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Proteinuria (see section 4.8)

Patients with a history of
hypertension may be at increased
risk for the development of
proteinuria when treated with
Avastin. There is evidence
suggesting that all Grade (US
National Cancer Institute-Common
Terminology Criteria for Adverse
Events [NCI-CTCAE v.3]) proteinuria
may be related to the dose.
Monitoring of proteinuria by dipstick
urinalysis is recommended prior to
starting and during therapy. Grade 4
proteinuria (nephrotic syndrome) was
seen in up to 1.4% of patients treated
with Avastin. Therapy should be
permanently discontinued in patients
who develop nephrotic syndrome
(NCI-CTCAE

[...]
Proteinuria (see section 4.8)

Patients with a history of
hypertension may be at increased
risk for the development of
proteinuria when treated with
Avastin. There is evidence
suggesting that all Grade (US
National Cancer Institute-Common
Terminology Criteria for Adverse
Events [NCI-CTCAE v.3]) proteinuria
may be related to the dose.
Monitoring of proteinuria by dipstick
urinalysis is recommended prior to
starting and during therapy. Therapy
should be permanently discontinued
in patients who develop Grade 4
proteinuria (nephrotic syndrome)
(NCI-CTCAE

4.4 Special
warnings and
precautions for use
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Proteinuria (see section 4.4)

In clinical trials, proteinuria has been
reported within the range of 0.7% to
38% of patients receiving Avastin.

Proteinuria ranged in severity from
clinically asymptomatic, transient,
trace proteinuria to nephrotic
syndrome, with the great majority as
Grade 1 proteinuria (NCI-CTCAE
v.3). Grade 3 proteinuria was
reported in up to 8.1% of treated
patients. Grade 4 proteinuria
(nephrotic syndrome) was seen in up
to 1.4% of treated patients. Testing
for proteinuria is recommended prior
to start of Avastin therapy. In most
clinical trials urine protein levels of

> 29/24 hrs led to the holding of
Avastin until recovery to < 2g/24 hrs.
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Laboratory abnormalities
Clinical trials have shown that

[...]

Proteinuria (see section 4.4)

In clinical trials, proteinuria has been
reported within the range of 0.7% to
38% of patients receiving Avastin.

Proteinuria ranged in severity from
clinically asymptomatic, transient,
trace proteinuria to nephrotic
syndrome, with the great majority as
Grade 1 proteinuria (NCI-CTCAE
v.3). Grade 3 proteinuria was
reported in up to 8.1% of treated
patients. Grade 4 proteinuria
(nephrotic syndrome) was seen in up
to 1.4% of treated patients. The
proteinuria seen in clinical trials was
not associated with renal dysfunction
and rarely required permanent
discontinuation of therapy. Testing
for proteinuria is recommended prior
to start of Avastin therapy. In most
clinical trials urine protein levels of

> 29/24 hrs led to the holding of
Avastin until recovery to < 2g/24 hrs.

4.8 Undesirable
effects
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transient increases in serum
creatinine (ranging between 1.5-1.9
times baseline level), both with and
without proteinuria, are associated
with the use of Avastin. The
observed increase in serum
creatinine was not associated with a
higher incidence of clinical
manifestations of renal impairment in
patients treated with Avastin.

AN Vi Y NIvziann NRnhan ninion v ,ji7van a"xn

.00pP0N DIP'MA D'II'Y X71 'minn [BINDETA |YJO'7 Y' .NJIY yaxa “I'?UJ! 11010 NINNNN YTA2 DY'RY D'I'Y

2015 1anana 25 ' IRN2 2NLVPYR INITA NAYIN




