Atezolizumab (Tecentriq®) as adjuvant treatment following complete resection and platinum-based chemotherapy

for patients with non-small cell lung cancer (NSCLC)

Drug description

General information

Indication [1]

Atezolizumab (Tecentriq®) is a PD-L1 inhibitor.

3

¢ Vinorelbine
. Gemcitabine
. Paclitaxel

. Docetaxel

e Etoposide

¢ Pemetrexed

EMA [1]

Atezolizumab (Tecentriq®) as monotherapy is indicated as adjuvant treatment following complete resection and platinum-based chemotherapy for adult
patients with NSCLC with a high risk of recurrence whose tumours have PD-L1 expression on = 50% of tumour cells (TC) and who do not have EGFR
mutant or ALK-positive non-small cell lung cancer (NSCLC).

«+  Patients with NSCLC are offered the following chemotherapy drugs, in combination with cisplatin or carboplatin:

Regulatory status

Current treatment [2]

FDA [3, 4]

Approval status for this indication: On 22 April 2022, the CHMP adopted a positive
opinion recommending a change to the terms of the marketing authorisation for
Tecentriq®.

The CHMP adopted a new indication as follows:
% Early-stage NSCLC:

*  Tecentriq® as monotherapy is indicated as adjuvant treatment
following complete resection and platinum-based chemotherapy
for adult patients with NSCLC with a high risk of recurrence whose
tumours have PD-La expression on = 50% of TC and who do not
have EGFR mutant or ALK-positive NSCLC.

Other indications: Tecentriq® is indicated:
% Urothelial carcinoma (UQ):
* asmonotherapy for the treatment of adult patients with locally
advanced or metastatic UC:
0  after prior platinum-containing chemotherapy, or
0 who are considered cisplatin ineligible, and whose
tumours have a PD-L1 expression = 5%.
% Metastatic NSCLC
e in combination with bevacizumab, paclitaxel and carboplatin, for
the first-line treatment of adult patients with metastatic non-
squamous NSCLC. In patients with EGFR mutant or ALK-positive

NSCLC, Tecentriq®, in combination with bevacizumab, paclitaxel

and carboplatin, is indicated only after failure of appropriate

targeted therapies.

Approval status for this indication: On 15 October 2021, the FDA approved atezolizumab (Tecentriq®) for adjuvant
treatment following resection and platinum-based chemotherapy in patients with stage Il to IlIA NSCLC whose tumours
have PD-L1 expression on = 1% of TC, as determined by an FDA-approved test.

v Priority review
v" The FDA also approved the VENTANA PD-L1 (SP263) Assay (Ventana Medical Systems, Inc.) as a companion
diagnostic device to select patients with NSCLC for adjuvant treatment with Tecentriq®.

Other indications: Tecentriq® is indicated:

% UC
e forthe treatment of adult patients with locally advanced or metastatic UC who:
0 arenot eligible for cisplatin-containing chemotherapy and whose tumours express PD-L1 (PD-
L1 stained tumour-infiltrating IC covering = 5% of the tumour area), as determined by an FDA-
approved test, or
0 arenoteligible for any platinum-containing chemotherapy regardless of PD-L1 status
e Thisindication is approved under accelerated approval based on tumour response rate and duration of
response.
s NSCLC

o forthe first-line treatment of adult patients with metastatic NSCLC whose tumours have high PD-L1
expression (PD-L1 stained = 50% of TC = 50% or PD-L1 stained tumour-infiltrating IC covering = 10% of
the tumour area IC = 10%), as determined by an FDA-approved test, with no EGFR or ALK genomic
tumour aberrations.

e in combination with bevacizumab, paclitaxel, and carboplatin, for the first-line treatment of adult
patients with metastatic non-squamous NSCLC with no EGFR or ALK genomic tumour aberrations.

e in combination with paclitaxel protein-bound and carboplatin for the first-line treatment of adult
patients with metastatic non-squamous NSCLC with no EGFR or ALK genomic tumour aberrations for
the treatment of adult patients with metastatic NSCLC who have disease progression during or following
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e in combination with nab-paclitaxel and carboplatin, for the platinum-containing chemotherapy. Patients with EGFR or ALK genomic tumour aberrations should

first-line treatment of adult patients with metastatic non- have disease progression on FDA-approved therapy for NSCLC harbouring these aberrations prior to
squamous NSCLC who do not have EGFR mutant or ALK-positive receiving Tecentriq®.
NSCLC. o forthe treatment of adult patients with metastatic NSCLC who have disease progression during or

e asmonotherapy for the first-line treatment of adult patients with following platinum-containing chemotherapy. Patients with EGFR or ALK genomic tumor aberrations
metastatic NSCLC whose tumours have a PD-L1 expression = 50% should have disease progression on FDA-approved therapy for NSCLC harboring these aberrations prior
TC or = 10% tumour-infiltrating immune cells (IC) and who do not to receiving Tecentrig®.
have EGFR mutant or ALK-positive NSCLC. % SCLC

* asmonotherapy for the treatment of adult patients with locally e in combination with carboplatin and etoposide, for the first-line treatment of adult patients with ES-
advanced or metastatic NSCLC after prior chemotherapy. Patients SCLC.
with EGFR mutant or ALK-positive NSCLC should also have < HCC
received targeted therapies before receiving Tecentriq®. e  in combination with bevacizumab for the treatment of patients with unresectable or metastatic HCC

% Small cell lung cancer (SCLC) who have not received prior systemic therapy.

e in combination with carboplatin and etoposide, for the first-line % Melanoma
treatment of adult patients with extensive-stage small cell lung * in combination with cobimetinib and vemurafenib for the treatment of patients with BRAF V600
cancer (ES-SCLCQ). mutation-positive unresectable or metastatic melanoma.
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% Triple-negative breast cancer (TNBC)

e in combination with nab-paclitaxel for the treatment of adult
patients with unresectable locally advanced or metastatic TNBC
whose tumours have PD-L1 expression = 1% and who have not
received prior chemotherapy for metastatic disease.

% Hepatocellular carcinoma (HCC)

e in combination with bevacizumab, for the treatment of adult
patients with advanced or unresectable HCC who have not
received prior systemic therapy.

Costs

Tecentriq® concentrate for solution for infusion 1200 mg/ml = € 4,799.20 (ex-factory price) [5].

Warnings and precautions [3]

0,
o

Immune-mediated adverse reactions
e Immune-mediated adverse reactions, which may be severe or fatal, can occur in any organ system or tissue, including the following: immune-mediated pneumonitis, immune-mediated colitis,
immune-mediated hepatitis, immune-mediated endocrinopathies, immune-mediated dermatologic adverse reactions, immune-mediated nephritis and renal dysfunction, and solid organ
transplant rejection.
e Monitor for early identification and management. Evaluate liver enzymes, creatinine, and thyroid function at baseline and periodically during treatment.
e Withhold or permanently discontinue based on severity and type of reaction.
% Infusion-related reactions
e Interrupt, slow the rate of infusion, or permanently discontinue based on severity of infusion reactions.
% Complications of allogeneic HSCT
e Fatal and other serious complications can occur in patients who receive allogeneic HSCT before or after being treated with a PD-1/PD-L1 blocking antibody.
+ Embryo-foetal toxicity:
*  Can cause foetal harm. Advise females of reproductive potential of the potential risk to a foetus and use of effective contraception.

Study characteristics [6-8]
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atezolizumab disease-free
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1200 Mg . survival )
GO29527 1005* supportive . . multicentre, open-label, PD-L1
NCT02486718 every 21 days care? (investigator- phase 3 study
(for 16 cycles assessed)

or 1year)

Efficacy (I vs. C): primary data (interim analysis)

Patients in the stage II-Il1A population whose tumours expressed PD-L1 on 1% or more of tumour cells

Median duration of follow-up at the data cutoff (21 Jan, 2021): 32.8 months (IQR 27.6-39.0)

Disease-free survival events: 35% vs. 46%; stratified HR for disease-free survival 0.66 (95% Cl 0.50—0.88; p=0.0039)
3-year disease-free survival rates: 60.0 % vs. 48.2%

Patients in the stage lI-llIA population:

Median duration of follow-up at the data cutoff (21 Jan, 2021): 32.2 months (27.4—-38.3)
Disease-free survival events: 39% vs. 45%; HR for disease-free survival 0.79, 0.64—0.96; p=0.020
3-year disease-free survival rates: 56% vs. 49%

OS: stratified HR 0.77 (0.51-1.17)

ITT population:
Median duration of follow-up at the data cutoff (21 Jan, 2021): 32.2 months (27.5-38.4)

Disease-free survival: 37% vs. 43%; boundary for statistical significance for disease-free survival was not crossed (HR of 0.81, 0.67-
0.99; P=0.040)

3-year disease-free survival: 58% vs. 53%

OS: stratified HR 1.07 (95% Cl 0.80-1.42)

Patients in the stage lI-IlIA population whose tumours expressed PD-L1 on 50% or more of tumour cells
Disease-free survival (secondary endpoint): unstratified HR was 0.43 (95% Cl 0.27-0.68)
OS: stratified HR 0.99 (0.73-1.33)

UPDATE: Interim analysis of the Impowerozo trial4; median follow up 46 months [9]:

Median OS in patients with PD-L1 expression of 1% or more: not reached in either group; HR 0.71; 95% Cl, 0.49-1.03

OS rates at 36 months and 60 months: 82.1% and 76.8% vs. 78.9% and 67.5%

Median OS (in all patients who were randomised to treatment): not reached in either group; OS events in: 26.0% vs. 26.4% of patients
in each respective group

F Hoffmann-
La Roche
and
Genentech

[71

Safety (I vs. C): primary data (interim analysis),
safety population n=990
AEs of any grade: 459/495 (93%) vs. 350/495 (71%)
AEs of grade 3 or 4: 108/495 (22%) vs. 57/495 (12%)
AEs of grade 5: 8/495 (2%6) vs. 3/495 (1%)
SAEs: 87/495 (28%) vs. 42/495 (8%)
Treatment-related AEs: 335/495 (68%)
Treatment-related AEs of grade 3 or 4: 53/495 (11%)
Treatment-related SAEs: 37/495 (7%)
Atezolizumab-related AEs of grade 5: 4/495 patients (1%)5
Atezolizumab discontinuation due to AEs: 9o patients/495 (18%)
Immune-mediated AEs: 256/495 (52%) vs. 47/495 patients (9%)

1507 patients were assigned to receive atezolizumab and 498 were assigned to receive best supportive care, making up the ITT population; 882 patients who were randomly assigned had stage II-IlIA disease, and of
these, 476 had tumours expressing PD-L1 on 1% or more of tumour cells per SP263 assay; these groups formed the 3 primary efficacy populations.

2 Observation and regular scans for disease recurrence after adjuvant platinum-based chemotherapy (1-4 cycles).
3 The IMpoweroz1o trial is currently ongoing; estimated study completion date is 12/2027.

4 Presented at the 2022 World Conference on Lung Cancer.

5 Myocarditis, interstitial lung disease, multiple organ dysfunction syndrome, and acute myeloid leukaemia.




Median OS (in the ITT population): not reached in either group; HR 0.995; 95% Cl, 0.78-1.28; p=.9661; OS events were reported in
25.0% and 24.9% of patients in each group, respectively.

ESMO-MCBS version 1.1 [10] for FDA indication: patients in the stage II-IlIA population whose tumours expressed PD-L1 on 1% or more of tumour cells

Scale Int. Form MG ST MG HR (95% Cl) Score calculation PM Toxicity QoL Al FM
3-year Improvement in DFS
Original | adjuvant 1 - DFS: 0.66 (0.50-0.88) ?/lv(i)tnheo(ul—'ii;c:usr? A - - - A
0,
+12% survival data
3-year Improvement in DFS
Adapted | adjuvant 1 - DFS: 0.66 (0.50-0.88) alo;;;':ft;iizfo) B - - - B
0,
¥12% survival data

Risk of bias (RCT) [11]
. . h hich
Adequate generation of . T Selective outcome .Ot er aspect§ whie n ;
o Adequate allocation concealment Blinding . . increase the risk of Risk of bias
randomisation sequence reporting unlikely bias
yes - no, open-label unclear® yes? unclear

First published: 05/2022

Last updated: 09/2022

Abbreviations: AE=adverse event, AJ=adjustment, ALK=anaplastic lymphoma kinase, C=comparator, CHMP=Committee for Medicinal Products for Human Use, Cl=confidence interval, EGFR=epidermal growth factor receptor, EMA=European
Medicines Agency, ES-SCLC=extensive-stage small cell lung cancer, ESMO-MCBS= European Society of Medical Oncology — Magnitude of Clinical Benefit Scale, FDA=Food and Drug Administration, FM=final magnitude of clinical benefit grade,
HCC=hepatocellular carcinoma, HR=hazard ratio, HSCT=haematopoietic stem cell transplantation, I=intervention, IC=simmune cells, Int.=intention, ITT=intention-to-treat, IQR=interquartile range, MG=median gain, n=number of patients,
NSCLC=non-small cell lung cancer, OS=overall survival, PD-L1=programmed-death-ligand 1, PE=primary endpoint, PFS=progression-free survival, PM=preliminary grade, QoL=quality of life, SAE=serious adverse event, SCLC=small cell lung
cancer, ST=standard treatment, TC=tumour cells, TNBC=triple-negative breast cancer, UC=urothelial carcinoma
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