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Outline 
1. Global frameworks:  
 2010 Research Agenda  
 2013 BRaVe Agenda 

2. Key gaps in clinical research 
3. Opportunit ies in Indonesia 



WHO Research Agenda for Influenza 

• Published in Feb 2010 
• Five streams  
• 3-4 Areas of Focus for each stream 



Clinical Areas of Focus in Research Agenda 

 Disease burden 
 Improve vaccines 
 Reduce impact through 

public health policy 
 

 Clinical aspects 
including risk factors, 
danger signs 

 Clinical management  
 Healthcare capacity and 

surge 
 



Developments Since Research Agenda Established 

 Disease burden:  
 WHO guidance for countries with difficulties in calculating population 

denominators. 
 Large investment including in Indonesia to estimate morbidity and 

mortality rates. 
 Recent global review (Peasah et al, 2013): per capita cost of an 

influenza case ranged from $30 to $64. 

 Improved vaccines: 
 Quadrivalent vaccine (QIV):  by incorporating both circulating 

influenza B lineages, vaccination with QIV reduces risk of dominant 
circulating B type virus not matching the vaccine strain selected. 

 Live attenuated influenza vaccine (LAIV):  easy administration suitable 
for mass immunization, cross-reactivity to drifted strains for broader 
coverage, contains four strains. 



Developments since Research Agenda Established 

 Reduce impact:  
 Since 2012, WHO recommends seasonal influenza vaccination for: 

• Highest priority:  Pregnant women 
• Priority (in no particular order): 

o Children aged 6-59 months 
o Elderly 
o Individuals with specific chronic medical conditions 
o Health-care workers 





Vaccine Research Gaps 

• Pregnant women: highest 
priority for vaccination. 

• Research shows that 
pregnant women more 
likely to be vaccinated if 
offered the vaccine by a 
health worker. 

• But, vaccination rates in 
this group still low 
globally. 
 



Research priorit ies for influenza 
vaccinat ion during pregnancy 

• Vaccine safety 
– New adjuvants, geographic expansion of availability, new 

formulation and administration routes 
• Vaccine acceptance 

– Evaluate interventions to increase vaccination rates, 
assess reasons for refusal, assess reasons for provider 
refusal 

• Vaccine effectiveness 
– Assess outcomes (complications/deaths) due to influenza 
– Benefits to newborn, prevention of pneumonia and other 

co-morbidities 



Developments since Research Agenda Established 

 Reduce impact:  
 Since 2012, WHO recommends seasonal influenza vaccination for: 

• Highest priority:  Pregnant women 
• Priority (in no particular order): 

o Children aged 6-59 months 
o Elderly 
o Individuals with specific chronic medical conditions 
o Health-care workers 

 Research to understand healthcare worker attitudes towards 
vaccination (occupational health): studies in Indonesia 



Influenza Vaccinat ion: knowledge, pract ices and 
att itudes among Indonesian medical and nursing 

students, 2014 

 Cross sect ional study using random strat ified sampling: 
 136 medical students of Atma Jaya Catholic University  
 119 nursing students of St. Carolus Health Institute 

 
 Conducted by medical students at Atma Jaya Catholic 

University with US CDC technical support. 



Did Students Have Enough Knowledge 
about Influenza Vaccine? 



What Students Wanted To Know? 



Influenza Vaccinat ion Use 



Recommendation 

• Based on progress against the WHO Research 
Agenda for Influenza, develop an Indonesian 
national influenza research agenda. 
– Helps researchers and partners agree on current 

priorities and focus available resources to key 
questions. 



http://www.who.int/influenza/patien
t_care/clinical/BRaVe_Research_
Agenda_2013.pdf?ua=1 



WHO: Research needs for the Batt le against 
Respiratory Viruses (BRaVe)  

Key objectives of this clinical research agenda are to:  
 

• identify the specific research needed to improve medical and public 
health responses to RVIs and their sequelae over both the short-to-
medium (1–5 years) and the medium-to-long (5–10 years) term;  
 

• provide a framework – reflecting public health research priorities – for 
allocating research resources, including studies applicable in under-
resourced countries and those addressing areas that have been relatively 
less studied (e.g. operational and social sciences research);  
 

• facilitate discussion, coordination and interactions among fundamental 
and clinical investigators from both public and private sectors, funders, 
pharmaceutical industry representatives and public health professionals; 
 

• highlight the need and the potential benefits of a  multidisciplinary 
approach to addressing knowledge gaps in prevention and treatment of 
RVIs. 
 



BRaVe: Influenza in context of 
other respiratory viruses 

1. Defining the burden of disease  
2. Understanding disease pathogenesis and host 

dynamics  
3. Expanding treatment options  
4. Improving SARI diagnosis and diagnostic tests  
5. Improving clinical management of SARI and CAP  
6. Optimizing public health strategies.  





Expanding Treatment Options 
• In (H1N1) 2009 pandemic in Japan, the combination of 

early diagnosis, rapid testing and oseltamivir treatment, 
resulted in the lowest mortality rate in the world, with no 
influenza deaths in pregnant women.  
 

• But, oseltamivir fa ils to control viral replication in some 
patients. Further, by being selective (only to influenza), the 
risk of resistance is real.   
 

• More potent antiviral combinations, especially for seriously 
ill persons, are needed. 
 

• Other neuraminidase inhibitors, including intravenous and 
long-acting inhaled formulations, are in clinical 
development, as are several agents with novel mechanisms 
of anti-influenza action (e.g. DAS181, favipiravir, 
nitazoxanide and AVI-7100).  
 



Disease burden and Vaccine 
Introduct ion in Indonesia 

• Indonesia  has long-established influenza surveillance 
(ILI and SARI).  

• Data can be used to inform vaccine target groups 
priorities and introduction. 

• Vaccine policy and introduction: pending. 
 

Research needed to demonstrate vaccine benefit in 
priority groups and to encourage policy development 
(eg Health workers, pregnant women, immuno-
compromised). 

Influenza seasonality in different provinces: impact on 
vaccine timing & composition recommendations. 



Other Research Opportunit ies in Indonesia 

• Barriers to vaccine introduction or national 
recommendations. 
 

• Provision of influenza vaccine to health workers in  
clinical facilities to achieve better occupational health 
status: JKN impact. 
 

• Zoonotic viruses: analysis of  live-bird market 
specimens testing positive for influenza A (but H5/H7 
negatives) to determine subtypes circulating in birds. 
Potential future spill-over viruses into humans. 



Thank you 
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