
G L O B A L  I N F L U E N Z A  P R O G R A M M E

non-seasonal influenza 
 and other emerging 

 acute respiratory  
diseases

INVESTIGATE
Protocol to



WHO/WHE/IHM/GIP/2018.2
© World Health Organization 2018

Some rights reserved. This work is available under the Creative Commons Attribution-
NonCommercial-ShareAlike 3.0 IGO licence (CC BY-NC-SA 3.0 IGO; https://creativecommons.org/
licenses/by-nc-sa/3.0/igo). 

Under the terms of this licence, you may copy, redistribute and adapt the work for non-commercial 
purposes, provided the work is appropriately cited, as indicated below. In any use of this work, there 
should be no suggestion that WHO endorses any specific organization, products or services. The use 
of the WHO logo is not permitted. If you adapt the work, then you must license your work under the 
same or equivalent Creative Commons licence. If you create a translation of this work, you should 
add the following disclaimer along with the suggested citation: “This translation was not created by 
the World Health Organization (WHO). WHO is not responsible for the content or accuracy of this 
translation. The original English edition shall be the binding and authentic edition”.

Any mediation relating to disputes arising under the licence shall be conducted in accordance with 
the mediation rules of the World Intellectual Property Organization.

Suggested citation. Protocol to investigate non-seasonal influenza and other emerging acute 
respiratory diseases. Geneva: World Health Organization; 2018. License: CC BY-NC-SA 3.0 IGO

Cataloguing-in-Publication (CIP) data. CIP data are available at http://apps.who.int/iris.

Sales, rights and licensing. To purchase WHO publications, see http://apps.who.int/bookorders. 
To submit requests for commercial use and queries on rights and licensing, see http://www.who.
int/about/licensing.

Third-party materials. If you wish to reuse material from this work that is attributed to a third 
party, such as tables, figures or images, it is your responsibility to determine whether permission 
is needed for that reuse and to obtain permission from the copyright holder. The risk of claims 
resulting from infringement of any third-party-owned component in the work rests solely with the 
user.

General disclaimers. The designations employed and the presentation of the material in this 
publication do not imply the expression of any opinion whatsoever on the part of WHO concerning 
the legal status of any country, territory, city or area or of its authorities, or concerning the 
delimitation of its frontiers or boundaries. Dotted and dashed lines on maps represent approximate 
border lines for which there may not yet be full agreement. 

The mention of specific companies or of certain manufacturers’ products does not imply that they 
are endorsed or recommended by WHO in preference to others of a similar nature that are not 
mentioned. Errors and omissions excepted, the names of proprietary products are distinguished by 
initial capital letters.

All reasonable precautions have been taken by WHO to verify the information contained in this 
publication. However, the published material is being distributed without warranty of any kind, 
either expressed or implied. The responsibility for the interpretation and use of the material lies with 
the reader. In no event shall WHO be liable for damages arising from its use. 

http://apps.who.int/iris
http://apps.who.int/bookorders
http://www.who.int/about/licensing
http://www.who.int/about/licensing


world health organization i

Abbreviations and acronyms

ARDS acute respiratory distress syndrome

ARI acute respiratory infection

BSL biosafety level

FAO Food and Agriculture Organization of the United Nations

HPAI highly pathogenic avian influenza

ILI influenza-like illness

IHR International Health Regulations

IPC infection prevention and control

MERS-CoV Middle East respiratory syndrome coronavirus

OIE World Organisation for Animal Health

PPE personal protective equipment

RT-PCR reverse transcription polymerase chain reaction 

SARI severe acute respiratory infection

SARS severe acute respiratory syndrome

TIPRA tool for influenza pandemic risk assessment

WHO World Health Organization

WHO CC WHO collaborating centre  
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Outbreaks such as those of highly pathogenic avian influenza (HPAI) 
A(H5N1) and severe acute respiratory syndrome (SARS) increased 
awareness about the global vulnerability to novel respiratory pathogens 
(1, 2). The pathogens responsible for these outbreaks spread rapidly across 
several countries, causing significant social and economic disruption. 
Public health systems continue to face human infections with non-
seasonal influenza viruses such A(H7N9), A(H5N6) and A(H3N2)v, and with 
other emerging pathogens such as Middle East respiratory syndrome 
coronavirus (MERS-CoV) (3). With ongoing animal–human interaction, 
more new pathogens will cross the species line and cause human 
infections (4, 5).

Timely investigation is key to reducing the morbidity and mortality 
associated with events of non-seasonal influenza or other emerging 
respiratory disease pathogens. Investigations identify cases, and 
determine the cause of disease, the source and the most probable mode(s) 
of transmission, as well as the at-risk populations and exposures that may 
predispose individuals to infection (6). The findings are then used to assess 
the risk posed by the event, and to develop and implement interventions 
that stop transmission. Strong linkages between human and animal health 
sectors are needed for investigations at the human–animal interface, and 
risk assessments are critical to guide control and prevention measures 
throughout the investigation and response process. 

1.1  Scope of the protocol and target users
 
This protocol provides an approach for public health authorities and 
investigators at all levels to plan for and conduct investigations of non-
seasonal influenza and other emerging respiratory diseases. The disease 
etiology is not always known at the onset of the event; therefore, this 
protocol focuses on important but broadly applicable steps that should 
be undertaken in the investigation of an acute respiratory disease event. 
Similarly, the source of the illness, associated exposures and modes 
of transmission may not be immediately known; hence, this protocol 
provides guidance for the investigation of different sources, exposures and 
transmission patterns. Since many recent non-seasonal influenza and other 
emerging respiratory pathogens are zoonotic, the protocol emphasizes 
investigation at the animal–human interface. 

PROTOCOL TO INVESTIGATE NON-SEASONAL INFLUENZA  
AND OTHER EMERGING ACUTE RESPIRATORY DISEASES

INTRODUCTION
1

IN
TRO

D
U

C
TIO

N



Protocol to INVESTIGATE non-seasonal influenza and other emerging acute respiratory diseases4

The protocol reflects and incorporates the practical field experience 
gained by investigators working at international, national and subnational 
levels during investigations of non-seasonal influenza, SARS and MERS-
CoV outbreaks. It is not intended to be a comprehensive compendium 
of all the measures that need to be instituted in response to an event, 
but should be read in conjunction with other guidance (e.g. for clinical 
management, infection prevention and control [IPC] and animal disease 
control) and new information about the disease as it becomes available 
from operational research or the investigation process. This protocol and 
its tools can serve as a basis for national and local authorities to develop 
their own procedures, tailored to their specific needs. 

Throughout this protocol, general investigation tips and reminders for 
linkages with risk assessment are provided using the icons shown below:

  TIPS AND  
CONSIDERATIONS 

DATA AND 
INVESTIGATION 
FINDINGS that can 
be used to inform 
risk assessment as 
well as opportunities 
to conduct a risk 
assessment
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