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A revision of the system of nomenclature for
influenza viruses: a WHO Memorandum*

In February 1980, the World Health Organization convened a meeting to consider
information relevant to the nomenclature of influenza viruses and to make definitive
proposals for the revision of the system which has been in use since 1971. The WHO recom-
mendations are based on data derived from double immunodiffusion reactions involving
haemagglutinin and neuraminidase antigens. The revised system of nomenclature is similar
to the 1971 system in that it consists of two parts: (a) a type and strain designation, and
(b) for influenza A viruses, a description of the antigenic specificity (subtype) of the surface
antigens (H and N). The strain designation for influenza virus types A, B, and C contains
information on the antigenic type of the virus (based on the antigenic specificity of the
nucleoprotein), the host of origin (for strains isolated from non-human sources), geographi-
cal origin, strain number, and year of isolation. For influenza A viruses, the antigenic
description, in parentheses, follows the strain designation and comprises two indices
describing the antigenic subtype of the haemagglutinin and of the neuraminidase antigens.
For the influenza A viruses from all species, the H antigens are grouped into 12 subtypes,
HI1-HI2, while the N antigens are divided into 9 subtypes, NI-N9. Reference strains of
influenza viruses are maintained by the WHO Collaborating Centres for Reference and
Research on Influenza and the WHO Centres for the Study of Influenza Ecology in Animals,
and are made available upon request.

There is no provision for describing distinct subtypes of influenza B and C viruses. The
existence of antigenic variation among influenza B strains is well established but the available
information shows that a division into subtypes is not warranted.

This revised system of nomenclature should be used universally from the date of publi-
cation of this Memorandum.

A WHO Memorandum published in 1979 (1)
described the conclusions of a group convened to
reconsider the system of nomenclature for influenza
viruses decided upon in 1971 (2). The group reviewed
the extensive information that had accumulated in the
eight years since the system had been introduced, on
the immunology, biology, biochemistry, genetics,
epidemiology, and ecology of influenza viruses. The

* This Memorandum was drafted by the signatories listed on
page 590 on the occasion of a meeting held in Geneva in February
1980. A French translation will appear in a future edition of the

Bulletin. Requests for reprints should be addressed to Chief, Virus
Diseases, World Health Organization, 1211 Geneva 27, Switzerland.

participants felt that the 1971 system of nomenclature
had provided a valuable framework for the antigenic
description of influenza viruses, but that recent
immunological and biochemical findings indicated a
need to reconsider the subtype designation of the
haemagglutinin (H) and neuraminidase (N) antigens
of some influenza A viruses. The group proposed that
several subtypes be merged and that designations
indicating the species of origin of the antigen be
omitted. The 1979 Memorandum also encouraged
laboratory studies on antigenic relationships and
invited comments on the proposed changes.
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In February 1980, the World Health Organization
convened a meeting to consider further information
and to make definitive proposals for influenza virus
nomenclature. The present Memorandum describes
the conclusions and recommendations arising from
this meeting.

The proposed revision of nomenclature described
herein meets the requirement for a simple system that
can be used by all countries, and it is proposed that it
should be used from the date of publication of this
Memorandum. It is based on data derived from
double immunodiffusion (DID) reactions involving H
and N antigens (3). The DID test, when performed
using hyperimmune sera specific to one or other of the
antigens, provides a valuable method for comparing
antigenic relationships. Similarities between antigens
are detected as lines of common precipitin, whereas
the existence of variation between antigens is revealed
by spurs of precipitin when different antigens are
permitted to diffuse radially inwards toward a single
serum. Based on the results of DID tests on influenza
A viruses from all species, the H antigens can be
grouped into 12 subtypes, while the N antigens can be
divided into 9 subtypes as indicated in Tables 1 and 2
, 3).

Immunological cross-reactions between the surface
antigens (H or N) of influenza A viruses of different
subtypes have been observed even in the absence of
demonstrable cross-reactions in DID tests. However,
evidence of relationships, based on cross-protection
(4) or cell-mediated immunity (5, 6) in the absence of
DID cross-reactions, was not considered useful for the
subtyping of virus strains since such phenomena may
be mediated by viral proteins other than the surface
antigens. Nevertheless, cross-reactions, mediated by
antibody, defined principally by haemagglutination-
inhibition (HI) tests, have been observed between
some subtypes, as designated previously, for example
between Hswl and H2 or H3, H1 and H2, HO and H2,
and H3 and H2 viruses (7-9) even when possible
cross-reactions due to common N antigens were
excluded. Antigenic relationships between the H
antigens of a human (H3) and an animal virus (Heql)
have also been noted (10). The taxonomy of influenza
viruses will require continuing re-evaluation as more is
learned about the antigenic relationships among the H
and the N subtypes. Although studies employing DID
tests have shown some antigenic differences between
the nucleoprotein (NP) antigens of influenza A viruses
isolated from different hosts (/7), it was decided that
this feature should not be taken into account in the
influenza nomenclature system.

The RNAs of several influenza virus strains and
their recombinants have been characterized by various
methods including RNA-RNA (12) and RNA-DNA
hybridization, oligonucleotide analysis (/3), and
nucleotide sequence determinations (/4). Results
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Table 1. Proposed subtypes of haemagglutinin antigens of
influenza A viruses

Proposed Previous subtypes
subtypes (1971 system)
H12 HO, H1, Hsw1
H2 H2

H3 H3, Heq2, Hav?
H4 Hav4

H5@ Havb

H6 Havé

H7 Heq1, Hav1

H8 Hav8

H9 Hav9

H10 Hav2

H11 Hav3

H12 Hav10

2 Minor antigenic relationships indicated by DID cross-reactions
have been observed in some laboratories between the H antigens of
viruses of the proposed H1 and H5 subtypes.

Table 2. Proposed subtypes of neuraminidase antigens of
influenza A viruses

Proposed Previous subtypes
subtypes (1971 system)
N1 N1

N2 N2

N3 Nav2, Nav3
N4 Nav4

N5 Navs

N6 Nav1

N7 Neq1

N8 Neq2

N9 Navé

obtained using RNA-RNA hybridization techniques
have indicated that the genes coding for the H antigen
of viruses of the previously designated Hswl, HO, and
H1 subtypes are closely related (12). The genes coding
for the H antigens of viruses previously designated
H3, Hav7, and Heq2 subtypes also exhibit a high base-
sequence homology, as do those coding for Heql and
Havl. The gene coding for Hav5 was found not to be
closely related to Hswl, HO and H1 genes. (P. Palese
and G. Scholtissek, unpublished results, 1980). The
results of the analyses of genes coding for the Nav2
and Nav3 proteins support the antigenic relationships
described for these antigens. Based on similar analyses
Nav6 appears to constitute a separate subtype (/2).
Genes coding for corresponding non-surface
proteins of different influenza A viruses have been
compared using similar methods, and it was found
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that viruses can be separated into two groups on the
basis of the genes coding for the non-structural (NS)
protein (12). Nucleic acid hybridization analyses and
oligonucleotide fingerprinting have provided evidence
that viruses of the human H3N2 subtype evolved as a
result of genetic recombination between a human
H2N2 virus and an influenza A virus from an unidenti-
fied species. They acquired 7 of their 8 genes from the
H2N?2 virus and one gene, that coding for the H anti-
gen (12), from the other virus. Several of the recent
HINI isolates have also been found to be recombi-
nants containing several genes derived from H3N2
viruses (13).

Knowledge of the primary structure of influenza
virus proteins, obtained by tryptic peptide, nucleic
acid sequence, and amino-acid sequence analyses, is at
present restricted to the haemagglutinin molecule.
The results of comparative tryptic peptide analyses,
particularly of the HA2 components of the haemag-
glutinins, have been valuable in assigning viruses to
subtypes. Specifically, the H antigens of the former
Hswl, HO, and H1 subtypes have been shown to be
related in this way. The comparative data so far
obtained from sequence analyses, although less exten-
sive, are consistent with the proposed nomenclature
system. The nucleotide sequences that have been
determined indicate that the haemagglutinins within a
subtype are much more closely related to each other
than to those of other subtypes (14-17).

Monoclonal antibodies, when used in addition to
conventional serological reagents, have proved to be
useful in antigenic analysis of influenza viruses. The
monoclonal antibodies to the H or N antigens of
influenza viruses are valuable for discriminating
between closely related antigenic variants within a
subtype (/8), while those to the nucleoprotein (NP)
may be used for typing and partial genotyping of
influenza viruses. However, they are often too specific
for routine serological typing and subtyping of
influenza viruses.

In considering the proposal to merge the former
Hswl, HO, and H1 subtypes into a single subtype (H1),
the following factors were taken into account: (1) the
identification of each of these former subtypes with
major epidemics accompanied by replacement of the
antecedent influenza A virus strains; (2) the marked
antigenic differences among those viruses, demon-
strable by HI and virus neutralization tests; and (3) the
problems likely to arise with the abandonment of a
familiar terminology. The meeting considered a
suggestion that the H antigen subtypes, such as those
of H1, should be qualified with designations of Hlsw
etc., to reflect the previous nomenclature. This
proposal was regarded as inconsistent with the
principles of the new nomenclature unless sub-
subtype designations were also given for antigenic
variants within all other subtypes. This possibility was

587

considered, but it was decided that the precise identity
of strains within the proposed H1 subtype (e.g.,
whether they are ‘‘A/swine influenza virus-like’’ or
““A/FM1/47 virus-like’’) should be defined, as for
other subtypes, by specific reference to prototype or
reference strains.

THE NOMENCLATURE SYSTEM

The revised system of nomenclature is similar to the
1971 system in that it consists of two parts: (@) a type
and strain designation, and (b) for influenza A
viruses, a description of the antigenic specificity of the
surface antigens (H and N).

The strain designation for influenza virus types A,
B, and C contains the following information:

1. A description of the antigenic type of the virus
based on the antigenic specificity of the NP antigen
(type A, B, or C). Since 1971, a further type-specific
internal antigen of the influenza A and B viruses, the
matrix (M) protein, has been described (19). Typing of
influenza A and B viruses based on the M protein is
consistent with the results obtained with NP antigen
(20).

2. The host of origin. This is not indicated for
strains isolated from human sources but is indicated
for all strains isolated from non-human hosts, e.g.,
swine, horse (equine), chicken, turkey. For viruses
from non-human species, both the Latin binomial
nomenclature and the common name of the host of
origin should be recorded in the original publication
describing the virus isolate, e.g., Anas acuta (pintail
duck). Thereafter, the common name of the species
should be used for the strain, e.g., A/duck/USSR/
695/76 (H2N3). When viruses are isolated from non-
living material the nature of the material should be
specified, e.g., A/lake water/Wisconsin/1/79.

3. Geographical origin.

4. Strain number.

5. Year of isolation.

For influenza A viruses, the antigenic description,
in parentheses, follows the strain designation and
includes the following information.

(a) An index describing the antigenic character of
the haemagglutinin, i.e., H1, H2, H3, H4, etc. The
numbering of subtypes is a simple sequential system
which applies uniformly to influenza viruses from all
sources.

(b) An index describing the antigenic character of
the neuraminidase, i.e., N1, N2, N3, N4, etc. As with
the H antigen subtype, this is a simple sequential
numbering system applied uniformly to all influenza
A viruses.
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It is implicit that a given H or N subtype designation
will encompass strains exhibiting a considerable
degree of antigenic variation within the subtype (anti-
genic ‘‘drift”’). The precise antigenic position of an
influenza virus within a subtype may be defined by
indicating similarities to designated reference strains.
Examples of reference strains for each subtype of H
and N antigen are listed in Tables 3-7.

In some cases, influenza A strains isolated from
different host species are of common subtype desig-
nation. This does not necessarily imply that these
viruses are transmitted naturally from one species to
the other.

Reference strains of influenza viruses are main-
tained by the WHO Collaborating Centres for Refer-
ence and Research on Influenza and the WHO Centres
for the Study of Influenza Ecology in Animals, and
are made available upon request. Reference strains are
viruses that have noteworthy properties, and include
one or more examples of each new variant within a
subtype that exhibits antigenic drift from the proto-
type, and which is responsible for epidemiologically
significant outbreaks of disease or epidemics.’ Other
examples of reference strains are (i) viruses that
possess new combinations of H and N subtypes;
(ii) viruses that have unusual biological properties;
and (iii) viruses that have been the subject of extensive
investigations reported in the scientific literature.

There is no provision for describing distinct sub-
types of influenza B and C viruses. The existence of
antigenic variation among influenza B strains is well
established but the information shows that a division
into subtypes is not warranted. The description of
these viruses is therefore limited to strain designation,
e.g., B/England/5/66, C/Paris/1/67.

Recombinant viruses

Recombination between influenza viruses of dif-
ferent types (e.g., influenza A and B viruses) has not
been demonstrated. However, recombination be-
tween viruses within a type is readily accomplished in
the laboratory and apparently occurs in nature, as has
been recently observed with HIN1 and H3N2 sub-
types (13). The nomenclature of recombinant viruses
therefore presents special problems.

The previously recommended system (2) for the
nomenclature of recombinant influenza A viruses
applied to laboratory-derived strains that were anti-
genic hybrids deriving their H and N antigens from
different parents. This should still be followed, but to
take account of the increasing use of laboratory-
derived recombinant influenza viruses, many of which
are obtained by recombinations that do not involve
genes coding for surface antigen, it is recommended

@ Newly recognized human influenza reference strains are
described in the Weekly epidemiological record.
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Table 3. Examples of reference strains for the proposed
subtypes of haemagglutinin and neuraminidase antigens of
influenza A viruses isolated from man

Hand N

subtypes Reference strains

H1N1 A/PR/8/34 (HIN1)
A/Weiss/43 (HIN1)
A/FM1/47 (HIN1)
A/England/1/51 (HIN1)
A/Denver/1/57 (HIN1)
A/New Jersey/8/76 (HIN1)

A/USSR/90/77 (HIN1)

H2N2 A/ Singapore/1/57 (H2N2)
A/Japan/305/57 (H2N2)
A/England/12/64 (H2N2)

A/Tokyo/3/67 (H2N2)

H3N2 A/Hong Kong/1/68 (H3N2)
A/England/42/72 (H3N2)
A/Port Chalmers/1/73 (H3N2)
A/Victoria/3/75 (H3N2)

A/Texas/1/77 (H3N2)

Table 4. Examples of reference strains for proposed
subtypes of haemagglutinin and neuraminidase antigens of
influenza A viruses isolated from swine

S'-l'lgg":)e': Reference strains
HIN1 A/swine/lowa/15/30 (H1IN1)
A/swine/Wisconsin/67 (H1N1)
H3N2 A/swine/Taiwan/1/70 (H3N2)

Table 5. Examples of reference strains for proposed
subtypes of haemagglutinin and neuraminidase antigens of
influenza A viruses isolated from horses

Hand N .

subtypes Reference strains
H7N7 A/equine/Prague/1/56 (H7N7)
H3N8 A/equine/Miami/1/63 (H3N8)
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Table 6. Examples of reference strains for proposed subtypes of haemagglutinin antigens of influenza A viruses isolated
from avian species

Proposed Previous
subtype subtype Reference strains Other strains with related antigens
designation designation

H1 Hsw1 A/duck/Alberta/35/76 (HIN1) A/duck/Alberta/97/77 (HIN8)

H2 H2 A/duck/Germany/1215/73 (H2N3) A/duck/Germany/1/72 (H2N9)

H3 Hav7 A/duck/Ukraine/1/63 (H3N8) A/duck/England/62 (H3N8)
A/turkey/England/69 (H3N2)

H4 Hav4 A/duck/Czechoslovakia/56 (H4N6) A/duck/Alberta/300/77 (HAN3)

H5 Havb A/tern/South Africa/61 (H5N3) A/turkey/Ontario/7732/66 (H5N9)
A/chick/Scotland/59 (H5N1)

H6 Havé A/turkey/Massachusetts/3740/65 (H6N2) A/turkey/Canada/63 (H6N8)
A/shearwater/Australia/72 (H6N5)
A/duck/Germany/1868/68 (H6N1)

H7 Hav1 A/fowl plague virus/Dutch/27 (H7N7) A/chick/Brescia/1902 (H7N1)
A/Turkey/England/63 (H7N3)
A/fowl plague virus/Rostock/34 (H7N1)

H8 Hav8 A/turkey/Ontario/6118/68 (H8N4) -

H9 Hav9 A/turkey/Wisconsin/1/66 (HON2) A/duck/Hong Kong/147/77 (HIN6)

H10 Hav2 A/chick/Germany/N/49 (H10ON7) A/quail/ltaly/1117/65 (H10ON8)

H11 Hav3 A/duck/England/56 (H11N6) A/duck/Memphis/546/74 (H11N9)

H12 Hav10 A/duck/Alberta/60/76 (H12N5) -

Table 7. Examples of reference strains for proposed subtypes of neuraminidase antigens of influenza A viruses isolated from

avian species
Proposed new Previous
subtype designation  grouping Reference strains Other strains with related N antigens
N1 N1 A/chick/Scotland/59 (H5N1) A/duck/Alberta/35/76 (HIN1)
A/duck/Germany/1868/68 (H6N1)
N2 N2 A/turkey/Massachusetts/3740/65 (H6N2) A/turkey/Wisconsin/66 (HON2)
A/turkey/England/69 (H3N2)
N3 Nav2 A/tern/South Africa/61 (HSN3) A/duck/Germany/1215/73 (H2N3)
Nav3 A/turkey/England/63 (H7N3)
N4 Nav4 A/turkey/Ontario/6118/68 (H8N4) A/duck/Wisconsin/6/74 (HEN4)
N5 Navs A/shearwater/Australia/1/72 (H6N5) A/duck/Alberta/60/76 (H12N5)
N6 Nav1 A/duck/Czechoslovakia/56 (H4N6) -
A/duck/England/56 (H11N6)
N7 Neq1 A/fowl plague virus/Dutch/27 (H7N7) A/chick/Germany/N/49 (H10N7)
N8 Neq2 A/quail/Italy/1117/65 (H10N8) A/turkey/Canada/63 (H6N8)
A/duck/England/62 (H3N8)
N9 Navé A/duck/Memphis/546/74 (H11N9) A/turkey/Ontario/7732/66 (HSNS)
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that a postscript ‘“‘R’’ be added after the strain desig-
nation to draw attention to the recombinant nature of
the virus, e.g., A/Hong Kong/1/68(H3N2)R; B/Lee/
40R; C/Taylor/1233/47R. In addition, the strain of
origin of the H and N antigens of antigenic hybrid
recombinant influenza A or B viruses should be given,

e.g.,

A/BEL/42(H1)—Singapore/1/57(N2)R
B/Lee/40(H)—Singapore/222/79(N)R

The designation R in the nomenclature system
should be augmented by the investigators’ individual
system of recombinant designation and, where
possible and relevant, available information about the
genotype of the virus should be provided in the form
of footnotes, tables or description of materials.

It is emphasized that the above system for designat-
ing recombinants should not be used for apparently
naturally occurring virus strains.

F. A. Assaad, Medical Officer, Virus Diseases,
World Health Organization, Geneva, Switzerland

P. Brés, Chief Medical Officer, Virus Diseases,
World Health Organization, Geneva, Switzerland

Chu Chi-Ming, Department of Virology, Institute of
Epidemiology, Chinese Academy of Medical
Science, Beijing, People’s Republic of China

W. R. Dowdle, Assistant Director for Science,
Center for Disease Control, Atlanta, GA, USA
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tories, Center for Disease Control, Atlanta, GA,
USA

E. D. Kilbourne, Professor and Chairman, Depart-
ment of Microbiology, Mount Sinai School of
Medicine of The City University of New York,
New York, NY, USA

Lam Sai Kit, Department of Medical Microbiology,
Faculty of Medicine of the University of Malaya,
Kuala Lumpur, Malaysia

V. Milouchine, Medical Officer, Veterinary Public
Health, World Health Organization, Geneva, Swit-
zerland

S. Nejmi, Director, National Virology Centre, Hopital
Militaire d’Instruction Mohamed V, Rabat,
Morocco

G. Noble, Virology Division, Bureau of Laboratories,
Center for Disease Control, Atlanta, GA, USA

A. Oya, Director, Department of Virology and
Rickettsiology, National Institute of Health,
Tokyo, Japan

P. Palese, Department of Microbiology, Mount Sinai
School of Medicine of The City University of New
York, New York, NY, USA

G. C. Schild, Head, Division of Viral Products,
National Institute for Biological Standards and
Control, London, England

G. Scholtissek, Virology Institute, Department of
Veterinary Medicine, Justus-Liebig University,
Giessen, Federal Republic of Germany

J. J. Skehel, Division of Virology, National Institute
for Medical Research, London, England

R. G. Webster, St Jude Children’s Research Hospital,
Memphis, TN, USA

M. Yakhno, Ivanovskij
Moscow, USSR

Institute of Virology,

REFERENCES

1. Reconsideration of influenza A virus nomenclature: a
WHO memorandum. Bulletin of the World Health
Organization, 57: 227-233 (1979).

2. A revised system of nomenclature for influenza viruses.
Bulletin of the World Health Organization, 45: 119-124
(1971).

3. ScHILD, G. C. ET AL. Antigenic analysis of influenza A
surface antigens: Considerations for the nomenclature
of influenza virus. Archives of virology, 63: 171-184
(1980).

4. SCHULMAN, J. L. & KILBOURNE, E. D. Induction of
partial specific heterotype immunity in mice by a single
infection with influenza A virus. Journal of bacteri-
ology, 89: 170-174 (1965).

S. RusseL, S. M. & Liew, F. Y. T cells primed by influ-
enza virion internal components can cooperate in the
antibody response to haemagglutinin. Nature
(London), 280: 147-148 (1979).

6. DOHERTY, P. C. ET AL. Heterogeneity of the cytotoxic
response of thymus-derived lymphocytes after immu-
nization with influenza viruses. Proceedings of the
National Academy of Sciences, USA, 74: 1209-1213
(1977).

7. CHoprpIN, P. W. Immunological characteristics of N.Y.
strains of influenza A virus from the 1957 pandemic.
Proceedings of the Society for Experimental Biology
and Medicine, 98: 513-520 (1958).

8. NOBLE, G. R. ET AL. Age-related heterologous anti-
body responses to influenza virus vaccination. Journal
of infectious diseases, 136: S686-S692, Supplement
1977).

9. HENLE, F. S. & LiEF, F. S. The broadening of antibody
spectra following multiple exposures to influenza
viruses. American review of respiratory diseases, 88
(Suppl.): 379-386 (1963).



12.

13.

15.

INFLUENZA VIRUS NOMENCLATURE

. KILBOURNE, E. D. Comparative efficacy of neuramini-

dase-specific and conventional influenza virus vaccines
in induction of antibody to neuraminidase in humans.
Journal of infectious diseases, 132: 384-393 (1976).

. ScHILD, G. C.ETAL. Evidence for antigenic variation in

influenza A nucleoprotein.
(1979).

SCHOLTISSEK, C. The genome of the influenza virus.
Current topics in microbiology and immunology, 80:
139-169 (1978).

YOUNG, J. F. & PALESE, P. Evolution of human influ-
enza A viruses in nature: Recombination contributes to
genetic variation of HIN1 strains. Proceedings of the
National Academy of Sciences, USA, 76: 6547-6551
(1979).

Virology, 93: 569-573

. PORTER, A. G. ET AL. Complete nucleotide sequence of

an influenza virus haemagglutinin gene from cloned
DNA. Nature (London), 282: 471-477 (1979).

MiN Jou, W. ET AL. Complete structure of the haemag-
glutinin gene from the human influenza A/Victoria/
3/75 (H3N2) strain as determined from cloned DNA.
Cell, 19: 683-696 (1980).

16.

17.

18.

19.

20.

591

GETHING, M. J. ET AL. Cloning and DNA sequence of
double stranded copies of haemagglutinin gene from H2
and H3 strains of influenza virus. In: Laver, W. G. &
Air, G., ed., Structure and variation in influenza virus.
Amsterdam, Elsevier, 1980, pp. 1-10.

SLEIGH, M. J. ET AL. The haemagglutinin gene of
influenza A virus: Nucleotide sequence analysis of
cloned DNA copies. Laver, W. G. & Air, G., ed.,
Structure and variation in influenza virus. Amsterdam,
Elsevier, 1980, pp. 69-80.

WEBSTER, R. G. ET AL. Analysis of antigenic drift in
recently isolated influenza A(HIN1) viruses using
monoclonal antibody preparations. Virology, 96:
258-265 (1979).

ScHILD, G. C. Evidence for a new, type-specific struc-
tural antigen of the influenza virus particle. Journal of
general virology, 15: 99-103 (1972).

DowDLE, W. R. ET AL. A simple double immuno-
diffusion test for typing influenza viruses. Bulletin of
the World Health Organization, 51: 213-218 (1974).




