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AVASTIN
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Bevacizumab 25mg/ml
Concentrate for solution for infusion
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1. Avastin in combination with fluoropyrimidine-based chemotherapy is indicated
for treatment of patients with metastatic carcinoma of the colon or rectum.

2. Avastin in addition to platinum-based chemotherapy is indicated for first - line
treatment of patients with unresectable advanced metastatic or recurrent non-
small cell lung cancer other than predominantly squamous cell histology.

3. Avastin in combination with interferon alfa-2a is indicated for first line
treatment of patients with advanced and /or metastatic renal cell cancer.

4. Avastin in combination with paclitaxel is indicated for first-line treatment of
patients with metastatic breast cancer.

5. Avastin as a single agent, is indicated for the treatment of glioblastoma in
patients with progressive disease following prior therapy.

6. Avastin, in combination with carboplatin and paclitaxel, is indicated for the
front-line treatment of advanced (FIGO stages III B, Il C and IV) epithelial
ovarian, fallopian tube, or primary peritoneal cancer in patients who are at high
risk for recurrence (residual disease after debulking).

7. Avastin, in combination with carboplatin and gemcitabine, is indicated for the
treatment of adult patients with first recurrence of platinum-sensitive epithelial
ovarian, fallopian tube or primary peritoneal cancer who have not received
prior therapy with bevacizumab or other VEGF inhibitors or VEGF receptor-
targeted agents.
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8. Avastin (Bevacizumab) in combination with paclitaxel, topotecan, or pegylated
liposomal doxorubicin is indicated for the treatment of adult patients with
platinum-resistant recurrent epithelial ovarian, fallopian tube, or primary
peritoneal cancer who received no more than two prior chemotherapy regimens
and who have not received prior therapy with bevacizumab or other VEGF
inhibitors or VEGF receptor—targeted agents.

9. Avastin (Bevacizumab) in combination with paclitaxel and cisplatin or paclitaxel
and topotecan is indicated for treatment of patients with persistent, recurrent,
or metastatic carcinoma of the cervix.

10. Avastin, in combination with erlotinib, is indicated for first-line treatment of
adult patients with unresectable advanced, metastatic or recurrent non-
squamous non-small cell lung cancer with Epidermal Growth Factor Receptor
(EGFR) activating mutations.

1. Avastin, in combination with atezolizumab, is indicated for the treatment of
patients with unresectable or metastatic hepatocellular carcinoma (HCC) who have
not received prior systemic therapy.
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:NIN VT'AN DTV 4.4 Special warnings and precautions for use 0'v02

[...]

Hypersensitivity reactions (including anaphvlactic shock) /infusion reactions (see section 4.8) Patients

may be at risk of developing infusion/hypersensitivity reactions (including anaphylactic shock).

Close observation of the patient during and following the administration of bevacizumab is
recommended as expected for any infusion of a therapeutic humanised monoclonal antibody. If a
reaction occurs, the infusion should be discontinued and appropriate medical therapies should
be administered. A systematic premedication is not warranted.

;NN VTN DTV 4.8 Undesirable effects 0'yD2

[...]
Table 1: Adverse Reactions by Frequency

[...]

System Very Common Uncommon Rare Very | Frequ
organ Common Rare | ency
class Not
Know
n
Immune Hypersensitivity, Anaphylactic
system infusion reactions®"4 shock
disorders

[...]

Table 2: Severe Adverse Reactions by Frequency

[...]

System Very Common Uncommo Rare Ver | Frequency Not
organ Commo n y Known
class n Rar
e

Immune Hypersensitivity Anaphylacti Hypersensitivity

system .infusion c shock sinfusion
disorder reactions "¢ reactions*>*

s

[...]

Hypersensitivity reactions (including anaphvlactic shock) /infusion reactions (see section 4.4 and Post-

marketing experience below) In some clinical trials anaphylactic and anaphylactoid-type reactions
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were reported more frequently in patients receiving Avastin in combination with chemotherapy

than with chemotherapy alone. The incidence of these reactions in some clinical trials of Avastin

is common (up to 5% in bevacizumab-treated patients).

[...]

Table 3 Adverse reactions reported in post-marketing setting

[...]

System organ class (SOC)

Reactions (frequency*)

Immune system disorders

Hypersensitivity reactions and infusion reactions (common net
knoewn); with the following possible co-manifestations:
dyspnoea/difficulty breathing, flushing/redness/rash,
hypotension or hypertension, oxygen desaturation, chest pain,
rigors and nausea/vomiting (see also section 4.4 and
Hypersensitivity reactions/infusion reactions above).
Anaphylactic shock (rare) (see also section 4.4).

[...]

:NAN Y T'AN [DTIY 5.1 Pharmacodynamic properties q'y 02

Pharmacotherapeutic group: antineoplastic and immunomodulating agents,

antineoplastic agents, ether-antineeplastiec-agents; monoclonal antibodies and antibody
drug conjugates, ATC code: LOIFGOL.

[...]



