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From: Roche Bangladesh Limited

Ninakabbo, 227/A, Level-11 (South), Tejgaon Gulshan Link Road,
Tejgaon I/A, Dhaka-1208, Bangladesh

To: The Director General
Directorate General of Drug Administration
Mohakhali, Dhaka 1212, Bangladesh
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Date: 31 July 2024

Tecentriq (atezolizumab) and Avastin (bevacizumab):
Atezolizumab in combination with bevacizumab is NOT approved
as adjuvant therapy in patients with hepatocellular carcinoma at
high risk of recurrence after surgical resection or ablation and the
benefit-risk profile does not support the use of atezolizumab plus
bevacizumab in this setting

Dear Healthcare professional,
Roche Bangladesh Limited in agreement with Directorate General of Drug Administration
would like to inform you of the following:

Summary

e As of a clinical cut-off date of 3 May 2024, updated analysis data from
IMbrave050, a study evaluating atezolizumab in combination with
bevacizumab in the adjuvant setting of hepatocellular carcinoma (HCC),
show that the recurrence-free survival (RFS) benefit seen at the first
interim analysis is not sustained with longer follow-up. Of note, overall
survival (OS) data is still immature at the time of this updated analysis.
The overall safety profile remains consistent with the first interim
analysis. Based on these data, the benefit-risk profile does not
support the use of atezolizumab plus bevacizumab as an adjuvant
therapy for HCC.

Related to Doc No SOP-0111902
Version: 1.0
Effective Date: 31-Jan-2020 Page 1 of 3



e Whilst the combination of atezolizumab and bevacizumab is not approved
anywhere for this indication, given the high unmet need, some clinical
guidelines list this combination as a potential adjuvant therapy option for
HCC patients following curative intent resection or ablation. However, the
most recent IMbrave050 study results do not support the use of this
combination for the adjuvant treatment of HCC patients; therefore, this
Direct Healthcare Professional Communication (DHPC) is being sent to
advise against the potential off-label use of atezolizumab in combination
with bevacizumab for the adjuvant treatment of HCC.

e There is no impact on the approved indication of unresectable HCC, where
the combination of atezolizumab and bevacizumab remains a standard of
care treatment option.

Background on the recent benefit-risk data

IMbrave050 is a Phase 3, multicenter, randomized, open-label study of atezolizumab +
bevacizumab vs active surveillance as adjuvant therapy in patients with hepatocellular
carcinoma (HCC) at high risk of recurrence after surgical resection or ablation.

The primary endpoint was independent review facility (IRF)-assessed recurrence-free survival
(RFS)!. Select secondary endpoints included overall survival (0S) and safety.

Although the primary endpoint of RFS was met at the first interim analysis in early 2023, the
recently updated RFS data from IMbrave050 show that the initial RFS benefit is not sustained
with longer follow-up. The OS data remain immature and continue to not show a benefit. The
overall safety profile remains consistent with the first interim analysis. The data from this
analysis will be presented at an upcoming medical congress.

Based on this data, the benefit-risk profile does not support the use of atezolizumab plus
bevacizumab as an adjuvant therapy for HCC.

Whilst the combination of atezolizumab and bevacizumab is not approved in this indication,
some clinical guidelines currently recommend the use of this combination based on the first
interim analysis data.

This DHPC is therefore being distributed to communicate the emerging results of IMbrave050
and advise against the potential off-label use of atezolizumab in combination with
bevacizumab for the adjuvant treatment of HCC, as the IMbrave050 study results do not
support using the combination of atezolizumab and bevacizumab as adjuvant therapy to treat
patients with resected or ablated hepatocellular carcinoma at high risk for recurrence.

There is no impact on the approved indication of(gpé?ectab]e HCC, where the combination of
atezolizumab and bevacizumab remains a stapdard of care treatment option.
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Call for reporting /&&

Health Care professionals should report any adverse nts suspected to be associated with
the use of Tecentriq (Atezolizumab) & Avastin (Bevacizumab) to: Email:
bangladesh.drugsafety@roche.com; Phone: +8801766686086

Company contact point
Do you have any question regarding the use of Tecentrig (Atezolizumab) & Avastin
(Bevacizumab), please feel free to contact us at:

Md. Hasan Uz Zaman
Head of Integrated Strategy
TA- Oncology | 120 | EP

Roche Bangladesh Ltd
Ninakabbo, Level-2, (Unit-B; South-West)
227/A Gulshan-Tejgaon Link Road, Tejgaon I/A Dhaka-1208, Bangladesh

Tel: +8809612403144, +8809612403145, +8809612403146
Mob : +8801730082130

Mail: hasan_uz.zaman@roche.com

Annexes

1Qin S, Chen M, Cheng AL, et al. Atezolizumab plus bevacizumab versus active surveillance in
patients with resected or ablated high-risk hepatocellular carcinoma (IMbrave050): a
randomised, open-label, multicentre, phase 3 trial. Lancet 2023;402:1835-1847.
https://pubmed.ncbi.nim.nih.gov/37871608/

Yours sincerely,

Roche Bangladesh Limited

Pritu Saha Rahul Dr. Farzana Raqu
Regulatory Affairs & Quality Specialist Head of Medigal & Regulatory
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TECENTRIQ (ATEZOLIZUMAB)
AVASTIN (BEVACIZUMAB)

DHPC Communication Plan for Global DHPC on the concern of potential off-label use of

' Tecentrig in combination with Avastin in the adjuvant HCC setting

Medicinal
product(s)/active
substance(s)

TECENTRIQ (atezolizumab)
AVASTIN (bevacizumab)

Marketing authorisation
holder(s)

Roche Bangladesh Limited

Concern and purpose of
the communication

Concerns on the potential off-label use of atezolizumab in
combination with bevacizumab for the adjuvant treatment of
hepatocellular carcinoma (HCC) given that the benefit-risk profile
does not support the use of atezolizumab plus bevacizumab in this
setting

Purpose of the communication:

e To advise against the potential off-label use of atezolizumahb
in combination with bevacizumab as adjuvant therapy in HCC
patients following curative intent resection or ablation.

e To clarify that there is no impact on the approved indication
of unresectable HCC, for which the combination of
atezolizumab and bevacizumab remains a standard of care
treatment option

DHPC recipients

Prescribing Hepatologists/Oncologists/Hepatobiliary (HPB)
Surgeons/interventional Radiologists/ Oncology clinics/Hepatology
departments/ Oncology departments/ HPB Surgery departments/
hospital pharmacists.

* To be distributed as per country specific distribution channels

* To be distributed as per local regulation

Member States where
the DHPC will be
distributed

The letter will be distributed globally, i.e. to all countries or regions
where Tecentrig and bevacizumab (including but not limited to
Avastin) are approved and marketed.

Information for DSCL Business Partner Distribution

DHPC sign off date (effective date)

16-July-2024

DHPC required to be sent to Business Partners

Yes, if applicable, as per local agreements.

Product(s) that DHPC relates to

Tecentriq (atezolizumab)
Avastin (bevacizumab)

Text to include in email to Business Partners

s This message is intended for information
%’") purposes, please conduct your internal
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assessment, as per the agreements signed
with Roche, whether any further action is
required.

Comments and Exclusions No Exclusions.

; Distribution to local Business Partners

Local Business Partners Radiant Pharmaceutical limited

| |
| Timetable <delete steps that are not applicable>  Date

Dissemination of DHPC 15 August 2024

-
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