A 39 (38) N/A

Disease control rate (CR + PR + 98 (96) 90.3,98.9 101 (99) 94.7,100

SD)

Duration of Response® Median per IRF 95% CI Median per 95% CI

Investigator

Objective response rate (CR + PR) 6.7 months 3.6,14.8 11.2 months 7.7,18.7
Complete response (CR) Not reached 10.8, NE¢ Not reached 20.5, NE

Progression free survival (PFS)° Median per IRF 95% CI Median per 95 % CI

Investigator
- 5.6 months 5.0,9.0 9.3 months 71,122
Overall Survival (OS)’ Median 95% Cl - -




Median | 405months | 28.7, NE - | - |
2 Independent review facility (IRF) and investigator assessments per Revised Response Criteria for Malignant
Lymphoma (Cheson, B., Pfistner, B., Juweid, M., Gascoyne, R., & Specht, L., Horning, S., ...Diehl, V. (2007).
Revised response criteria for malignant lymphoma. Journal of Clinical Oncology, 25104, 579-586.
doi:10.1200/JC0O.2006.09.2403). Treatment response was assessed by spiral CT of chest, neck, abdomen and
pelvis; PET scans and clinical data. Response assessments were performed at cycles 2, 4, 7, 10, 13 and 16 with
PET at cycles 4 and 7.
b Patients ranged in age from 15 to 77 years (overall median, 31 years), 53% were female and 87% white, 34% of
patients had B-symptoms at baseline.
¢ Duration of response is calculated from date of response to date of progression. The median follow-up time from
first dose for patients who achieved objective response (OR) per IRF was 9.0 months.
9 Not estimable
¢ The median follow-up time (time to earliest of progressive disease, death or last contact) from first dose was 5.8
months.
f The median observation time (time to death or last contact) from first dose was 32.7 months.

No clinically meaningful differences in the objective response rate were observed within the subgroups analyzed among
the following subgroups analyzed: gender, baseline weight (<100 kg versus >100 kg), baseline B symptoms, number of
treatments prior to ASCT (<2 versus >2), number of treatments post-ASCT (0 versus 21), relapsed versus refractory to
last therapy, primary refractory disease, and time from ASCT to relapse post-ASCT (<1 year versus >1 year).

Tumor reduction was achieved in 94% of patients. See Figure 44 for waterfall chart of tumor reduction, ORR and CR.



Figure 14: Best Clinical Response per Patient by Independent Review Facility (IRF) Determination
100

Best Clinical Response
per IRF
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——Progressive Disease

Tumor Size (% Change from Baseline)

-100

Individual Patients (n=98)
In the designation of CR per Revised Response Criteria for Malignant Lymphoma (Cheson et al., 2007), a post-
treatment residual mass of any size is permitted as long as it is PET negative

Per IRF, median time to first response was 1.3 months, and median time to CR was 2.8 months. Median duration of
objective response was 6.7 months (95% CI [3.6, 14.8]) with a range of 1.2+ to 26.1+ months. Of the patients treated,
7 responding patients went on to receive an allogeneic stem cell transplant.

Of the 35 patients who had B symptoms at baseline, 27 patients (77%) experienced resolution of all B symptoms at a
median time from initiation of AdeetrisADCETRIS of 0.7 months.

Per IRF, the median PFS for patients treated with AdeetrisADCETRIS was 5.6 months (95% CI [5.0, 9.0]) (the median
follow-up time from first dose for patients who were censored on PFS was 5.8 months). Patients who attained a CR
achieved a median PFS of 29.2 months while those who attained a PR achieved a median PFS of 5.1 months and
those who attained SD achieved a median PFS of 3.5 months. See Figure 25 for median PFS by best clinical
response.



Figure 25: Progression-free survival by best clinical response per IRF
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Symbols on the plot indicate censored patients

Patients who received AdeetrisADCETRIS achieved a PFS improvement versus their most recent post ASCT therapy
(7.8 months [ 5.2, 9.9] versus 4.1 months [3.4, 4.9] as assessed by investigator). See Figure 36 for a KM plot of PFS
with AdeetrisADCETRIS compared to PFS from most recent post-ASCT therapy.

Figure 36: Comparison of current PFS per investigator and PFS achieved with the last therapy received prior
to study entry - subset of patients who received systemic therapy post-ASCT and prior to AdeetrisADCETRIS
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Symbols on the plot indicate censored patients. BV is Brentuximab Vedotin.

In addition, patients experienced a greater overall and complete response rate compared to their most recent post-
ASCT therapy. The median overall survival was 40.5 months.

An exploratory intra-patient analysis showed that approximately 64% of the HL patients treated with brentuximab
vedotin as part of the SG035-0003 clinical study experienced an improvement in clinical benefit as measured by longer
progression free survival (PFS) compared with their most recent prior line of therapy.

Data were collected from patients (n=15) in phase 1 dose escalation and clinical pharmacology studies, and from
patients (n=26) in a Named-Patient Program (NPP), with relapsed or refractory HL who had not received an ASCT,
and who were treated with 1.8 mg/kg of AdeetrisADCETRIS every 3 weeks.

Baseline patient characteristics showed failure from multiple prior chemotherapy regimens (median of 3 with a range
of 1 to 7) before first administration with brentuximab vedotin. Fifty nine percent (59%) of patients had advanced stage
disease (stage Ill or 1V) at initial diagnosis.

Results from these phase 1 studies and from the NPP experience showed, that in patients with relapsed or refractory
HL without prior ASCT, clinically meaningful responses can be achieved as evidenced by an investigator-assessed,
objective response rate of 54% and a complete remission rate of 22% after a median of 5 cycles of brentuximab vedotin.

Study SGN35-005

The efficacy and safety of brentuximab vedotin were evaluated in a randomized, double-blinded, placebo-controlled,
2-arm multicentere trial in 329 patients with HL at risk of relapse or progression following ASCT. Of the 329 patients,
165 patients were randomized to the treatment arm and 164 patients were randomized to the placebo arm. The safety
population in the AdeetrisADCETRIS arm (N=167) included two additional patients who received at least one dose of
AdeetrisADCETRIS but were not randomized to the treatment arm. In the study, patients were to receive their first
dose after recovery from ASCT (between days 30-45 following ASCT). Patients were treated with 1.8 mg/kg of
AdeetrisADCETRIS or matching placebo intravenously over 30 minutes every 3 weeks for up to 16 cycles. The median
number of cycles received in both arms was 15 cycles. Eligible patients were required to have at least one of the



following risk factors:
« HL that was refractory to frontline treatment
* Relapsed or progressive HL that occurred <12 months from the end of frontline treatment



« Extranodal involvement at time of pre-ASCT relapse, including extranodal extension of nodal masses into adjacent

vital organs

Table 315: Summary of Baseline Patient and Disease Characteristics in the Phase 3 HL post-ASCT Study

regimens (median)

Patient Characteristics AdecetrisADCETRIS Placebo
N=165 N=164
Age (median) 33 years (18-71) 32 years (18-76)
Gender 76M (46%)/ 89F (54%) 97M (59%)/ 67F (41%)
ECOG status
0 87 (53%) 97 (59%)
1 77 (47%) 67 (41%)
2 1 (1%) 0
Disease Characteristics
Number of prior chemotherapy 2(2-8) 2(2-7)

Time from HL diagnosis to first dose
(median)

18.7 mo (6.1 - 204.0)

18.8 mo (7.4 — 180.8)

Disease stage at initial diagnosis of
HL

Stage | 1 (1%) 5 (3%)
Stage Il 73 (44%) 61 (37%)
Stage Il 48 (29%) 45 (27%)
Stage IV 43 (26%) 51 (31%)
Unknown 0 2 (1%)
PET scan Status prior to ASCT
FDG-AVID 64 (39%) 51 (31%)
FDG-Negative 56 (34%) 57 (35%)
Not Done 45 (27%) 56 (34%)
Extranodal involvement at time of 54 (33%) 53 (32%)
pre-ASCT relapse
B symptoms? 47 (28%) 40 (24%)
Best response to salvage therapy
pre-ASCTP
Complete Response 61 (37%) 62 (38%)
Partial Response 57 (35%) 56 (34%)
Stable Response 47 (28%) 46 (28%)
HL Status after the end of frontline
standard chemotherapy®
Refractory 99 (60%) 97 (59%)
Relapsed occurred <12 53 (32%) 54 (33%)
months
Relapsed occurred > = 12 13 (8%) 13 (8%)

a For refractory disease, or upon progression or relapse after frontline therapy

b Stratification factors at randomization

Table 164: Efficacy Results in HL patients at Risk of Relapse or Progression Following ASCT Treated with

1.8mg/kg of AdeetrisADCETRIS Every 3 Weeks

Survival (PFS)?

(95% CI [30.4, 42.9])

(95% CI [11.5, -])

AdeetrisADCETRIS Placebo Stratified Hazard Ratio
N=165 N=164
Median per IRF
Progression Free 42.9 months 24.1 months 0.57

(95% CI [0.40, 0.81])
Stratified log-rank test
P=0.001

Median per Investigator using radiographic, biopsy,
and clinical lymphoma assessments

Not reached

15.8 months

0.50




[(95% CI-) [ (95% CI[8.5, -]) [ (95% C1[0.36, 0.70)°

a At the time of analysis, the median follow-up time for both arms was 30 months [range, 0 to 50]
b Stratified log-rank test was not performed for PFS per Investigator

Figure 47: Progression-free survival per IRF (AdeetrisADCETRIS vs. Placebo)
1004

= 804
@
@ 804
o
2 704
5
o 60
@
‘5 501
k3!
£ 40
=
()
s 309
T
@ 201 Stratified
g Median  Hazard p-value from
104 N Events (Months) Ratio Stratified log-rank test
Placebo+BSC 164 75 241
ol BV+BSC 165 60 429 057 0.001
0 4 8 12 16 20 24 28 32 36 40 44 48 52

Time (Months)

N at Risk (Events)
Pla+BSC 164 (0) 108(46) B5(B1) 75(66) 71(69) B6(72) 44(73) 17(75) 5(75) 1(75 1{75) 0(75)

75 0(75)
BY+BSC  165(0)  145(14) 120(25) 114(38) 104 (46) 05 (53) E8(56) 22(E7) 16(58)  9(38)  3(50)  0(k0)

(60) 0 (60)

oo

Symbols on the plot indicate censored patients. BV is Brentuximab Vedotin. BSC is Best Standard of Care.

Figure 58: Progression-free survival per Investigator using radiographic, biopsy and clinical ymphoma
assessments (AdecetrisADCETRIS vs. Placebo).
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Pre-specified subgroup analyses of PFS per IRF were performed by patients’ best response to pre-ASCT salvage
therapy, HL status after frontline therapy, age, gender, baseline weight, baseline ECOG performance status, number
of treatments pre-ASCT, geographic region, pre-ASCT PET status, B symptom status after failure of frontline therapy,
and pre-ASCT extranodal disease status. The analyses showed a consistent trend towards benefit for patients who
received placebo with the exception of patients > 65 years of age (n=8).



At the time of primary PFS analysis, an interim OS analysis was performed and there was no significant difference in
OS between the treatment and placebo arms. Fifty-three patients had died; 28/165 patients in the brentuximab vedotin
arm versus 25/164 patients in the placebo arm.

Quality of life was assessed using the EQ-5D instrument. No clinically meaningful differences were observed between
the treatment and placebo arms.

Systemic Anaplastic Large Cell Lymphoma (sALCL)

[Study SGN35-014

The efficacy of ADCETRIS in combination with chemotherapy for the treatment of adult patients with previously
untreated, CD30-expressing PTCL was evaluated in a multicentere, randomized, double-blind, double-dummy:
actively controlled trial. For enrollment, the trial required CD30 expression >10% per immunohistochemistry. The
trial excluded patients with primary cutaneous CD30-positive T-cell lymphoproliferative disorders and lymphomas.
The trial required hepatic transaminases <3 times ULN, total bilirubin <1.5 times ULN, and serum creatinine <2 times
ULN.

Of'the 452 total patients, 226 patients were randomized to the ADCETRIS + CHP arm and 226 patients were randomized
to the CHOP arm. Patients in both treatment arms were treated intravenously on Day 1 of each 21-day cycle for 6 to 8

cycles; prednisone was administered orally on Days 1-5. Dosing in each treatment arm was administered according to
the following:

« ADCETRIS + CHP arm; ADCETRIS 1.8 mg/kg over 30 minutes, cyclophosphamide 750 mg/m?, doxorubicin
50 mg/m’, and prednisone 100 mg orally

« CHOP arm: cyclophosphamide 750 mg/m?, doxorubicin 50 mg/m?, vincristine 1.4 mg/m?, and prednisone 100
mg orally.

The median age was 58 years (range: 18 to 85), 63% were male, 62% were White, 22% were Asian, and 78% had an
ECOG performance status of 0-1. Of the 452 patients enrolled, the disease subtypes included patients with systemic
ALCL [70%; 48% anaplastic lymphoma kinase (ALK) negative and 22% ALK positive], PTCL not otherwise
specified (16%), angioimmunoblastic T-cell lymphoma (12%), adult T-cell leukemia/l homa (2%), and

enteropathy-associated T-cell lymphoma (<1%).
Most patients had Stage IIT or I'V disease (81%) and a baseline international prognostic index of 2 or 3 (63%).

During randomized treatment, on the ADCETRIS + CHP arm, 70% of patients received 6 cycles and 18% of
patients received 8 cycles. On the CHOP arm, 62% of patients received 6 cycles and 19% received 8 cycles.

Efficacy was based on IRF-assessed PFS, which was defined as time from randomization to progression, death
due to any cause, or receipt of subsequent anticancer chemotherapy to treat residual or progressive disease.
Other efficacy endpoints included PFS in patients with systemic ALCL, overall survival, complete response
rate, and overall response rate. Efficacy results are summarized in Table +117: Kaplan-Meier curves for PFS
and overall survival are presented in Figure 29 and Figure 4310, respectively.

Table 1117: Efficacy Results in Patients with Previously Untreated, CD30-Expressing PTCL

Qutcomes per IRF2 ADCETRIS + CHOP
CHP N=226 N=226
PFS
Number of events, n (%) 95 (42) 124 (55)
Median PFS, months (95% CI) 48.2 (35.2, NE) 20.8(12.7, 47.6)
Hazard ratio (95% CDP 0.71(0.54, 0.93)
P-value¢ 0.011
R n leading to a PFS event, n (%
Progressive disease 71 (31) 86 (38)
Death 13(6) 17(8)

{ Formatted: Underline

C d [CT7]: Relocation of study SGN35-014 to
be under sALCL subsection along with the other study.
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Receipt of subsequent anticancer 11.(5) 21(9)
chemotherapy to treat residual or progressive
disease
PFS for patients with sALCL
N 163 151
Number of patients with a PFS event, n (%) 56 (34) 73 (48

Median PFS, months (95% CI

55.7 (48.2, NE)

54.2 (13.4, NE)

Hazard ratio (95% CDb>

0.59 (0.42, 0.84)

P-valuec 0.003
0s'
Number of deaths 51 (23) 73 (32)
Median OS, months (95% CL NE (NE, NE) NE (54.2, NE)
Hazard ratio (95% CIP 0.66 (0.46, 0.95)
P-valuec 0.024
CR Ratee

% (95% CID 68 (61, 74) | 56 (49, 62)

P-valuef 0.007
ORRe

0 (95% CL 83 (78, 88) | 72 (66, 78)
P-valuef 0.003

NE: Not estimable
b Efficacy endpoints were tested at a two-sided alpha level 0.05 in the following order: PFS in ITT, PFS in the sALCL subgroup
complete remission rate, overall survival, and objective response rate in ITT.

¢ Hazard 1at10 (A+CHP/(,HOP) and 95% confidence intervals are based on a stratified Cox’s proportional hazard regression model with
itive s nosti S seli

f  Bestresponse per 2007 International Working Group Criteria at end of treatment.

g P-value is calculated using a stratified Cochran-Mantel-Haenszel test
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Median overall survival was not reached in either treatment arm.

Study SG035-0004

The efficacy and safety of AdeetrisADCETRIS as a single agent was evaluated in an open-label, single-arm,
multicentere study in 58 patients with relapsed or refractory sALCL.

Table 518: Summary of Baseline Patient and Disease Characteristics in the Phase 2 Relapsed or Refractory
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2 One patient had a baseline ECOG status of 2, which was prohibited by protocol and is captured as Inclusion

Criteria Not Met

All patients had a histologically confirmed CD30-expressing disease and had received front-line chemotherapy with
curative intent. A total of 58 patients were treated: 36 patients (62%) had primary refractory sALCL, defined as a failure
to achieve a complete response to, or progressed within 3 months of completing frontline therapy; 29 patients (50%)
were relapsed and 29 patients (50%) were refractory to most recent prior therapy; 42 patients (72%) had anaplastic
lymphoma kinase (ALK)-negative disease. Patients had received a median of 2 prior systemic chemotherapies. Fifteen
patients (26%) had received a prior ASCT. The median time from initial sALCL diagnosis to first dose with
AdeetrisADCETRIS was 16.8 months. Patients received up to 16 cycles of therapy; the median number of cycles
received was 7 (range, 1 to 16). The primary endpoint, Objective Response Rate, was 86.2%. See Table 197 below

for other pre-specified endpoints.




Table 619: Efficacy Results in Relapsed or Refractory sALCL Patients Treated with 1.8 mg/kg of
AdeetrisADCETRIS Every 3 Weeks

Best Clinical Response? (N=58) IRF 95% Cl Investigator 95 % CI
N (%) N (%)

Objective response rate (CR + PR) 50 (86) 74.6,93.9 48 (83) 70.6,91.4
Complete response (CR) 34 (59) 44.9,71.4 35 (60) 46.6,73
Partial response (PR) 16 (28) N/A 13 (22) N/A

Disease control rate (CR + PR + 52 (90) 78.8,96.1 52 (90) 78.8, 96.1

SD)

Duration of Response®* Median per IRF 95% ClI Median per 95% CI

Investigator

Objective response rate (CR + PR) 13.2 5.7, -NE® 18.7 months 11.5, NE
Complete response (CR) Not reached 13.0, -NE Not reached 13.2, NE

Progression free survival (PFS) Median per IRF 95% CI Median per 95 % Cl

Investigator
14.6 months 6.9 20.6 20.0 months 9.4, NE
Overall Survival? Median 95% ClI - -
Not reached 21.3, NE - -




2 Independent review facility (IRF) and investigator assessments per Revised Response Criteria for Malignant
Lymphoma (Cheson et al., 2007). Treatment response was assessed by spiral CT of chest, neck, abdomen and
pelvis; PET scans and clinical data. Response assessments were performed at cycles 2, 4, 7, 10, 13 and 16 with
PET at cycles 4 and 7.

b Patients ranged in age from 14 to 76 years (overall median, 52 years), 57% were male and 83% white, 36% of
patients were stage IV at initial diagnosis and 29% of patients had B-symptoms at baseline.

¢ Duration of response is calculated from date of response to date of progression. The median follow-up time from
first dose for patients who achieved objective response (OR) per IRF was 11.8 months.

9 At a median duration of treatment of 5.4 months and a current range of 0.7 to 17.3 months, 27 of 50 patients who
had an objective response have had disease progression or have died and 13 of 34 patients who had a CR have had
disease progression or have died.

¢ Not estimable

f The median follow-up time (time to earliest of progressive disease, death or last contact) from first dose was 14.2
months.

9 The estimated 36 month overall survival was 63% (95% CI [ 51, 76]). The median observation time (time to death
or last contact) from first dose was 33.4 months.

No clinically meaningful differences in the objective response rate were observed among the following subgroups
analyzed: gender, baseline weight (<100 kg versus >100 kg), baseline B symptoms, prior autologus stem cell
transplantation (ASCT), and post-treatment ASCT. The ORR for relapsed patients was higher than those who were
refractory (97% vs. 76%).

Tumor reduction was achieved in 97% of patients. See Figure 114 for waterfall chart of tumor reduction, ORR and CR.

Figure 611: Best Clinical response per Patient by Independent Review Facility (IRF) Determination
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Per IRF, median time to first objective response was 1.4 months (range, 1.0 — 3.2 months) and the median time to CR
was 2.7 months (range, 1.2 — 11.6 months). Median duration of objective response was 13.2 months (95% CI [5.7,
NE]) with a range of 0.1+ to 21.7+ months (the median follow-up time from first dose was 11.8 months). Of the patients
treated, 9 responding patients went on to receive an allogeneic stem cell transplant (SCT) and 7 responding patients
went onto autologous SCT.

Of the 17 patients who had B symptoms at baseline, 14 patients (82%) experienced resolution of all B symptoms in a
median time from initiation of AdeetrisADCETRIS of 0.7 months.

Per IRF, the median PFS for patients treated with AdeetrisADCETRIS was 14.6 months (the median follow-up time
from first dose was 14.2 months). Patients who attained a CR achieved a median PFS of 27.4 months while those
who attained a PR achieved a PFS of 3.9 months. See Figure 712 for median PFS by best clinical response.



Figure 712: Progression-free survival by best clinical response per IRF
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Patients who received AdeetrisADCETRIS achieved a PFS improvement versus last therapy received prior to study

entry (19.6 months [ 9.1, -NE] versus 5.9 months [3.9, 8.3] as assessed by investigator). See Figure 138 for a KM plot
of PFS with AdeetrisADCETRIS compared to PFS from last therapy received prior to study entry.

Figure 813: Comparison of current PFS per investigator and PFS achieved with the last therapy received
prior to study entry
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In addition, patients experienced a greater overall and CR rate compared to their most recent therapy. The median
overall survival was not reached. The estimated 36 months overall survival was 63% (95% CI [51, 76]).

An exploratory intra-patient analysis showed that approximately 69% of the sALCL patients treated with brentuximab
vedotin as part of the SG035-0004 clinical study experienced an improvement in clinical benefit as measured by longer
progression free survival (PFS) compared with their most recent prior line of therapy.



Cutaneous T-Cell Lymphoma (CTCL)

Study C25001
The efficacy and safety of AdeetrisADCETRIS as a single agent was evaluated in a pivotal phase 3, open-label,
randomized, multicentere study in 128 patients with histologically confirmed CD30-expressing CTCL.

Patients were stratified by disease subtype (mycosis fungoides [MF] or primary cutaneous anaplastic large cell
lymphoma [pcALCL]) and randomized 1:1 to receive either AdeetrisADCETRIS or the physician’s choice of either
methotrexate or bexarotene. Patients with pcALCL received either prior radiation therapy or at least 1 prior systemic
therapy and patients with MF received at least 1 prior systemic therapy. Patients were treated with 1.8 mg/kg of
AdeetrisADCETRIS intravenously over 30 minutes every 3 weeks for up to 16 cycles or physician’s choice for up to
48 weeks. The median number of cycles was approximately 12 cycles in the AdeetrisADCETRIS arm. In the physician’s
choice arm, the median duration of treatment (number of cycles) for patients receiving bexarotene was approximately
16 weeks (5.5 cycles) and 11 weeks (3 cycles) for patients receiving methotrexate. Table 720 provides a summary of
the baseline patient and disease characteristics.

Table 720: Summary of Baseline Patient and Disease Characteristics in the Phase 3 CTCL Study (Intention-to-
Treat (ITT) Population)

AdecetrisADCETRIS Physician’s c€hoice (methotrexate
N=64 or bBexarotene)
N=64
Patient Characteristics
Median age (range) 62 years (22-83) 58.5 years (22-83)
Patients = 65 years old n (%) 28 patients (44) 24 patients (38)
Gender n (%) 33M (52%)/ 31F (48%) 37M (58%)/ 27F (42%)
ECOG status n (%)
0 43 (67) 46 (72)
1 18 (28) 416 (25)
2 3(5) 2(3)
Disease Characteristics
Median number of prior therapies 4 (0-13) 3.5(1-15)
(range)
Median number of skin-directed 1(0-6) 1(0-9)
therapy (range)
Median number of systemic therapy | 2 (0-11) 2 (1-8)
(range)

The primary endpoint was objective response rate that lasts at least 4 months (ORR4) (duration from first response to
last response = 4 months), as determined by an independent review of the Global Response Score (GRS) consisting
of skin evaluations (modified severity weighted assessment tool [MSWAT] assessment), nodal and visceral
radiographic assessment, and detection of circulating Sézary cells. The ORR4 was significantly higher in the
AdeetrisADCETRIS arm compared to the physician’s choice arm (56.3% vs 12.5%, p<0.0001). Table 821 includes the
results for ORR4 and other key secondary endpoints.

Table 218: Efficacy Results in CTCL patients Treated with 1.8 mg/kg of Trade Name Every 3 Weeks (ITT
Population)

AdeetrisADCETRIS Physician’s c€hoice (mMethotrexate
N=64 or bBexarotene)
N=64
Objective Response Rate 4 (ORR4) per IRF
N (%) 36 (56.3) | 8(12.5)
Percent Difference (95% Cl) 43.8(29.1, 58.4)

p-value <0.0001
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Complete Response (CR) per IRF

N (%) 10 (15.6) 1(1.6)
Percent Difference (95% Cl) 14.1 (+4.0, 31.5)

Adjusted p-value? 0.0046

Progression Free Survival (PFS)

per IRF

Median (months) 16.7 3.5
Hazard Ratio 0.270

95% CI (0.17, 0.43)

Adjusted p-value? <0.001

a Calculated from a weighted Holm’s procedure

Pre-specified subgroup analyses of ORR4 per IRF were performed by patients’ CTCL subtype, physicians’ choice of
treatment, baseline ECOG status, age, gender, and geographic region. The analyses showed a consistent trend
towards benefit for patients who received AdeetrisADCETRIS compared with patients who received physician’s choice.
ORR4 was 50% and 75% in the AdeetrisADCETRIS arm versus 10.2% and 20% in the physician’s choice arm for MF
and pcALCL, respectively.

No meaningful differences in quality of life (assessed by the EuroQol five dimensions questionnaire [EQ-5D] and
Functional Assessment of Cancer Therapy-General [FACT-G]) were observed between the treatment arms.

The efficacy and safety of AdeetrisADCETRIS were evaluated in two additional open-label studies in 108 patients with
relapsed CD30+ CTCL (including patients with MF and pcALCL as well as SS, Lyp and mixed CTCL histology)
regardless of CD30 expression level. Patients were treated with AdeetrisADCETRIS 1.8 mg/kg intravenously over 30
minutes every 3 weeks for up to 16 cycles. The safety and efficacy results in these studies were consistent with results
in Study C25001.

Overall response rates for MF were 54-66%; pcALCL, 67%; SS, 50%; LyP, 92%; and mixed CTCL histology, 82-
85%.
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Pharmacokinetic Properties

neral Intr ion

Absorption and Bioavailabili

Th rum pharmacokineti f ADC following an intraven f isSADCETRIS were similar to other

closest to the end of infusion. A multiexponential decline in ADC serum concentrations was observed with a terminal
half-life



Ih I|m|n ion of MMAE w: I|m| its r; f rel from ADC. The tim maximum concentration ran
from roximately 1 fter h _infusion. MMAE ex r r fter multipl f
AdeetrisADCETRIS with i i i

nd of infusion, and exhlblted a mono- exgonentlal decline with a t1/2; of aggrommateu 3 to 4 days.
After multiple- 1V infusion of 1.2 mg/k isADCETRIS every two week - rough concentration
f ADC and MMAE wer hievi | n - hiev he pharmacokinetics (PK) of AD

did not appear to change with time. ADC accumulation (as assessed by AUC14p between Cycle 1 and Cycle 3) was

1.27- fold. The exposure of MMAE (as assessed by AUC14p between Cycle 1 and Cycle 3) appeared to decrease with
tlme roximatel

The pharmacokinetics of MADCETRIS in combination with CHP were eval in ingl
22 ien N35-014). After multiple- 1IV_infusion of 1.8 mg/kg AdeetrisADCETRIS every 3 weeks, the
harmacokineti f ADC and MMAE were similar to th f monother:

The pharmacokinetics of ADCETRIS was not studied in the BrECADD regimen.

In vive ta in animals and human ts that onl mall fraction of MMAE rel from isADCETRIS is

not in ny major CYP4 nzymes in prim Itur f human h
Elimination
An xrtin il Wi ndertaken in patients who receiv f 1.8 mg/kg of 'ADCETRIS rnt xim

the urine and the maj rltw xcrets nchan

Special P )
Pediatric

Clinical studies of AdeetrisADCETRIS did not include su amt Ik t ! ag
whether they re nd differently from older i . Saf nd effi have n n lish
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Renal imgairment
A

MADCETRIS tp_gatlents with mild (n= 4) moderate (n= 3) an d severe (n 3) rengl |mQ§|rm§nt Com Qg gg to

patients with normal renal function, MMAE exposure increased approximately 1.9-fold in patients with severe renal
: ;

Hggg;ig imggirmgn;

kineti iSADCETRIS_and MMAE after th ministration of 1.2 mg/ki
MADCETRIS ;g ggygn@ with m||g (Q ild-| Puah A; n= 1) moderg;g gg ild- Puah B; n=5) and severe (Chlld Puah

a rommatel 2. -fold in patients with he atlc im, alrment

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility

Mutagenicity

MMAE was negative for mutagenicity in the bacterial reverse mutation Ames test) and the m lymphom:.
forward m ion . The in vivo r: ne marrow micronucl reveal n nic rather than cl ni
micronuclear formation. These results were consistent with the pharmacological effect of MMAE on the mitotic apparatus
isruption of the micr le network) in cells.

Impairment of Fertility
Ih_e_eff_e_ClS_Qf_AéﬁﬂﬁADCETRIS on huma

gng fgg ity. Testic ;Igr atrophy and ggggngrgygn were gggg gg in a 4-week rat study whgn %ADCETRI _was

iven weekly at intraven f 5 or 10 ma/kg.
TIh han wer rtially reversible followin 16-week treatment-fr riod.

ntainin AD Amll rat in, or n f ndary and tertiary ovarian follicles w:
g_b_s_erved in young fem_&e cvnomolquwevs at doses > 3 mg/kg weekly for 4 weeks. These effects showed

INCOMPATIBILITIES

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal products.

STORAGE CONDITIONS

Store at 2 - 8°C. Keep the container in the original carton.

Shelf life
Unopened vial:
4 years.

Reconstituted AdeetrisADCETRIS Vial:
Chemical and physical in-use stability has been demonstrated for 24 hours at 2 — 8°C. From a microbiological point
of view, the product must be used within 24 hours after vial reconstitution.

Infusion Bag with Diluted AdeetrisADCETRIS:

The chemical and physical in-use stability of the diluted solution has been demonstrated for 24 hours at 2 —-8°C when
the dilution occurs immediately after reconstitution. From a microbiological point of view, the product must be used
within 24 hours after vial reconstitution.

INSTRUCTIONS FOR USE AND HANDLING AND DISPOSAL

Procedures for proper handling and disposal of anticancer drugs should be considered. Several guidelines on this
subject have been published.
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PACKAGING AVAILABLE

Pack of 1 vial containing 50mg of brentuximab vedotin powder.

NAME AND ADDRESS OF MANUFACTURER/MARKETING AUTHORIZATION HOLDER

Manufacturer

BSP Pharmaceuticals S.p.A

Via Appia Km 65,561

Latina Scalo (LT) 04013, Italy for
Takeda Pharmaceutical Company Ltd.

Product Registration Holder

Takeda Malaysia Sdn Bhd

Unit TB-L13-1, Level 13, Tower B, Plaza 33
No.1, Jalan Kemajuan, Seksyen 13

46200 Petaling Jaya, Selangor, Malaysia
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