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1. ADCETRIS is indicated for the treatment of adult patients with relapsed or refractory CD30+
Hodgkin lymphoma (HL):
1) following autologous stem cell transplant (ASCT) or

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

2. ADCETRIS is indicated for the treatment of adult patients with relapsed or refractory
systemic anaplastic large cell ymphoma (sALCL).

3. ADCETRIS is indicated for the treatment of adult patients with CD30+ HL at increased risk of
relapse or progression following ASCT.

4. ADCETRIS is indicated for the treatment of adult patients with CD30+ cutaneous T-cell
lymphoma (CTCL) after at least 1 prior systemic therapy.

5. ADCETRIS is indicated for the treatment of adult patients with previously untreated Stage lll
or IV classical Hodgkin lymphoma (cHL), in combination with doxorubicin, vinblastine, and
dacarbazine.

6. ADCETRIS is indicated for the treatment of adult patients with previously untreated systemic
anaplastic large cell lymphoma (sALCL) or other CD30-expressing peripheral T-cell
lymphomas (PTCL), including angioimmunoblastic T-cell ymphoma and PTCL not otherwise
specified, in combination with cyclophosphamide, doxorubicin, and prednisone.

brentuximab vedotin 50 mg/vial :7'vo 2> n
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5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Study €25003

Patients with nodular lymphocyte predominant HL (NLPHL) were excluded from the study.
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Table 7: Efficacy results for previously untreated HL patients treated with 1.2 mg/kg of

ADCETRIS + AVD on days 1 and 15 of a 28-day cycle (ITT-ard Stage IV)

Intent to Treat (ITT) Population Patients-with-Stage V- Disease
ADCETRIS | ABVD Stratified ADCETRIS| ABVD | Unstratified
+ AVD n=670 Hazard Ratio | +AVD n=421 |(Hazard Ratio
n=664 and p-value B=425 and p-values
Number of 117(18) | 146 (22) 708
. = L
events (%0) 0.77 071
(95% CI [0.60, T
Estimated 81 71.2 0.98]) 200505 75340504 8961
mPFS? per IRF | (9504 CI (95% CL | p-value=0.035 | crf77.8 |ci{7e.6, FVake=0:023
at2 Year (%) | [78.8, 85.0]) &321;; 855 | 703]
Overall 0.73 <
Survival? (95% CI[0.45, (059 C1{0.27
Number of 28(4) 39.(6) 1.18]) 635 266 0:97h
deaths (%0) p-value=0.199 p-value=0-037

2At the time of analysis, the median modified PFS follow-up time for both arms was 24.6 months

*Data from an interim OS ana.h 518
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Other secondary efficacy endpoints including CR rate and ORR at the end of randomisation regimen,
CR rate at the end of first-line therapy, and the rate of PET negativity at the end of Cycle 2, duration
of response (DOR), duration of complete remission (DOCR), disease-free survival (DFS) and
event-free survival (EFS) all trended in favour of ADCETRIS + AVD in-beth the ITT and-Stase 1

population.

Pre specmﬁed subgroup analyses of modlﬁed PFS per IRF wefe—peiiefmed—fer—ﬂie—lﬂ—pepu{&t-ten

luncall\ memmgful defel ence bem een rhe two treatment arms in mest—&ubﬁeufs—’lihe—eﬁeac—y—xﬂ
the elderly patient-population (patients > 60 years of age [n=186] [HR=1.00, 95% CI (0.58, 1.72)] and

= 65 years of age [n=122] [HR=1.01, 95% CI (0.53, 1.94)]) and patients s#th-ne-without extranodal

sites (n=445) (HR=1.04, 95% CI [0.67, 1.62])shewednechlnically meanincful difference betweenthe

BVo-arms.
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As of a0l June 2021 cut-off date, approximately 5 years after enrolment of the last patient, the results

in the ITT population showed a statistically significant improvement in OS in the ADCETRIS + AVD

arm compared with patients treated with ABVD [HR = 0.59, 95% CI (0.396, 0.879)]-.1a-the stage IV
. . o .
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In the Stage III population, OS results indicated a 14% reduction in the risk of death in the A+AVD
arm compared with patients in the ABVD arm (HR = 0.86, 95% CI [0.452, 1.648]); in the Stage IV
population there was a 52% reduction in the risk of death (HR = 0.48, 95% CI [0.286, 0.799]). A

subgroup analysis of OS showed no clinically meaningful difference between the two treatment arms
for patients without extranodal sites (n=445) (HR = 1.18, 95% CI [0.641, 2.187]).

Median OS was not reached for either A+AVD or ABVD patients [95%-°CI (NE, NE)].

Figure3ligure 2: Overall survivalin-patients-with Stage N -disease (ADCETRIS + AVD vs.
ABVD) (ITT. 6 years median follow up)
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A descriptive analysis of OS was performed using data with median follow-up of over 7 years for OS.
In the ITT population. a lower proportion of patients randomized to A + AVD had died (44 deaths,
7%) compared with patients randomized to ABVD (67 deaths, 10%; HR = 0.61, 95% CI [0.414,
0.892]). Similar proportions of Stage III patients randomized to A+AVD (20 deaths, 8%) and ABVD
(20 deaths, 8%) had died (HR = 1.00, 95% CI [0.540, 1.866]). A lower proportion of Stage IV patients
randomized to A + AVD (24 deaths. 6%) had died compared with patients randomized to ABVD

(46 deaths, 11%: HR = 0.48, 95% CI [0.291, 0.784]).

In the ITT population, 33% fewer patients treated with ADCETRIS + AVD in the ITT population
received subsequent salvage chemotherapy (n=66) and high-dose chemotherapy and transplant (n=36)
compared with those treated with ABVD (n=99 and n=>54, respectively). In the Stage IV population,
35% fewer patients treated with ADCETRIS + AVD received subsequent salvage chemotherapy
(n=45) compared with those treated with ABVD (n=69) and 22% fewer patients treated with
ADCETRIS + AVD received high-dose chemotherapy and transplant (n=29) compared with those
treated with ABVD (n=37).
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