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REQUIRED CLINICAL DOCUMENTATION FOR REVIEW
Documentation required to determine medical necessity for Ramucirumab (Cyramza): History and/or
physical examination notes and relevant specialty consultation notes that address the problem and need
for the service: -Diagnosis -Prescribed by or in consultation with an oncologist - Medication list (current
and past) to include start and end dates of all chemotherapy regimens -Dosing and duration requested Weight -Age -Labs/diagnostics as indicated.

BACKGROUND

Cyramza, a human vascular endothelial growth factor receptor 2 (VEGFR2) antagonist, is approved for
the following indications:1
1) Gastric or gastroesophageal (GE) junction adenocarcinoma, as a single agent or in combination
with paclitaxel injection for the treatment of patients with advanced or metastatic disease with
disease progression on or after prior fluoropyrimidine- or platinum-containing chemotherapy;
2) Metastatic non-small cell lung cancer (NSCLC), in combination with docetaxel intravenous
injection (Docefrez™, Taxotere®, generics) for the treatment of patients with disease progression
on or after platinum-based chemotherapy. Patients with epidermal growth factor receptor
(EGFR) or anaplastic lymphoma kinase (ALK) genomic tumor aberrations should have disease
progression on FDA-approved therapy for these aberrations prior to receiving Cyramza.
3) Metastatic colorectal cancer (mCRC), in combination with FOLFIRI (irinotecan, leucovorin, and 5fluorouracil [5-FU]) for the treatment of patients with disease progression on or after prior
therapy with Avastin® (bevacizumab intravenous injection), oxaliplatin, and a fluoropyrimidine.
4) Hepatocellular carcinoma (HCC), as a single agent in patients who have an alpha fetoprotein of ≥
400 ng/mL and have been treated with sorafenib.
Guidelines
The National Comprehensive Cancer Network (NCCN) guidelines on colon cancer (version 2.2019 – May
15, 2019) and rectal cancer (version 2.2019 – May 30, 2019) recommend Cyramza as primary therapy and
subsequent therapy for patients with unresectable advanced or metastatic disease in combination with
either irinotecan or FOLFIRI.2-4 The NCCN guidelines on gastric cancer (version 1.2019 – March 14, 2019)
and esophageal and esophagogastric junction cancers (version 2.2019 – May 29, 2019) recommend
Cyramza as palliative treatment for patients who are not surgical candidates or have unresectable locally
advanced, recurrent, or metastatic disease.4-6 The NCCN guidelines on NSCLC (version 4.2019 – April 29,
2019) recommend Cyramza as subsequent therapy in combination with docetaxel for metastatic disease
for patients who have not previously received docetaxel either following progression on initial cytotoxic
therapy or for further progression on a systemic immune checkpoint inhibitor or other systemic therapy.4,7
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The NCCN guidelines for hepatobiliary cancers (version 2.2019 – March 6, 2019) recommends Cyramza as
a single agent for the treatment of patients with progressive disease with an alpha fetoprotein ≥ 400
ng/mL.4,8
Cyramza is available as preservative-free, solution at a concentration of 10 mg/mL in either 100 mg or
500 mg single-dose vials.1 The calculated dose is further diluted with 0.9% Sodium Chloride Injection in
an intravenous infusion container to a final volume of 250 mL. The diluted Cyramza is given over 60
minutes intravenously. Prior to each Cyramza infusion, the patient is premedicated with an intravenous
histamine H1 antagonist (e.g., diphenhydramine). Patients who experience Grade 1 or 2 infusionrelated reactions, are also premedicated with dexamethasone (or equivalent) and acetaminophen
before each Cyramza dose.

DEFINITIONS
None.

INDICATIONS/CRITERIA
Medicaid
Members
Medicare
Members

Continue to criteria for approval below.
Step-utilization of Part D drugs not required.

Coverage of Cyramza is recommended in those who meet one of the following criteria:
FDA-Approved Indications
1. Colon or Rectal Cancer. Approve for 1 year if the patient meets the following criteria (A, B, and C):
Criteria. The patient must meet the following criteria (A, B, AND C):
A) Cyramza is prescribed by or in consultation with an oncologist; AND
B) The patient has received oxaliplatin, and a fluoropyrimidine (e.g., 5-fluorouracil [5-FU],
capecitabine); AND
C) Cyramza will be used in combination with irinotecan or with FOLFIRI (irinotecan, folinic acid
[leucovorin], and 5-fluorouracil [5-FU]).
Dosing in mCRC in Adults.
Approve the following dosing regimen: Up to 8 mg/kg as an intravenous infusion administered no
more frequently than once every 2 weeks.
The recommended dose is 8 mg/kg every 2 weeks given as an intravenous infusion over 60 minutes prior
to FOLFIRI administration.1 Cyramza is continued until disease progression or unacceptable toxicity.
Dose modifications are recommended in the prescribing information for infusion-related reactions,
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hypertension, proteinuria, arterial thromboembolic events, gastrointestinal perforation, or Grade 3 or 4
bleeding. Therapy with Cyramza is interrupted before scheduled surgery until the wound is fully healed.
Management of AEs may require that Cyramza be withheld or permanently discontinued as determined
by the prescribing physician.
2. Gastric, Esophagogastric Junction, or Esophageal Cancer.
Criteria. Approve for 1 year if the patient meets the following criteria (A, B, and C):
A) Cyramza is prescribed by or in consultation with an oncologist; AND
B) Cyramza will be used alone or in combination with paclitaxel; AND
C) The patient has received chemotherapy with at least ONE of the following (i or ii):
i.
5-Fluorouracil (5-FU) or capecitabine; OR
ii.
Cisplatin, carboplatin, or oxaliplatin.
Dosing in Gastric, Esophagogastric Junction, or Esophageal Cancer in Adults. Approve the following
dosing regimen: Up to 8 mg/kg as an intravenous infusion administered no more frequently than once
every 2 weeks.
The recommended dose, either as a single agent or in combination with weekly paclitaxel, is 8 mg/kg
every 2 weeks given as an intravenous infusion over 60 minutes.1 Cyramza is continued until disease
progression or unacceptable toxicity. When used in combination, Cyramza is given before administering
paclitaxel. Dose modifications are recommended in the prescribing information for infusion-related
reactions, hypertension, proteinuria, arterial thromboembolic events, gastrointestinal perforation, or
Grade 3 or 4 bleeding. Therapy with Cyramza is interrupted before scheduled surgery until the wound is
fully healed. Management of AEs may require that Cyramza be withheld or permanently discontinued
as determined by the prescribing physician.
3. Non-Small Cell Lung Cancer (NSCLC).
Criteria. Approve for 1 year if the patient meets the following criteria (A, B, C, and D):
A) Cyramza is prescribed by or in consultation with an oncologist; AND
B) Cyramza will be used in combination with docetaxel intravenous injection (Docefrez™, Taxotere®,
generics); AND
C) The patient has tried a platinum-based chemotherapy (e.g., cisplatin, carboplatin); AND
D) The patient has one of the following histologic subtypes of NSCLC (i or ii):
i.
Non-squamous cell carcinoma (that is, adenocarcinoma, large cell, or NSCLC not
otherwise specified) AND one of the following conditions is met (a or b):
(1) The patient’s tumor is positive for a targetable mutation (i.e., sensitizing
epidermal growth factor [EGFR] mutation, anaplastic lymphoma kinase [ALK]
fusions) AND the patient has received targeted drug therapy for the specific
mutation; OR
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ii.

(2) The tumor is negative or unknown for these targetable mutations (i.e., EGFR,
ALK); OR
Squamous cell carcinoma.

Dosing in NSCLC in Adults. Approve the following dosing regimen: Up to 10 mg/kg as an intravenous
infusion no more frequently than once every 3 weeks.
The approved dosing of Cyramza in NSCLC is 10 mg/kg given intravenously over about 60 minutes on
Day 1 of a 21-day cycle prior to infusion of docetaxel.1 Cyramza is continued until disease progression or
unacceptable toxicity. Dose modifications are recommended in the prescribing information for infusionrelated reactions, hypertension, proteinuria, arterial thromboembolic events, gastrointestinal
perforation, or Grade 3 or 4 bleeding. Therapy with Cyramza is interrupted before scheduled surgery
until the wound is fully healed. Management of AEs may require that Cyramza be withheld or
permanently discontinued as determined by the prescribing physician.
4. Hepatocellular Carcinoma. Approve for 1 year if the patient meets the following criteria (A, B, C, and
D):
A) Cyramza is prescribed by or in consultation with an oncologist; AND
B) The patient has been treated with Nexavar® (sorafenib tablet); AND
C) Cyramza will be used as a single agent; AND
D) The patient has an alpha fetoprotein of ≥ 400 ng/mL.
Dosing. Approve the following dosing regimen: Up to 8 mg/kg as an intravenous infusion
administered no more frequently than once every 14 days.
The approved dosing of Cyramza in hepatocellular carcinoma is 8 mg/kg given intravenously over
about 60 minutes on Day 1 of a 14-day cycle.1 Cyramza is continued until disease progression or
unacceptable toxicity. Dose modifications are recommended in the prescribing information for
infusion-related reactions, hypertension, proteinuria, arterial thromboembolic events,
gastrointestinal perforation, or Grade 3 or 4 bleeding. Therapy with Cyramza is interrupted before
scheduled surgery until the wound is fully healed. Management of AEs may require that Cyramza be
withheld or permanently discontinued as determined by the prescribing physician.
5. Other Cancer-Related Indications. Forward to the Medical Director for review on a case-by-case
basis.
Waste Management for All Indications.
Dosing for Cyramza is based on body weight (mg/kg). The dose should be calculated and the number of
vials needed assessed.
Conditions Not Recommended for Approval
1. Cyramza has not been shown to be effective, or there are limited or preliminary data or
potential safety concerns that are not supportive of general approval for the following
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conditionsCoverage is not recommended for circumstances not listed in the Recommended
Authorization Criteria. Criteria will be updated as new published data are available.

SPECIAL CONSIDERATIONS
None.

LIMITATIONS/EXCLUSIONS

Please refer to a product line’s certificate of coverage for benefit limitations and exclusions for these
services:

PRODUCT LINE

LINK TO CERTIFICATE OF COVERAGE

MEDICARE ADVANTAGE

http://healthfirst.chpw.org/for-members/resourcelibrary/handbooks-and-guides

WASHINGTON APPLE HEALTH

http://chpw.org/our-plans/apple-health/

INTEGRATED MANAGED CARE

http://chpw.org/our-plans/apple-health/
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