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BC Cancer Influenza vaccine recommendations for adults with cancer

All adults with cancer should receive an age-appropriate inactivated influenza vaccine annually. The influenza
vaccine may be administered at the same time as, or at any time before or after the administration of other
vaccines, including the COVID-19 vaccine. The live attenuated influenza vaccine is NOT recommended for adults
actively receiving cancer treatment.**

Table 1: Inactivated influenza vaccines for adults

Age category Funded influenza vaccines in British Columbia
Adults under 65 years Trivalent inactivated influenza vaccine (FLUVIRAL®, FLUZONE®)®
Adults 65 years and older Adjuvanted trivalent inactivated influenza vaccine (FLUAD®)®

Family, care providers, and close contacts of people with cancer should be encouraged to receive the influenza
vaccine.>* Those receiving the live attenuated influenza vaccine (intranasal FLUMIST®) should avoid close
contact with patients who are severely immunocompromised for at least 2 weeks following vaccination due to
the theoretical risk for transmitting the vaccine virus.*

Table 2: Timing for adults with cancer

Patient population When should patients ideally receive the influenza vaccine?

Before starting

chemotherapy At least 2 weeks before starting first cycle of chemotherapy

On chemotherapy

(may include rituximab) 2 to 3 days prior to the next chemotherapy cycle

At least 2 anti-CD20 monoclonal antibody | obinutuzumab, rituximab

B cell-depleting

therapy weeks before anti-CD20 bispecific antibody epcoritamab, glofitamab

starting therapy | anti-BCMA bispecific antibody | teclistamab

On maintenance

. At any time during maintenance thera
rituximab therapy 4 g Py

On targeted therapy | At any time during treatment

At any time during treatment while blood counts are near normal range

On radiation therapy (vaccine should be given on the opposite side if unilateral treatment is given)

PD-1 inhibitor cemiplimab, nivolumab, pembrolizumab
On checkpoint . Y -
inhibitor At any time PD-L1 inhibitor atezolizumab, avelumab, durvalumab
immunotherapy during therapy | cTLA-4 inhibitor, alone or in ipilimumab, tremelimumab,
combination ipilimumab + nivolumab

May be given as early as 3 months post-HSCT/CART therapy during influenza season (typically
November to April). If influenza vaccine is given less than 6 months post-HSCT/CART therapy, a
second dose should be offered 4 weeks later.”

Post-HSCT/CART
therapy*

* HSCT: hematopoietic stem cell transplantation; CART therapy: chimeric antigen receptor T-cell therapy
General timing with chemotherapy

Administration of the inactivated influenza vaccine is safe at any time before, during, or after immune-
suppressing cancer treatment.* To optimize immunogenicity and allow time for adequate antibody production,
patients should ideally receive the influenza vaccine at least 2 weeks before starting chemotherapy, if feasible
depending on the urgency of cancer treatment.’?* Protective levels of antibodies, which correlate with
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protection against influenza infection, are generally achieved by 2 weeks after vaccination. As there may be

some protection afforded before that time, it is still desirable to give the influenza vaccine within 2 weeks — but
no less than 2 days — before starting the first cycle of chemotherapy.?

For patients who have started chemotherapy, the recommendation is to give the influenza vaccine 2-3 days prior
to the next chemotherapy cycle when blood counts are most likely to be near the normal range and patients
have recovered from their previous cycle. Although the optimal timing for vaccine efficacy in patients on
chemotherapy is not clear, this timing is recommended to distinguish potential vaccine-related reactions from
chemotherapy-related side effects. Mild flu-like symptoms, or infusion-related or other injection-related
reactions may occur with the influenza vaccine or with chemotherapy, potentially leading to confusion if the
patient were to receive the vaccine around the day of or soon after receiving chemotherapy.®1° Such symptoms
or reactions could affect a patient’s current or subsequent chemotherapy cycle if thought to be chemotherapy-
or infection-related rather than vaccine-related.

Timing with rituximab or other B cell-depleting therapies

Itis especially important for patients who will be receiving B cell-depleting therapies such as rituximab to receive
the influenza vaccine at least 2 weeks before starting treatment, to allow for an optimal response to the vaccine.
Small studies have demonstrated that patients receiving rituximab are unable to mount an effective humoral
immune response to the influenza vaccine.''? However, cellular immune responses appear to remain at least
partly intact in patients receiving rituximab.!* Therefore, the recommendation is that patients receiving
maintenance rituximab (e.g., rituximab given every 3 months) should receive the vaccine even if there is an
overall attenuated response.?

There are a paucity of data for newer B cell-depleting therapies including anti-CD20 monoclonal antibodies, anti-
CD20 bispecific antibodies and anti-B cell maturation antigen (BCMA) bispecific antibodies, however, it is
reasonable to follow the same recommendation as for rituximab, which is to give the influenza vaccine
preferably at least 2 weeks before starting therapy.}***

Timing with checkpoint inhibitor immunotherapy

Patients receiving immune checkpoint inhibitors (PD-1, PD-L1, and CTLA-4 inhibitors alone or in combination)
can receive the influenza vaccine at any time during therapy. Where feasible, patients who will be receiving
CTLA-4 inhibitors should receive the vaccine before starting treatment. For patients experiencing a severe
immune-related adverse event (irAE) with combination CTLA-4/PD-1 inhibitor therapy, consideration should be
given to deferring influenza vaccination, given that combination therapy is of limited duration. There are no data
with PD-1/LAG-3 checkpoint inhibitors (e.g., nivolumab-relatlimab), and recommendations for PD-1 inhibitors
alone should be followed.*

Early anecdotal reports found cases of severe immune-related adverse events (irAEs) in patients on combination
CTLA-4/PD-1 inhibitor therapy after receiving the influenza vaccine.'® Additionally, an early study suggested a
risk of severe irAEs associated with influenza vaccination in patients receiving a PD-1 inhibitor.” More-recent
systematic reviews, however, found that the overall safety and efficacy of influenza vaccination in patients
receiving immune checkpoint inhibitors were not substantially different than in the general population, and that
vaccination did not increase the risk of irAEs compared to no vaccination. Most patients in the systematic reviews
received PD-1 inhibitors, but PD-L1 inhibitors and combination CTLA-4/PD-1 inhibitors were also represented in
smaller patient numbers.’*® Despite limited safety data in patients receiving combination CTLA-4/PD-1
inhibitors, no new data have emerged to suggest an increased risk of severe irAEs with influenza vaccination.
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