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Oral oncolytics can offer a better 
quality of life for patients 
undergoing chemotherapy 

treatment, including less travel time, fewer 
work absences, often fewer side effects, and 
the convenience and comfort of at-home 
administration. For some cancer patients, 
an oral anti-cancer medication is the only 
option for treatment. Yet insurance 
coverage has not kept pace with medical 
innovation. Outdated insurance benefit 
designs continue to cover oral medications 
under the pharmacy benefit, which often 
mean high, burdensome out-of-pocket 
costs for patients. (Traditional IV chemo-
therapy is covered under a plan’s medical 
benefit, resulting in minimal co-pays or no 
cost for patients.) This coverage disparity 
creates financial burdens for patients 
prescribed an oral anti-cancer medicine, 
leaving them less likely to adhere to 
treatment and often unable to fill their 
prescription. The number one reason a 
patient does not take his or her medication 
appropriately is cost. According to a 2011 
study published in the Journal of Oncology 
Practice and the American Journal of 
Managed Care, 10 percent of cancer patients 
failed to fill their initial prescriptions for oral 
anti-cancer medications due to high out-of- 
pocket costs.

ACCC has been a longtime champion of 
oral parity, the legislative effort to equalize 
patient cost sharing for IV and oral 
chemotherapy drugs. We have mobilized 
members to state and federal legislatures, 
developed educational materials, coordi-
nated fly-ins and letter campaigns, and 
walked the halls of Congress every year for  

a federal fix. In 2014 ACCC awarded an 
Oncology Grassroots Champion for Patient 
Access Award to four individuals for their 
advocacy efforts to pass oral parity 
legislation in their states. 

We’ve come a long way—40 states plus 
the District of Columbia have passed oral 
parity legislation. These laws are not a 
mandate to cover oral chemotherapy, but 
rather require that if an insurance plan 
covers chemotherapy treatment, a patient’s 
out-of-pocket costs must be the same, 
regardless of how the therapy is adminis-
tered. As a member of the State Patients 
Equal Access Coalition (SPEAC), ACCC has 
partnered with several state oncology 
societies—including Virginia, West Virginia, 
and Arizona in recent years—to pass oral 
parity laws, and this year we’re focusing our 
efforts on Tennessee and South Carolina. (If 
you are a provider in either of these states, 
and you’d like to be an advocate, email: 
lralph@accc-cancer.org.) 

Even as these laws pass, our work is not 
done. ACCC has been working with coalition 
partners to create education materials for 
the clinical setting. These laws will have 
minimal impact if patients and providers 
are not aware of the coverage cancer 
patients are entitled to. We also continue to 
monitor states as they implement these 
laws; in some cases, an administrative or 
legislative fix may be needed. If you live in a 
state that has passed oral parity legislation 
and believe a health insurance company is 
not complying with the law, contact your 
state’s Department of Insurance. 

And even though a majority of states 
have now passed state-level oral parity 

legislation, federal legislation is still 
needed. A federal law would ensure that 
new cost-sharing restrictions are imple-
mented consistently across the country, 
and that plans that fall outside state 
regulation, such as those covered under the 
federal ERISA law (usually large, multi-state 
health plans), must comply with the same 
equitable coverage requirements. In 
September, an ACCC member spoke at a 
Congressional briefing on the Cancer Drug 
Coverage Parity Act of 2015 (S.1566/H.R.2739), 
helping gain critical momentum to move 
the bill forward. At the ACCC Capitol Hill Day 
in March, we held nearly 100 meetings with 
Congressional offices about the importance 
of this bill to cancer patients and the 
providers who care for them.  

We hope that you will join our efforts, and 
continue to monitor opportunities to weigh 
in with your state and federal legislators. For 
more on this issue, turn to page 58 to read 
our feature article, “Exploring the Issue of 
Cancer Drug Parity.” 

Leah Ralph is ACCC director of Health Policy. 
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DRUG INTERACTIONS
No pharmacokinetic interactions were observed between ramucirumab and 
paclitaxel.

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
Based on its mechanism of action, CYRAMZA can cause fetal harm. Animal 
models link angiogenesis, VEGF and VEGF Receptor 2 (VEGFR2) to critical aspects 
of female reproduction, embryofetal development, and postnatal development. 
There are no available data on CYRAMZA in pregnant women to inform any drug-
associated risks. No animal studies have been conducted to evaluate the effect of 
ramucirumab on reproduction and fetal development. The background risk of major 
birth defects and miscarriage for the indicated populations are unknown. In the 
U.S. general population the estimated background risk of major birth defects and 
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively. 
Advise pregnant women of the potential risk to a fetus.
Animal Data
No animal studies have been specifically conducted to evaluate the effect 
of ramucirumab on reproduction and fetal development. In mice, loss of the 
VEGFR2 gene resulted in embryofetal death and these fetuses lacked organized 
blood vessels and blood islands in the yolk sac. In other models, VEGFR2 signaling 
was associated with development and maintenance of endometrial and placental 
vascular function, successful blastocyst implantation, maternal and feto-placental 
vascular differentiation, and development during early pregnancy in rodents and 
non-human primates. Disruption of VEGF signaling has also been associated 
with developmental anomalies including poor development of the cranial region, 
forelimbs, forebrain, heart, and blood vessels.
Lactation
Risk Summary
There is no information on the presence of ramucirumab in human milk, the 
effects on the breast-fed infant, or the effects on milk production. Human IgG is 
present in human milk, but published data suggest that breast milk antibodies 
do not enter the neonatal and infant circulation in substantial amounts. Because 
of the potential risk for serious adverse reactions in nursing infants from 
ramucirumab, advise women that breastfeeding is not recommended during 
treatment with CYRAMZA.
Females and Males of Reproductive Potential
Contraception
Females
Based on its mechanism of action, CYRAMZA can cause fetal harm. Advise females 
of reproductive potential to use effective contraception while receiving CYRAMZA 
and for at least 3 months after the last dose of CYRAMZA.
Infertility
Females
Advise females of reproductive potential that based on animal data CYRAMZA may 
impair fertility.
Pediatric Use
The safety and effectiveness of CYRAMZA in pediatric patients have not been 
established. In animal studies, effects on epiphyseal growth plates were identified. 
In cynomolgus monkeys, anatomical pathology revealed adverse effects on the 
epiphyseal growth plate (thickening and osteochondropathy) at all doses tested 
(5-50 mg/kg). Ramucirumab exposure at the lowest weekly dose tested in the 
cynomolgus monkey was 0.2 times the exposure in humans at the recommended 
dose of ramucirumab as a single agent.
Geriatric Use
Of the 563 CYRAMZA-treated patients in two randomized gastric cancer clinical 
studies, 36% were 65 and over, while 7% were 75 and over. No overall differences 
in safety or effectiveness were observed between these subjects and younger 
subjects. 
Renal Impairment
No dose adjustment is recommended for patients with renal impairment based on 
population pharmacokinetic analysis.
Hepatic Impairment
No dose adjustment is recommended for patients with mild (total bilirubin 
within upper limit of normal [ULN] and aspartate aminotransferase [AST] >ULN, 
or total bilirubin >1.0-1.5 times ULN and any AST) or moderate (total bilirubin 
>1.5-3.0 times ULN and any AST) hepatic impairment based on population 
pharmacokinetic analysis. Clinical deterioration was reported in patients with 
Child-Pugh B or C cirrhosis who received single-agent CYRAMZA.

DOSAGE AND ADMINISTRATION

Do not administer CYRAMZA as an intravenous push or bolus.

Recommended Dose and Schedule
The recommended dose of CYRAMZA either as a single agent or in combination 
with weekly paclitaxel is 8 mg/kg every 2 weeks administered as an intravenous 
infusion over 60 minutes. Continue CYRAMZA until disease progression or 
unacceptable toxicity. When given in combination, administer CYRAMZA prior to 
administration of paclitaxel.
Premedication
Prior to each CYRAMZA infusion, premedicate all patients with an intravenous 
histamine H1 antagonist (e.g., diphenhydramine hydrochloride). For patients who 
have experienced a Grade 1 or 2 infusion-related reaction, also premedicate with 
dexamethasone (or equivalent) and acetaminophen prior to each CYRAMZA infusion.
Dose Modifications
Infusion-Related Reactions (IRR)
• Reduce the infusion rate of CYRAMZA by 50% for Grade 1 or 2 IRRs.
• Permanently discontinue CYRAMZA for Grade 3 or 4 IRRs.
Hypertension
• Interrupt CYRAMZA for severe hypertension until controlled with medical 

management.
• Permanently discontinue CYRAMZA for severe hypertension that cannot be 

controlled with antihypertensive therapy.
Proteinuria
• Interrupt CYRAMZA for urine protein levels ≥2 g/24 hours. Reinitiate treatment 

at a reduced dose of 6 mg/kg every 2 weeks once the urine protein level 
returns to <2 g/24 hours. If the protein level ≥2 g/24 hours reoccurs, interrupt 
CYRAMZA and reduce the dose to 5 mg/kg every 2 weeks once the urine 
protein level returns to <2 g/24 hours.

• Permanently discontinue CYRAMZA for urine protein level >3 g/24 hours or in 
the setting of nephrotic syndrome.

Wound Healing Complications
• Interrupt CYRAMZA prior to scheduled surgery until the wound is fully healed.
Arterial Thromboembolic Events, Gastrointestinal Perforation, or Grade 3 or 
4 Bleeding
• Permanently discontinue CYRAMZA.

For toxicities related to paclitaxel, refer to the current prescribing information.

PATIENT COUNSELING INFORMATION
• Hemorrhage: 
Advise patients that CYRAMZA can cause severe bleeding. Advise patients to 
contact their health care provider for bleeding or symptoms of bleeding including 
lightheadedness]. 
• Arterial thromboembolic events: 
Advise patients of an increased risk of an arterial thromboembolic event. 
• Hypertension: 
Advise patients to undergo routine blood pressure monitoring and to contact their 
health care provider if blood pressure is elevated or if symptoms from hypertension 
occur including severe headache, lightheadedness, or neurologic symptoms. 
• Gastrointestinal perforations: 
Advise patients to notify their health care provider for severe diarrhea, vomiting, or 
severe abdominal pain. 
• Impaired wound healing: 
Advise patients that CYRAMZA has the potential to impair wound healing. Instruct 
patients not to undergo surgery without first discussing this potential risk with their 
health care provider. 
• Pregnancy and fetal harm: 
Advise females of reproductive potential of the potential risk for maintaining 
pregnancy, risk to the fetus, and risk to postnatal newborn and infant development 
and to use effective contraception during CYRAMZA therapy and for at least 
3 months following the last dose of CYRAMZA. 
• Lactation: 
Advise patients not to breastfeed during CYRAMZA treatment. 
• Infertility: 
Advise females of reproductive potential regarding potential infertility effects 
of CYRAMZA 

Additional information can be found at www.CYRAMZAHCP.com.
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