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1. What stands out for the 2025-26 influenza season and why is the vaccine still recommended?

2. Which antiviral medications are available and what is advised for children and adults?

3. Are any changes recommended in the way antiviral medications are used for the current
season?

This AMMI Canada synopsis summarizes key considerations around influenza and antiviral use for the 2025-26
season. It is intended for healthcare providers and for policymakers, managers and administrators involved in
program and health system planning.

Practitioners can find current information about circulating influenza strain characterization, antiviral resistance
testing, and vaccine effectiveness in the Canadian respiratory virus surveillance report (1).
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1. What stands out for the 2025-26 season and why is the vaccine still recommended?

A substantially mutated (antigenically drifted, vaccine mismatched) variant of influenza A(H3N2) termed subclade
K emerged toward the end of the Southern Hemisphere’s 2025 influenza season (2). The influenza A(H3N2)
subclade K variant has since triggered an unusually early and intense start to the 2025-26 season in several
countries of the Northern Hemisphere (3) and posed H3 subtyping challenges for some diagnostic laboratories.
Several jurisdictions have issued risk assessments and recommendations in response (3,4), highlighting the
potential for increased infection rates caused by subclade K owing to mutations that evade population immunity
and contribute to vaccine escape. As of the current writing, Canada is also experiencing a sharp rise in A(H3N2)
subclade K infections (1), beginning with children, and with no indication of having yet reached the epidemic peak
as we enter the holiday period. Influenza test positivity is highest amongst individuals aged 5 to 19 years but
adults age >65 years have experienced the highest hospitalization rates (5,6) as is typically observed with A(H3N2)
viruses. Because of their greater immunological susceptibility and social interactions, children often experience
the highest influenza attack rates early in the season before spreading to other age groups. Seasons in which
A(H3N2) dominates are typically associated with greater severity overall, including more hospitalizations and
deaths especially among older adults (7).

The 2025-26 influenza vaccines authorized and marketed for use in Canada are trivalent (8) which means they are
formulated to protect against three influenza viruses, including an influenza A(H3N2) subtype, but also influenza
A(HIN1)pdmO09 subtype as well as influenza B virus. Considering the major genetic and antigenic differences
between circulating subclade K viruses relative to the chosen A(H3N2) component of the 2025-26 vaccine strain,
lower vaccine effectiveness is anticipated, but the actual amount of vaccine protection against subclade K awaits
evaluation. Some degree of cross-protection is expected, and while early VE estimates from the United Kingdom
(9) are promising for protection against severe outcomes, we await definitive evaluation from additional settings.
Interim Canadian estimates are expected in early 2026. In the meantime, influenza vaccination remains important
and highly recommended (8). Since influenza activity has not yet peaked as we enter the holidays and influenza A
epidemics are often followed by influenza B activity later in the season, it is not too late to benefit from
vaccination. Preventing serious respiratory infections through immunization (8,10) also helps to prevent outbreaks
in care settings and lessen strain across the health system (11).
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2. Which antiviral medications are available in Canada in 2025-26 and what is advised for

children and adults?

The AMMI Canada Foundations documents (published in 2013, and 2019) (12,13) for influenza antiviral
prescribing continue to serve as a guide under-pinning current prescribing recommendations. These foundation
documents were incorporated in the AMMI Canada 2023 influenza update (where avian influenza considerations
were also added to seasonal influenza antiviral recommendations for prevention and treatment) (14).

New since the 2023 update is access to baloxavir (first authorized in 2020 but not brought to market until 2025 in
Canada), and the World Health Organization has issued influenza treatment guidance that also includes
consideration for baloxavir (15). The role for this medication remains limited overall at present in Canadian
context. This is in part due to lack of study for protection from severe disease and concerns about the emergence
of antiviral resistance; compounded by cost and accessibility as it may not be readily available in all settings.

The following table summarizes current antiviral medications in Canada for quick reference during the 2025-26
season. All antiviral therapies have shown greatest benefit when given early in the course of illness, ideally within
48 hours of symptom onset.

Table 1. AMMI Canada antiviral summary table for the 2025-26 influenza season

administration

Medication Oseltamivir Zanamivir Baloxavir marboxil
Brand name: Tamiflu® Brand name: Relenza® Brand name: Xofluza®
Route of Oral Inhaled Oral

Dosage forms

Capsules: 75 mg, 45 mg, 30
mg

Suspension 6 mg/mL

Dry powder for inhalation, 5
mg/blister; supplied with
Diskhaler® inhalation device

Tablets: 20 mg, 80 mg

40 mg tablets expected to be
marketed in early 2026

considerations

stocked

pharmacies; may require
special ordering

Class Neuraminidase inhibitor (NAI) | Neuraminidase inhibitor (NAI) | Cap-dependent endonuclease
inhibitor
Availability Readily available; commonly Less commonly stocked in Less commonly stocked in

pharmacies; may require
special ordering

Approximate cost
per treatment
course

(16, 17)

$25 (as generic)

$65

$200

Indication(s)
(on label per product
monograph)

Treatment of uncomplicated
influenza if symptomatic for
no more than 48 hours;
influenza prophylaxis

Age 1 year and older

Tamiflu® Product Monograph

Treatment of uncomplicated
influenza if symptomatic for
no more than 48 hours;
influenza prophylaxis

Age 7 years and older

Relenza® Product Monograph

Treatment of uncomplicated
influenza symptomatic for no
more than 48 hours

Age 12 years and older,
weighing at least 40 kg

Xofluza® Product Monograph

(18)

(19)

(20)

Comparative
considerations

Oseltamivir has been the most
widely used influenza antiviral
since 1999 (21)

Experience has developed
over 25 years, particularly
with widespread use for

Alternative to oseltamivir for
treatment and prophylaxis of
uncomplicated influenza

Treatment data limited in the
setting of severe illness

Alternative to oseltamivir or
zanamivir for treatment of
uncomplicated influenza

Treatment data are limited in
the setting of severe illness
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Medication

Oseltamivir
Brand name: Tamiflu®

Zanamivir
Brand name: Relenza®

Baloxavir marboxil
Brand name: Xofluza®

prevention and treatment
during the 2009/10
A(HIN1)pdmO09 pandemic

An NAI with risk for
substitutions conferring
resistance during clinical use,
especially in young children
(22) and with N1-containing
influenza A viruses such as
H5N1 (23)

An option when oral access is
unavailable or treating
suspected oseltamivir-
resistant viruses

Consider reserving use due to
concerns of treatment-
emergent resistance

Single-dose regimen may offer
convenience/adherence
advantage

Viral resistance
considerations

Resistance to oseltamivir may
be conferred by mutations
such as H275Y/H274Y
substitution in the
neuraminidase enzyme

(22)

Zanamivir maintains activity
against Influenza A with H275Y
substitution

Treatment-emergent
resistance to zanamivir is
uncommon, even in
immunocompromised
patients

Consider reserving use due to
concerns of treatment-
emergent resistance,
particularly in those who are
immunocompromised

Most common
adverse effects

Nausea, vomiting, diarrhea,
headache

Cough, throat or nasal
irritation, nausea, vomiting,
diarrhea

Nausea, vomiting, diarrhea,
headache

Administration
considerations

Administration with food can
improve gastrointestinal
tolerability

To be administered only via
supplied Diskhaler® delivery
device

Consider having a short-acting
bronchodilator available if
needed for bronchospasm

Avoid administration with
products containing
polyvalent cations as this may
decrease absorption (e.g.,
multivitamins, dairy products)

Swallow tablets whole; not
recommended to crush or split

Use in pregnancy Yes Yes No; not studied
(24)
Distribution of inhaled
medication may be impaired
later in pregnancy
Use in lactation Yes Probably safe (no human data) | Probably safe (no human data)
(24,25)
Usual adult 75 mg PO BID x 5 days 10 mg inhaled BID x 5 days 40to<80kg: 40 mgPOx 1

treatment dose
[For pediatric dosing,
see AMMI Canada
Foundations 2019
Table 2, (13) or
Canadian Paediatric
Society (CPS)
guidance Table 3,
(26) on dosing for
infants, children and
youth] *

80 kg or more: 80 mg PO x 1

Renal adjustment

Yes

(Refer to Table 3in 2019
Foundations document)
(13)

No

No

Not formally studied in renal
impairment (CrCl below 50
mL/min), but not expected to
impact excretion
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Medication Oseltamivir Zanamivir Baloxavir marboxil
Brand name: Tamiflu® Brand name: Relenza® Brand name: Xofluza®
Hepatic adjustment No No No
Not studied in severe Not studied in severe Not studied in severe
impairment impairment impairment
Precautions (ex: Generally, not recommended Avoid administration with
medication with underlying respiratory products containing
interactions) disease due to risk of polyvalent cations as this may
bronchospasm decrease absorption
(multivitamins, dairy products)
Contains lactose

Live attenuated influenza vaccine (LAIV) should not be administered until 48 hours after the use
Additional of an antiviral agent active against influenza is stopped. It should be noted that if antiviral is
consideration: prescribed within 2 weeks of receipt of LAIV, the medication may inactivate the replicating
vaccine virus and reduce the vaccine’s effect/immunogenicity. (27)

* In the event of supply constraints that may arise for the paediatric suspension, oseltamivir capsules can be used to either
compound suspensions or capsule sprinkling can be used when applicable/if necessary [refer to the Canadian Pharmacists
Association drug shortages webpage for alerts or direction in the event necessary (28)].

Current circulating seasonal influenza viruses are resistant to amantadine; therefore, amantadine is omitted from
the Table 1.

Additional non-marketed neuraminidase inhibitors in Canadian context:

Peramivir (brand: Rapivab™) was authorized by Health Canada in 2017 for the treatment of uncomplicated
influenza in those 18 and older if symptomatic for no more than 48 hours. It is not currently marketed in Canada,
therefore requires Health Canada Special Access Program (SAP) approval before use and delays in access can be
expected. It may be considered in patients with unreliable enteral access or absorption, or in whom marketed
antivirals are contraindicated. Rapivab™ Product Monograph (29). H275Y/H274Y substitution in the
neuraminidase enzyme confers resistance to peramivir (30).

Zanamivir IV (brand: Dectova) is not authorized by Health Canada and not marketed. Its approved indication by
the European Medicines Agency (31), and likely role in therapy is for the treatment of complicated and potentially
life-threatening influenza in those aged 6 months and older when other antivirals are unsuitable. Use in Canada
requires both approval by the product manufacturer and the SAP. Delays in access can be expected. Zanamivir
maintains activity against Influenza A with H275Y substitution (22, 30).

Treatment with antiviral medication for paediatric patients

For infants under 1 year, antivirals (neuraminidase inhibitors, NAls) are not approved in Canada for treatment of
mild influenza and there are limited data for use in this age group. Influenza immunization in pregnancy should
be promoted to protect infants during their first six months of life (26,32).

For moderate, severe, or progressive illness at any age, start antivirals immediately and assess need for
hospitalization, even if >48 hours since onset (26). Consult specialists for severe cases or medication intolerance.
For healthy children and adolescents aged 1 year and older with mild influenza who are otherwise healthy,
antivirals are not routinely recommended (26).

If mild influenza occurs with risk factors for severe disease and the child is 21 year, treat within 48 hours with
oseltamivir or age-appropriate zanamivir.
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For asymptomatic infants and children with known exposure to influenza, antivirals are not typically
recommended. In exceptional circumstances where a clinician is concerned that an individual with asymptomatic
laboratory-confirmed influenza may be at high risk of developing influenza-related complications or of
transmitting infection to highly susceptible household members (e.g., individuals who are severely
immunocompromised such as organ or hematopoietic stem cell transplant recipients, or individuals receiving
certain cancer treatments), consult with specialist(s) as required (e.g., infectious diseases, transplant, oncology) to
inform individualized treatment decisions.

Table 2. Pediatric Sample Case Scenarios

Antiviral Treatment Considerations for Influenza Iliness in Children

Applicable Subpopulation Medication Plan
(@ [ RWid S VInal ol el E e N g TeiW/a] American Academy of Pediatrics Canada (26)
or suspected infection (33) The Red Book (34)

1. Hospitalized children Recommend treatment a Recommend treatment

2. Children with severe illness Recommend treatment Recommend treatment

3. Children with complicated Recommend treatment Recommend treatment
illness*

4. Children with progressive Recommend treatment Recommend treatment
illness*

5. Children at higher risk for Recommend treatment Recommend treatment;
complications (<5 y of age Except those < 5 yrs where
or child of any age with treatment is not routinely
underlying condition required for mild illness and no
placing them at higher risk risk factors
for severe illness)

6. Children with household Consider treatment In most instances, treatment is
contacts at high risk not recommended

7. Children with Consider treatment In most instances, treatment is
household contacts not recommended
under age 6 months

8. Other children with flu-like Consider treatment Not routinely recommended
symptoms (if within 48 hours of symptoms

starting)

Asymptomatic child American Academy of Pediatrics Canada
with known or (33)
suspected exposure

Unvaccinated or Chemoprophylaxis considered for

incompletely vaccinated some scenarios Not typically recommended (see
children at' h'g_h risk of (e.g., high-risk children without text above)**
complications vaccine protection; unvaccinated
children in high-risk households
without vaccine protection)

Adapted from the American Academy of Pediatrics (33)
o Where treatment is recommended above (e.g., hospitalized children and those with severe, complicated or
progressive illness), there is no time limit on starting antivirals since the onset of symptoms.

* Complicated and progressive illness assumed to be severe for purposes of this summary.
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**Antiviral therapy is not typically recommended for children with asymptomatic influenza. Presumptive
treatment is considered only in exceptional circumstances. Some experts recommend presumptive treatment
when there are severely immunocompromised individuals who may be exposed. Presumptive treatment is
therapy with twice daily doses of oseltamivir or zanamivir initiated before the onset of influenza symptoms in
close contact of individuals with suspected or lab-confirmed influenza iliness.

Treatment with antiviral medication for adult patients

Recommendations for treatment during the 2025-26 influenza season align with those outlined in the AMMI
Canada 2019 Foundations document (13), the 2023 AMMI Canada Influenza update (14), and they now
incorporate consideration of baloxavir in rare instances (as outlined above). Refer to Table 1 and question 3 here
below for details pertinent to adult antiviral use for the 2025-26 influenza season.

3. Are any changes recommended in the way antiviral medications are used for the current
season?

For the 2025-26 season, providers may inquire how to optimally manage care for severely ill patients, particularly
when a more severe season is predicted.

Essentially, no changes to treatment are recommended at this time.
Dosing in the severely ill

During past influenza seasons, higher dose oseltamivir was shown to be no more effective than standard dosing.
Increasing the dose of neuraminidase inhibitors is not advised.

Immunocompromised individuals with severe illness

Some immunocompromised patients may have significant prolonged viral replication along with sustained or
periodic influenza-like illness exacerbations despite a complete course(s) of antiviral therapy. Extending duration
of treatment with neuraminidase inhibitors such as oseltamivir to 10 days in this patient population using clinical
judgement and case-by-case decision making may be reasonable (12). Prolonged shedding with severe influenza
despite antiviral therapy should prompt request for antiviral resistance testing by consulting the local diagnostic
or public health laboratory.

Ongoing studies relating to combination therapy (i.e. two NAls; or NAI + Cap-dependent endonuclease
inhibitor)

At present there are no AMMI Canada recommendations for combination therapy.

The clinical utility of combination therapy for treating influenza remains uncertain. Results from observational
studies have been mixed, and a randomized controlled trial combining baloxavir with NAls did not result in
superior clinical outcomes compared with NAls alone (35); but as novel influenza virus infections in humans
emerge, and concern about antiviral resistance is omnipresent, further investigation will continue to be explored,
and additional research trials are being conducted.

For pregnancy or lactation considerations please refer to Table 1 above.
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Summary

In summary, the 2025-26 influenza season is unfolding just as experts predicted with Influenza A(H3N2)
dominating the 2025 component of the current season. With the prediction of a severe season and its impact on
individuals, vulnerable populations, and Canadian health systems, guidance for vaccination, testing, treatment,
and surveillance are essential. These measures facilitate preparedness and efficient use of resources for
prevention and treatment of influenza infections.

Laboratory testing continues to support prompt antiviral use for those at highest risk of severe disease,
assessments of vaccine effectiveness, and the overarching surveillance objectives. Primary prevention through
immunization (including procurement of adequate supply, accessible immunization programs, and population
uptake), coupled with early use of antiviral therapies where impact will be greatest should ease the burden for ill
patients with high-risk conditions, or who are hospitalized due to severe disease.
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