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• Neutrophils g 1500 cells/μL without granulocyte colony
• Lymphocyte count g 500/μL.
• Platelet count g 100,000/μL without transfusion.
• g 9.0 g/dL. Patients may be transfused to meet this 
• INR or aPTT f 1.5 × upper limit of normal (ULN). This applies only to patients who are 

• AST, ALT, and alkaline phosphatase f 2.5 × ULN, with the following exceptions:
Patients with documented liver metastases: AST and/or ALT f 5 × ULN.
Patients with documented liver or bone metastases: alkaline phosphatase f 

• bilirubin f 1.25 × ULN. Patients with known Gilbert disease who have serum 
bilirubin level f 3 × ULN may be enrolled.

• Serum creatinine f 1.5 × ULN or creatinine clear e of g45ml/min (based on the 
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All patients with g 2+ protein on dipstick urinalysis at baseline must undergo a 24
hour urine collection and must demonstrate f 1 g of protein in 24 hours.
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events (g10% of all patients) included fatigue, decreased appetite, 

. A higher number of Grade g 3 

. A higher number of Grade g 3 adverse events were observed in the docetaxel arm (54%) 
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patients had received g 2 prior systemic therapies and 77% had received g 4 prior systemic 



 

dose equivalent) for Phase II and Phase III studies would be sufficient to both maintain Ctrough g 6 
μg/mL and further safeguard against both interpatient variability and the potential effect of ATAs 
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• INR or aPTT f 1.5 × upper limit of normal (ULN). This 

• AST, ALT, and alkaline phosphatase f 2.5 × ULN, with the following exceptions:
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and handling of atezolizumab, see the Pharmacy Manual and Investigator9s Brochure.
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to be destroyed, it is the investigator9s responsibility to ensure that arrangements 
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• If clinically indicated, record patient9s vital signs during 

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• Any adverse events CTCAE V 5.0 grade g3 (despite optimal supportive care)

.0 grade f1 within 21 days of onset and the

.0 grade f1 after 

Event CTCAE Version 5.0 
Grade 

Action to be Taken 

Allergic reactions  

or  

Infusion-related reactions 

Or  

Anaphylaxis 

Grade 1 

 

Systemic intervention not indicated – continue 
bevacizumab 

Grade 2 Oral intervention indicated – slow infusion to 
50% or interrupt if clinically indicated (re-
start infusion at 50% and increase in 50% 
increments if well tolerated). Infusion can be 
re-started at the full rate for subsequent 
infusions. 

Grade 3 Bronchospasm (allergy-related 
oedema/angioedema; hypotension); 
hospitalization for clinical sequelae; 
intravenous intervention indicated – 
discontinue bevacizumab 

Grade 4 Life-threatening consequences; urgent 
intervention indicated - discontinue 
bevacizumab 

Thromboembolic Event 
(arterial) 

Any Grade Discontinue bevacizumab 



 

Thromboembolic Event 
(Venous) 

Grade 3 

 

Hold bevacizumab treatment.  If the planned 
duration of full-dose anticoagulation is 
<2weeks, bevacizumab should be held until 
the full-dose anticoagulation period is over. 
The use of direct oral anticoagulants is not 
recommended. 

If the planned duration of full-dose 
anticoagulation is >2 weeks, bevacizumab 
may be resumed during full-dose 
anticoagulation IF all of the criteria below are 
met: 

- The patient must not have pathological 
conditions that carry high risk of 
bleeding (e.g. tumor involving major 
vessels or other conditions) 

- The patient must not have had 
hemorrhagic events > grade 2 while on 
study 

- The patient must be on stable dose of 
heparin, low molecular weight heparin, 
or have an in-range INR (usually 2-3) on 
a stable dose of warfarin prior to 
restarting bevacizumab. 

If thromboemboli worsen/recur upon resumption 
of study therapy, discontinue bevacizumab 

Grade 4  Discontinue bevacizumab 

Hypertension 

 

[Treat with anti-hypertensive medication as needed.  The goal of BP 
control should be consistent with general medical practice] 

 Grade 1 

(SBP 120-139 
mmHg or DBP80-89 

mm Hg) 

Consider increased BP monitoring; start anti-
hypertensive medication if appropriate 

 Grade 2 
asymptomatic 

(SBP 140-159 
mmHg or DBP 90-

99 mm Hg) 

Begin (or modify baseline anti-HTN therapy) anti-
hypertensive therapy and continue bevacizumab 

 • Grade 2 
symptomatic 

(SBP 140-159 
mmHg or DBP 90-

99 mm Hg) 

 

• Start or adjust anti-hypertensive 
medication 

 

 • Grade 3 

• (g SBP 160 mmHg 
or g DBP 100 

mmHg 

• Modify existing anti-HTN therapy (more 
than one drug or more intensive therapy 
than previously indicated. 

• Hold bevacizumab until symptoms resolve 
AND BP < 160/90mmHg 



 

 

 Grade 4 

(e.g. Hypertensive 
crisis or malignant 

hypertension) 

Discontinue bevacizumab 

Heart Failure or left ventricular 
dysfunction 

Grade 3 Discontinue bevacizumab 

Grade 4  Discontinue bevacizumab 

Proteinuria* 1+ proteinuria 

(g ULN - <1.0g/24h) 

Continue bevacizumab 

2+ and 3+ 
proteinuria 

(1.0 - <3.5g/24h) 

2+ - administer bevacizumab and obtain 24-hour 
urine protein before next administration 

3+ - obtain 24-hour urine protein and administer 
bevacizumab if <2.0 g/24h 

4+ proteinuria 

(g 3.5g/24h) 
Obtain 24-hour urine protein and administer 

bevacizumab only when <2.0 g/24h 

Nephrotic syndrome  Grade 3 or 4 Discontinue bevacizumab 

Haemorrhage (CNS) Any grade Discontinue bevacizumab 

Haemorrhage (haemoptysis) Grade 1 Trace haemoptysis; continue bevacizumab 

Grade 2 - 4 ó 2.5 mL bright red blood per episode; discontinue 
bevacizumab 

Haemorrhage (other) Grade 3 - 4 Discontinue bevacizumab 

RPLS (Reversible Posterior Leukoencephalopathy 
syndrome or PRES (Posterior Reversible 
Encephalopathy Syndrome) 

Discontinue bevacizumab 

Wound dehiscence requiring medical or surgical 
intervention 

Discontinue bevacizumab 

Perforation (GI, or any other organ) Discontinue bevacizumab 

Fistula (GI, pulmonary or any other organ) Discontinue bevacizumab 

Obstruction of GI tract G2 requiring 
medical intervention 

Hold bevacizumab until complete resolution  

 G3-4 Hold bevacizumab until complete resolution 

If surgery is required, patient may restart 
bevacizumab after full recovery from surgery, 
and at investigator’s discretion 

Febrile neutropenia Grade 3 Continue bevacizumab 

Grade 4 Hold bevacizumab until resolution or return to 
baseline 

Platelet count decreased Grades 1 - 3 Continue bevacizumab 

Grade 4 Hold bevacizumab until resolution or return to 
baseline 

Other Unspecified 
bevacizumab-related AEs 

Grade 3 Hold bevacizumab until symptoms resolve to  
f grade 1 or baseline 



 

(except controlled 
nausea/vomiting). 

Grade 4 Discontinue bevacizumab 

Upon consultation with the study chair/medical 
monitor, resumption of bevacizumab may be 
considered if a patient is benefiting from 
therapy, and the G4 toxicity is transient, has 
recovered to  
f grade 1 (or baseline) and unlikely to recur 
with retreatment. 

*Institutional protocols acceptable 

f

f 50% of the rate prior to the reaction after the patient9s symptoms have adequately resolved and 
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Refer to the Atezolizumab Investigator9s Brochure for details on irAEs that were observed in 
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to the principles outlined in <Guideline for Good Clinical Practice= ICH

 

 

to initiating any trial procedures in accordance with the <Patient Information and Informed Consent"
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