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In brief 

Influenza and seasonal prophylaxis with oseltamivir    17 June 2022                              

 

Questions 

1) What is the place or evidence for seasonal influenza prophylaxis (such as taking oseltamivir for 10 to 

12 weeks continuously) in healthcare and aged care settings? 

2) What is the place or evidence for seasonal influenza prophylaxis in high-risk patients who have or 

require frequent contact with healthcare facilities (for example, dialysis patients)? 

Summary  

• No systematic reviews have been conducted on this topic since 2013. Three older reviews note that 

there is some evidence for the effectiveness of oseltamivir as seasonal prophylaxis in at-risk 

adults.1, 2 However, the quality of those studies was evaluated as low.3 Notably, many older studies 

and reviews on this topic have been criticised due to their heavy involvement of pharmaceutical 

sponsors and lack of replication or transparent data.4 

• In adults, very few studies provide real-life evidence for the use of oseltamivir for seasonal 

prophylaxis in at-risk adult populations. The few that do exist found a positive benefit in reducing 

influenza incidence and secondary complications in long-term care residents, dialysis and 

transplant patients.5-8  

• In children and adolescents who are immunocompromised, unvaccinated or at risk of influenza 

complications, there is stronger and more recent evidence to recommended seasonal oseltamivir.9 

• Statistical modelling suggests that seasonal prophylaxis is effective for reducing influenza incidence 

and/or complications but may not be cost effective.10-12 

• Seasonal prophylaxis for hospital workers can reduce staff absences but there is no evidence to 

date that it reduces influenza incidence for patients.12-14  

• Most studies highlight that policy and clinical decision making need to take into consideration the 

side effects and cost effectiveness of seasonal prophylaxis.11, 14-16  

• Most international jurisdictions do not currently have guidelines on seasonal prophylaxis for 

influenza. The Canadian antiviral guidelines suggest that seasonal prophylaxis may occur in 

circumstances where effective vaccines are not available or are contraindicated; or bridging 

prophylaxis may be considered at the same time as vaccination, when influenza is already 

circulating. 

• In the United States, the Centres for Disease Control and Prevention (CDC) 2021 report did not 

recommend seasonal or pre-exposure antiviral chemoprophylaxis in most cases.15 It can be 

considered for: 

o those who are at very high risk of developing complications from influenza and for whom 

influenza vaccination is contraindicated, unavailable, or expected to have low effectiveness 

(e.g. people who are severely immunocompromised) 
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o those who have the highest risk of influenza-associated complications, such as transplant 

recipients 

o high-risk individuals not yet vaccinated, if influenza is already circulating in the community, 

given in combination with vaccination. 

Background 

• A wide range of evidence and clinical recommendations already exist for the use of oseltamivir for 
treatment and post-exposure prophylaxis.17-20 

• To date, oseltamivir has been successfully used in NSW residential care facilities for the purpose of 
post-exposure prophylaxis.21, 22 

Synthesised literature 

Peer-reviewed literature 

Adults living in long-term care facilities: 

• A 2001 study which recruited 548 frail older adults living in residential care, reported that 

administering oral oseltamivir, 75mg once daily for 6 weeks, effectively prevented clinical influenza. 

Oseltamivir administration resulted in a 92% reduction in the incidence of laboratory-confirmed 

clinical influenza compared with placebo. Oseltamivir use was also associated with a significant 

reduction in the incidence of secondary complications. Although nearly all subjects were taking 

concomitant medication both before and during the study, oseltamivir was well tolerated.5, 6  

• A study which statistically modelled transmission in a nursing home setting found that eight weeks 

of continuous prophylaxis reduced the patient infection attack rate from 0.19 to 0.05 (relative risk 

0.23) and the percentage of large outbreaks decreased to 0.03 (relative risk 0.09). Seasonal 

prophylaxis meant that large outbreaks disappeared and the percentage of departments without 

any patient infection increased. The study noted that seasonal prophylaxis requires large stocks of 

antiviral drugs and is therefore costly, so postexposure prophylaxis might still be preferable.14 

Adults in the community at high risk of influenza or associated complications: 

• On a dialysis unit, oseltamivir prophylaxis was administered for four weeks. Of the 30 patients, 7 

stopped prophylaxis early because of their own decision (n = 3) or reported adverse effects: 

stomach-ache (n = 1) and muscle aches (n = 3). No cases of influenza were detected until one 

week after the end of prophylaxis, when one case of influenza occurred.8 

• In transplant recipients, 12 weeks of oseltamivir prophylaxis is generally well tolerated and can 

reduce laboratory-confirmed influenza incidence.7  

Healthcare workers: 

• A parallel group, double blind, randomised trial of oral oseltamivir versus placebo was conducted 

over 16 weeks in healthy health professionals at 2 hospitals in Thailand. Oseltamivir was well 

tolerated and was recommended for primary influenza prophylaxis for up to 16 weeks.13  

• A modelling study found that eight weeks’ prophylaxis with neuraminidase inhibitors (including 

oseltamivir) for essential staff substantially reduced absenteeism, even in a severe pandemic.12  
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• Another model suggested that extending seasonal prophylaxis in a nursing home to healthcare 

workers does not prevent many additional infections among nursing home patients when compared 

with prophylaxis of patients only.14 

Additional considerations: 

• For high-risk groups, treatment (post-infection) with antivirals is less effective but is more feasible 

and cost effective than seasonal prophylaxis and is preferable in the case of limited drug 

availability.11 

• In a paediatric study, children aged 1 to 12 years received oseltamivir for 6 weeks. In 3 out of 49 

participants, adverse events occurred which were likely treatment related (nausea or vomiting). The 

tolerability profile was similar to pooled safety data from treatment studies in children.23 

• A systematic review of harm and mortality found that the use of oseltamivir increases the risk of 

nausea, vomiting, psychiatric events in adults and vomiting in children. The review concluded that 

the balance between benefits and harms should be considered when making decisions about use 

of such treatments for either prophylaxis or treatment of influenza.16 

Systematic reviews: 

• For adults with chronic health conditions, three reviews from 2009 to 2013 identified that there were 

very few (one or two) eligible studies with which to make a judgement about the effectiveness of 

seasonal prophylaxis with oseltamivir.  

o Two reviews noted that, based on the limited evidence, oseltamivir was effective in preventing 

symptomatic (although not necessarily laboratory-confirmed) influenza in at-risk elderly  

subjects.1, 2 

o One estimated that the incremental cost utility of seasonal influenza prophylaxis was expected to 

be £38,000–£428,000 per Quality-Adjusted Life Year gained.1  

o A third review concluded that there was no clear or high-quality evidence available on the 

benefits of oseltamivir and similar drugs for elderly and at-risk groups, or their effects on 

hospitalisation and mortality, based on the available studies being of low quality. It additionally 

noted that nausea, vomiting and diarrhea were significant side effects.3 

• A more recent (2019) review of evidence for children and adolescents concluded that those at risk 

of complicated influenza can be recommended seasonal oseltamivir; especially in unvaccinated or 

immunocompromised children for whom vaccination may be less effective.9 

Grey literature  

Australia 

• The 2017 Australian guidelines on influenza management in residential care facilities,24 as well 

as guidelines from NSW20 and Victoria,25 do not mention seasonal prophylaxis.  

United Kingdom 

• The 2021 guidance on antivirals to treat influenza does not discuss seasonal prophylaxis; 

however, does state that ‘Prolonged treatment can be associated with the development of 

antiviral resistance, particularly in immunosuppressed patients, and antiviral resistance 

monitoring is recommended’. 
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United States 

The CDC’s summary for clinicians on influenza antiviral medications for the 2021–22 influenza season 

reported:15 

• Annual influenza vaccination is the best way to prevent influenza because vaccination can be 

given well before influenza virus exposures occur and can provide safe and effective immunity 

throughout the influenza season. 

• The CDC does not recommend widespread or routine use of antiviral medications for 

chemoprophylaxis, to limit the possibilities that antiviral-resistant viruses could emerge. 

Indiscriminate use of chemoprophylaxis might promote resistance to antiviral medications, or 

reduce antiviral medication availability for treatment of people at higher risk for influenza 

complications or who are severely ill. 

• In general, CDC does not recommend seasonal or pre-exposure antiviral prophylaxis, but 

antiviral medications can be considered for post-exposure prophylaxis to prevent influenza in 

certain situations. 

• Common adverse events are nausea, vomiting and headache. There have been reports of 

serious skin reactions and sporadic, transient neuropsychiatric events. 

Recent clinical practice guidelines by the Infectious Diseases Society of America reported:26 

• Antiviral drugs should not be used for routine or widespread chemoprophylaxis outside of 

institutional outbreaks; antiviral chemoprophylaxis can be considered in certain situations: 

o for adults and children aged ≥3 months who are at very high risk of developing 

complications from influenza and for whom influenza vaccination is contraindicated, 

unavailable, or expected to have low effectiveness (e.g. people who are severely 

immunocompromised) 

o for adults and children aged ≥3 months who have the highest risk of influenza-

associated complications, such as recipients of hematopoietic stem cell transplant in the 

first 6 to12 months posttransplant, and lung transplant recipients. 

o in conjunction with prompt administration of inactivated influenza vaccine for 

unvaccinated adults and children aged ≥3 months who are at high risk of developing 

complications from influenza in whom influenza vaccination is expected to be effective 

(but not yet administered) when influenza activity has been detected in the community. 

o for unvaccinated adults, including healthcare personnel, and for children aged ≥3 

months who are in close contact with people at high risk of developing influenza 

complications during periods of influenza activity when influenza vaccination is 

contraindicated or unavailable and these high-risk people are unable to take antiviral 

chemoprophylaxis. 

• Clinicians can consider educating patients and parents of patients to arrange for early empiric 

initiation of antiviral treatment as an alternative to antiviral chemoprophylaxis. 

• Clinicians should use oseltamivir (or inhaled zanamivir) if preexposure chemoprophylaxis for 

influenza is required, rather than an adamantane antiviral. 

 

 

Canada 
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The 2019 guidelines27 recommend that: 

• Seasonal prophylaxis may occur in circumstances where effective vaccines are not available or 

are contraindicated. Although efficacious in clinical trials, the practicality and effectiveness of 

seasonal prophylaxis in practice have not been established. 

• Bridging prophylaxis may be considered to prevent influenza until vaccine-induced immunity 

develops; and refers to two weeks of prophylaxis which commences from the time of 

vaccination (with an inactivated influenza vaccine) during the influenza season. 

• A 2020 update to the guidelines was produced; however, the comments on seasonal 

prophylaxis were not among those updated.28 

Europe 

The 2017 expert opinion review29 reported: 

• There is no agreed definition and time period for prophylaxis during the influenza season. 

Regimens as long as 16 weeks for oseltamivir have been studied and well tolerated; however, 

failure to complete prophylaxis may be more likely in children due to nausea and stomach 

discomfort. 

Method 

To inform this brief, PubMed, MedRxiv and Google searches were conducted using terms related to 

influenza, oseltamivir and tamiflu on 20 May 2022.  

References 

1. Tappenden P, Jackson R, Cooper K, et al. Amantadine, oseltamivir and zanamivir for the 
prophylaxis of influenza (including a review of existing guidance no. 67): a systematic review 
and economic evaluation. Health Technol Assess. 2009 Feb;13(11):iii, ix-xii, 1-246. DOI: 
10.3310/hta13110 

2. Jackson RJ, Cooper KL, Tappenden P, et al. Oseltamivir, zanamivir and amantadine in the 
prevention of influenza: a systematic review. J Infect. 2011 Jan;62(1):14-25. DOI: 
10.1016/j.jinf.2010.10.003 

3. Michiels B, Van Puyenbroeck K, Verhoeven V, et al. The value of neuraminidase inhibitors for 
the prevention and treatment of seasonal influenza: a systematic review of systematic reviews. 
PLoS One. 2013;8(4):e60348. DOI: 10.1371/journal.pone.0060348 

4. Jefferson T, Doshi P. Multisystem failure: the story of antinfluenza drugs. Recenti Prog Med. 
2014 May;105(5):187-90. DOI: 10.1701/1493.16451 

5. De Bock V, Peters P, von Planta T, et al. Oral oseltamivir for prevention of influenza in the frail 
elderly. Clinical Microbiology and Infection. 2000;6:139-41. DOI: 10.1016/S1198-
743X(15)30188-9 

6. Peters PH, Jr., Gravenstein S, Norwood P, et al. Long-term use of oseltamivir for the 
prophylaxis of influenza in a vaccinated frail older population. J Am Geriatr Soc. 2001 
Aug;49(8):1025-31. DOI: 10.1046/j.1532-5415.2001.49204.x 

7. Ison MG, Szakaly P, Shapira MY, et al. Efficacy and safety of oral oseltamivir for influenza 
prophylaxis in transplant recipients. Antivir Ther. 2012;17(6):955-64. DOI: 10.3851/imp2192 

8. Van Praet JT, Steyaert S, Demesmaecker M, et al. Oseltamivir for prophylaxis of influenza in 
vaccinated hemodialysis patients. Infect Control Hosp Epidemiol. 2019 Apr;40(4):497-8. DOI: 
10.1017/ice.2019.11 



COVID-19 Critical Intelligence Unit: Influenza and seasonal prophylaxis with oseltamivir   

 6 

9. Tagarro A, Cruz-Cañete M, Otheo E, et al. [Oseltamivir for the treatment of influenza in children 
and adolescents]. An Pediatr (Engl Ed). 2019 May;90(5):317.e1-.e8. DOI: 
10.1016/j.anpedi.2019.01.009 

10. Parra-Rojas C, Nguyen VK, Hernandez-Mejia G, et al. Neuraminidase Inhibitors in Influenza 
Treatment and Prevention⁻Is It Time to Call It a Day? Viruses. 2018 Aug 25;10(9). DOI: 
10.3390/v10090454 

11. Doyle A, Bonmarin I, Lévy-Bruhl D, et al. Influenza pandemic preparedness in France: 
modelling the impact of interventions. J Epidemiol Community Health. 2006 May;60(5):399-404. 
DOI: 10.1136/jech.2005.034082 

12. Lee VJ, Chen MI. Effectiveness of neuraminidase inhibitors for preventing staff absenteeism 
during pandemic influenza. Emerg Infect Dis. 2007 Mar;13(3):449-57. DOI: 
10.3201/eid1303.060309 

13. Anekthananon T, Pukrittayakamee S, Ratanasuwan W, et al. Oseltamivir and inhaled zanamivir 
as influenza prophylaxis in Thai health workers: a randomized, double-blind, placebo-controlled 
safety trial over 16 weeks. J Antimicrob Chemother. 2013 Mar;68(3):697-707. DOI: 
10.1093/jac/dks418 

14. van den Dool C, Hak E, Bonten MJ, et al. A model-based assessment of oseltamivir prophylaxis 
strategies to prevent influenza in nursing homes. Emerg Infect Dis. 2009 Oct;15(10):1547-55. 
DOI: 10.3201/eid1510.081129 

15. CDC. Influenza Antiviral Medications: Summary for Clinicians [Government Report]. United 
States: Centers for Disease Control and Prevention; 2021 [cited 2022 May 24]. Available from: 
https://www.cdc.gov/flu/professionals/antivirals/summary-clinicians.htm. 

16. Heneghan CJ, Onakpoya I, Jones MA, et al. Neuraminidase inhibitors for influenza: a 
systematic review and meta-analysis of regulatory and mortality data. Health Technol Assess. 
2016 May;20(42):1-242. DOI: 10.3310/hta20420 

17. Booy R, Lindley RI, Dwyer DE, et al. Treating and preventing influenza in aged care facilities: a 
cluster randomised controlled trial. PLoS One. 2012;7(10):e46509. DOI: 
10.1371/journal.pone.0046509 

18. Ye M, Jacobs A, Khan MN, et al. Evaluation of the use of oseltamivir prophylaxis in the control 
of influenza outbreaks in long-term care facilities in Alberta, Canada: a retrospective provincial 
database analysis. BMJ Open. 2016 Jul 5;6(7):e011686. DOI: 10.1136/bmjopen-2016-011686 

19. Yue MC, Collins JT, Subramoniapillai E, et al. Successful use of oseltamivir prophylaxis in 
managing a nosocomial outbreak of influenza A in a hematology and allogeneic stem cell 
transplant unit. Asia Pac J Clin Oncol. 2017 Feb;13(1):37-43. DOI: 10.1111/ajco.12565 

20. NSW Health. Antivirals for influenza - information for prescribers [Internet]. NSW: NSW Health; 
2016 [cited 2022 May 24]. Available from: 
https://www.health.nsw.gov.au/Infectious/Influenza/Pages/info_for_prescribers.aspx. 

21. Dronavalli M, Lord H, Alexander K, et al. Effectiveness of Oseltamivir Prophylaxis in Influenza 
Outbreaks in Residential Aged Care. J Epidemiol Glob Health. 2020 Jun;10(2):184-9. DOI: 
10.2991/jegh.k.200402.001 

22. Seale H, Weston KM, Dwyer DE, et al. The use of oseltamivir during an influenza B outbreak in 
a chronic care hospital. Influenza Other Respir Viruses. 2009 Jan;3(1):15-20. DOI: 
10.1111/j.1750-2659.2008.00063.x 

23. Reisinger K, Shu D, Cupelli L, et al. Safety and tolerability of a 6-week course of oseltamivir 
prophylaxis for seasonal influenza in children. Influenza Other Respir Viruses. 2013 
Jan;7(1):11-3. DOI: 10.1111/j.1750-2659.2012.00367.x 

24. Van Buynder P, et al. Guidelines for the Prevention, Control and Public Health Management of 
Influenza Outbreaks in Residential Care Facilities in Australia [Internet]. Australia: 
Communicable Diseases Network Australia; 2017 [cited 2022 May 25]. Available from: 
https://www1.health.gov.au/internet/main/publishing.nsf/Content/27BE697A7FBF5AB5CA257B
F0001D3AC8/$File/RCF_Guidelines.pdf. 

25. Health Protection Branch. Management of Influenza in Acute Care Settings. Draft Guidelines for 
Oseltamivir Use Australia: Victorian Department of Health and Human Services; 2018 [cited 

https://www.cdc.gov/flu/professionals/antivirals/summary-clinicians.htm
https://www.health.nsw.gov.au/Infectious/Influenza/Pages/info_for_prescribers.aspx
https://www1.health.gov.au/internet/main/publishing.nsf/Content/27BE697A7FBF5AB5CA257BF0001D3AC8/$File/RCF_Guidelines.pdf
https://www1.health.gov.au/internet/main/publishing.nsf/Content/27BE697A7FBF5AB5CA257BF0001D3AC8/$File/RCF_Guidelines.pdf


COVID-19 Critical Intelligence Unit: Influenza and seasonal prophylaxis with oseltamivir   

 7 

2022 May 25]. Available from: https://www.health.vic.gov.au/publications/oseltamivir-and-
influenza-management-in-acute-care-settings-draft-guidelines. 

26. Uyeki TM, Bernstein HH, Bradley JS, et al. Clinical Practice Guidelines by the Infectious 
Diseases Society of America: 2018 Update on Diagnosis, Treatment, Chemoprophylaxis, and 
Institutional Outbreak Management of Seasonal Influenzaa. Clinical Infectious Diseases. 
2019;68(6):e1-e47. DOI: 10.1093/cid/ciy866 

27. Aoki FY, Allen UD, Mubareka S, et al. Use of antiviral drugs for seasonal influenza: Foundation 
document for practitioners—Update 2019. Official Journal of the Association of Medical 
Microbiology and Infectious Disease Canada. 2019 2019/06/01;4(2):60-82. DOI: 
10.3138/jammi.2019.02.08 

28. Mubareka S, Aoki FY, Allen UD, et al. 2020–2021 AMMI Canada guidance on the use of 
antiviral drugs for influenza in the setting of co-circulation of seasonal influenza and SARS-CoV-
2 viruses in Canada. Official Journal of the Association of Medical Microbiology and Infectious 
Disease Canada. 2020 2020/12/01;5(4):214-22. DOI: 10.3138/jammi-2020-11-02 

29. Robesyn E, Broberg E, Kramarz P. Expert opinion on neuraminidase inhibitors for the 
prevention and treatment of influenza [Internet]. Europe: European Centre for Disease 
Prevention and Control; 2017 [cited 2022 May 24]. Available from: 
https://www.ecdc.europa.eu/sites/default/files/documents/Scientific-advice-neuraminidase-
inhibitors-2017.pdf. 

 

SHPN: (ACI) 220425 | TRIM: ACI/D22/51-21 | Edition 1 

 

https://www.health.vic.gov.au/publications/oseltamivir-and-influenza-management-in-acute-care-settings-draft-guidelines
https://www.health.vic.gov.au/publications/oseltamivir-and-influenza-management-in-acute-care-settings-draft-guidelines
https://www.ecdc.europa.eu/sites/default/files/documents/Scientific-advice-neuraminidase-inhibitors-2017.pdf
https://www.ecdc.europa.eu/sites/default/files/documents/Scientific-advice-neuraminidase-inhibitors-2017.pdf

