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In 2003, the World Health Assembly
endorsed a resolution to reduce measles
deaths by 50% compared with 1999
estimates by the end of 2005 [1]. This
target was met [2,3], and a new goal was
established to achieve 90% death reduc-
tion by 2010, compared with mortality in
2000 [4.,5]. This new objective has not
been reached [6], jeopardizing the World
Health Organization (WHO) goal of
measles elimination in the WHO African
region by 2020 [7]. An elimination goal
has been pursued by some countries in
southern Africa since 1996 [8]. Despite
undeniable achievements, a recent resur-
gence of measles highlights the challenge
of sustaining elimination goals and the
uneven progress across sub-Saharan
Africa [9,10]. In 20102011, several sub-
Saharan African countries experienced
measles outbreaks, with more than
199,000 cases officially reported to WHO
in 2010, and more than 194,000 in 2011
[11]. These recent, large measles epidem-
ics in Africa, especially in countries with a
history of successful measles control, are of
great concern [12].

Current Practice for Measles
Outbreak Response

WHO guidelines for outbreak response
immunization (ORI) recommend consid-
ering measles control goals, background
vaccination coverage, age distribution of
cases, and case fatality rates when plan-
ning measles vaccination. Results from the
outbreak investigation and prior surveil-
lance data should be used to develop and
tailor an appropriate response. When
preliminary investigation indicates a high
risk of a large outbreak, a non-selective

The Policy Forum allows health policy makers
around the world to discuss challenges and
opportunities for improving health care in their
societies.

PLOS Medicine | www.plosmedicine.org

Summary Points

e During the recent resurgence of measles in sub-Saharan Africa, the majority of
cases were reported from the Democratic Republic of the Congo and Malawi,
two countries with vastly different measles epidemiology.

e Non-selective mass vaccination campaigns targeting children aged 6 months to
<15 years old are the commonly implemented strategy for responding to
measles outbreaks in humanitarian emergencies.

e Differences in measles epidemiology and country-specific control goals
necessitate more than a one-size-fits-all strategy.

® Measles outbreak responses should be tailored to local measles epidemiology
following early assessment: the age distribution of early cases should guide the
decision on which age groups to vaccinate.

e In settings where the main objective is mortality reduction, the youngest
children—who account for the most deaths and complications—should be
prioritized by the outbreak response.

mass vaccination campaign should be
implemented, and all age groups contrib-
uting to cases should be targeted, to avert
the largest number of cases and to
decrease transmission [13]. Unfortunately,
in the field, these guidelines are seldom
applied or are poorly implemented. In
common practice, at best, measles vacci-
nation interventions follow the Sphere
Project recommendation for humanitarian
emergencies: vaccinating against measles
in all children between the ages 6 months

and <15 years old [14]. The same target
age range is generally recommended for
outbreak response interventions in order
to optimize impact [15]. However, differ-
ences in measles epidemiology and control
goals necessitate more than a one-sizefits-
all strategy. The public health objectives of
a measles outbreak response are context-
specific, depending essentially upon rou-
tine vaccination and the performance of
supplementary immunization —activities

(SIAs). The age distribution of measles
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cases varies across sub-Saharan African
countries, reflecting different levels of
preexisting population immunity. This
variation is a consequence of past and
ongoing control programs and the degree
of circulating virus [16]. Whether the goal
in the country is mortality reduction or
measles elimination is a critical element to
be considered when planning and imple-
menting ORL

Two Measles Epidemics with
Different Epidemiological
Profiles

During the measles resurgence in 2010—
2011, the majority of cases in the African
region were reported from the Democratic
Republic of the Congo (DRC) and Malawi,
two countries with vastly different measles
epidemiology. Non-selective mass vaccina-
tion campaigns targeting children aged 6
months to <15 years old were a part of the
Meédecins Sans Frontieres (MSF) outbreak
response strategy in response to these
epidemics. In both countries, as part of
the support to the countries’ ministries of
health, MSF strengthened the surveillance
system in health zones or districts where
ORI was implemented. This process in-
cluded reinforcement of health officer
training in case definition and data collec-
tion, retrospective review of health regis-
ters, weekly communication of data to the
district level, monitoring of data complete-
ness, and electronic data compilation. In
both countries, national-level surveillance is
based on the Integrated Disease Surveil-
lance and Response strategy, and WHO
definitions for measles cases and deaths are
used. Once the outbreak is laboratory-
confirmed, additional cases are confirmed
clinically [13]. Therefore, it is possible that
some of the measles cases are misclassified
as rubella.

Here, we provide an overview of the
different epidemiology of these two epi-
demics in terms of the age distribution of
cases and discuss the need to reinforce
context-specific strategies. In DRC, be-
tween week 23 of 2010 and week 52 of
2011, 128,113 measles cases and 1,454
deaths were reported, with the bulk of
reported cases (60%) from Katanga Prov-
ince. In Katanga, the overall cumulative
attack rate (AR) was 0.71%, and the case
fatality ratio (CFR) was 1.40%. In Malawi,
between week 1 of 2010 and week 52 of
2010, 134,039 measles cases and 304
deaths were reported, with a cumulative
AR 0of 0.96% and a CFR of 0.23%.

The epidemiological profiles of these
two epidemics are distinguishable by the
age distribution of cases. In Katanga, the
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median age of cases was 2 years (inter-
quartile range: 1-4), with 80% of reported
cases in children <5 years old and only
6% in individuals =10 years old. In
Malawi, the median age of cases was 7
years (interquartile range: 1-16), with 41%
of reported cases in children <5 years old
and 28% in individuals =15 years old
(Table 1). In both countries, almost a fifth
of cases were in children <1 years old—
including children in the Expanded Pro-
gramme on Immunization target group
and younger—with ARs around 5%. In
Katanga, young children (12-59 months
old) were also highly affected, with AR
sharply decreasing in older children. In
Malawi, the AR was lower for young
children than for children of the same age
in Katanga, but much higher for age
groups >5 years old, as shown by the
incidence risk ratio (Figure 1).

Outbreak Response in Katanga,
a Post-Conflict Setting

In post-conflict countries, with long-
term disruption of immunization pro-
grams and poor access to health care,
measles is a major cause of child mortality
and further exacerbates subjacent malnu-
trition. In such contexts, the identification
of groups at higher risk of dying from
measles 1s essential to guide resource
allocation for outbreak response. In
DRC, measles transmission is high, epi-
demics are recurrent, and, typically, young
children are by far the most affected.
Previous studies highlight that measles
CFR is higher in unvaccinated children
<5 years old than in older children, with a
decreasing trend with each year increase
in age [17]. Unacceptably high measles-
related mortality has been documented in
children, particularly in countries in sub-
Saharan Africa that have failed to imple-
ment the WHO-recommended strategy
for sustainable measles mortality reduc-
tion. In such contexts, age-specific measles
CFRs show that infants and children <3
years old are at highest risk of death [18].
The main objective of ORI in these
settings should be mortality reduction.
Deaths and measles complications can be
reduced by ensuring appropriate free
treatment of cases and protection through
immunization. When resources are limited
(insufficient vaccine supplies, lack of
trained staff, limited logistical capacity)
and the timely access to large affected
populations is needed, younger age groups
should be considered a priority and should
be vaccinated as soon as possible, with the
objective of reducing severe complications
and mortality [15].

During the outbreak in Katanga, MSF
vaccinated over 2.1 million individuals
aged 6 months to <15 years in 26 health
zones. In the Haut-Lomami district of
Katanga, the target age group was re-
stricted to children aged 6 months to <10
years, with 252,559 individuals vaccinated
in four health zones [19]. The decision to
limit the target age group was based on the
age distribution of early cases, showing low
AR among individuals =10 years old, to
optimize the use of available resources.
Although not the strategy implemented, a
more efficient use of limited resources and
a greater coverage of young children at
highest risk of death could have been
achieved by further limiting the target age

group.

Outbreak Response in Malawi, a
Stable Country

In stable countries with a measles
elimination goal, major outbreaks should
be avoided through a combination of good
routine coverage and consistent, high-
quality SIAs. Outbreaks in these settings
are the result of gaps in the routine
immunization program or failures of SIAs
to catch up non-immunized children.
When an outbreak is declared in such
contexts, all age groups contributing to
cases should be targeted during the
measles outbreak response, to avert the
largest number of cases and to decrease
transmission. This should be possible
where and if enough resources are allo-
cated to measles control.

Despite high reported measles vaccine
coverage and sustained low measles
transmission, in 2010 Malawi faced its
largest measles outbreak in more than
two decades. During the 2010 epidemic,
age groups =15 years contributed almost
one-third of the cases, as expected in a
setting with good, but not sustained,
vaccine coverage and effectiveness [10].
During the Malawi epidemic, MSF vac-
cinated through non-selective mass cam-
paigns over 3.3 million children aged 6
months to <15 vyears, half of the
country’s total population for this age
group. However, outbreak response ef-
forts failed to control the epidemic
because vaccination campaigns were im-
plemented late in the course of the
epidemic, and transmission was sustained
by older individuals not targeted by the
ORI campaign. Targeting individuals
=15 years old would have had a greater
impact on the transmission dynamics
than did limiting vaccination to those
<15 years old. However, the financial,
human resource, and logistical costs of
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In both settings, ARs were higher for
young children born after the last SIA.
Among these children, the proportion
recetving their first or second dose during
the MSF reactive campaign was high,
suggesting that non-selective strategies
are efficient for poorly vaccinated age
groups or those that have not been
offered their second immunization op-
portunity. Nonetheless, the high propor-
tion of older individuals reporting having
received more than two doses suggests
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Figure 1. Age distribution of measles cases in Katanga Province (Democratic Republic
of the Congo), 2010-2011, and in Malawi, 2010, as represented by attack rates, with
incidence risk ratio by age. The incidence risk ratio (irr) is the age-specific AR in Katanga

divided by the age-specific AR in Malawi.
doi:10.1371/journal.pmed.1001544.g001

such interventions are substantial and
should be taken into account during
planning. Finally, the choice between
width of target age range and geograph-
ical coverage should always consider a
reasonable balance between feasibility,
cost, and expected impact.

The Need for a Context-Specific
Approach

In both settings, the highest ARs
occurred among infants 6-8 months old,
too young to be vaccinated by routine
programs. The benefit of vaccinating
earlier in regions with high birth rates, as

in Katanga, has been previously discussed
[20]. In Malawi, young infants aged 0-5
months were highly affected, with an AR
higher than that of children 12 months
and older. Recent studies showed lower
concentrations and earlier loss of maternal
antibodies against measles in infants of
vaccinated women than in infants of
naturally immune women [21]. In coun-
tries with effective measles vaccination
programs, maternal antibody levels against
measles may therefore be low. In such
contexts, early vaccination of infants
should be considered in the case of an
outbreak, as described elsewhere [22].

that non-selective vaccination might not
be the most cost-effective option for
highly vaccinated populations. In such
contexts, cost—benefit studies are urgently
needed to evaluate the differential benefit
in terms of disease prevention and
mortality reduction [23] of continuing
with non-selective strategies to deliver the
second dose, whether in SIAs or ORI
campaigns.

As measles control improves across sub-
Saharan Africa, outbreak response vacci-
nation should also keep pace with these
improvements. Countries should set their
own priorities for outbreak response,
targeted to their measles control goals.
Immunization strategies should be tailored
to local measles epidemiology, following
early assessment. In particular, the age
distribution of early cases should guide the
decisions concerning which age groups to
target in priority. Measles vaccination is
an essential component of outbreak re-
sponse in settings where the main objective
is mortality reduction. In those contexts,
the youngest children—accounting for the
most deaths and complications—should be
prioritized.
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Table 1. Measles cases, deaths, attack rates , and case fatality ratios by age group, reported in Malawi between week 1 and week

52 of 2010 and in Katanga Province between week 23 of 2010 and week 52 of 2011.

Age Group Malawi Katanga Province (DRC)®
Number of AR per Number of CFR per Number of AR per Number of CFR per
Cases (Percent) 100 Deaths (Percent) 100 Cases (Percent) 100 Deaths (Percent) 100

All 134,039 0.96 304 0.23 45,356 1.17 197 043

0-5 months 7,243 (5%) 226 10 (3%) 0.14 1,851 (4%) 231 7 (4%) 0.38

6-8 months 10,615 (8%) 7.61 27 (9%) 0.25 3,395 (7%) 8.49 22 (11%) 0.65

9-11 months 7,543 (6%) 4.50 21 (7%) 0.28 2,962 (7%) 7.40 19 (10%) 0.64

12-59 months 28,737 (22%) 1.38 81 (28%) 0.28 28,098 (62%) 4.68 126 (64%) 0.45

5-9 years 20,434 (16%) 1.05 44 (15%) 0.21 6,228 (14%) 0.97 17 (9%) 0.27

10-14 years 19,545 (15%) 1.00 25 (9%) 0.13 1,293 (3%) 0.23 3 (2%) 0.23

15-19 years 13,641 (10%) 1.00 14 (5%) 0.10 287 (1%) 0.08 0 0

=20 years 23,965 (18%) 0.40 70 (24%) 0.29 847 (2%) 0.05 2 (1%) 0.24

Percent values in parentheses are percent of all cases or deaths that are in that age group. Population figures for Malawi are a projection from estimates of the 2008

Population and Housing Census [24]; population figures for Katanga are a projection from estimates of the 2007 Demographic and Health Survey [25].

Data are from only the 28 health zones of Katanga where surveillance was reinforced.

doi:10.1371/journal.pmed.1001544.t001

November 2013 | Volume 10 | Issue 11 | e1001544



Author Contributions

Conceived and designed the experiments: AM
FF RFG KP LS MT. Performed the experi-
ments: AM CB GF LG NH FL KP. Analyzed

References

1.

World Health Organization (2003) World Health
Assembly resolution WHA 52.20. Reducing
global measles mortality. Geneva: World Health
Organization.

. Centers for Disease Control and Prevention

(2007) Progress in global measles control and
mortality reduction, 2000-2006. MMWR Morb
Mortal Wkly Rep 56: 1237-1241.

. Wolfson L], Strebel PM, Gacic-Dobo M, Hoek-

stra EJ, McFarland JW, et al. (2007) Has the 2005
measles mortality reduction goal been achieved?
A natural history modelling study. Lancet 369:
191-200.

. Centers for Disease Control and Prevention

(2009) Progress toward measles control—African
region, 2001-2008. (2009). MMWR Morb Mor-
tal Wkly Rep 58: 1036-1041.

. World Health Organization, United Nations

Children’s Fund (2005) Global immunization
vision and strategy 2006-2015. Report WHO/
IVB/05.05. Available: http://whqlibdoc.who.
int/hq/2005/WHO_IVB_05.05.pdf. Accessed 2
October 2013.

Simons E, Ferrari M, Fricks J, Wannemuehler K,
Anand A, et al. (2012) Assessment of the 2010
global measles mortality reduction goal: results
from a model of surveillance data. Lancet 379:
2173-2178.

. World Health Organization Regional Office for

Africa (2009) Towards the elimination of measles
in the African Region by 2020. Report AFR/
RC59/14. Kigali: World Health Organization
Regional Office for Africa.

. Biellik R, Madema S, Taole A, Kutsulukuta A,

Allies E, et al. (2002) First 5 years of measles
elimination in southern Africa: 1996-2000. Lan-
cet 359: 1564-1568.

. (2011) Measles outbreaks and progress towards

meeting measles pre-elimination goals: WHO

PLOS Medicine | www.plosmedicine.org

the data: AM LG FL. Wrote the first draft of the
manuscript: AM FJL. Contributed to the
writing of the manuscript: AM CB FF GF
RFG LG NH FJL KP LS MT. ICMJE criteria

African Region,2009-2010. Wkly Epidemiol
Rec 86: 129-136.

for authorship read and met: AM CB FF GF
RFG LG NH FJL. KP LS MT. Agree with
manuscript results and conclusions: AM CB FF
GF RFG LG NH FJL KP LS MT.

and Chad. PLoS Med 4: el6. doi:10.1371/
journal.pmed.0040016

. Minetti A, Kagoli M, Katsulukuta A, Huerga H, 19. Grout L, Minetti A, Hurtado N, Frangois G,
Featherstone A, et al. (2013) Lessons and Fermon F, et al. (2013) Measles in Democratic
challenges for measles control from unexpected Republic of Congo: an outbreak description
large outbreak, Malawi. Emerg Infect Dis 19: from Katanga, 2010-2011. BMC Infect Dis 13:
202-209. 232.

. World Health Organization (2011) Measles 20. Metcalf CJE, Klepac P, Ferrari M, Grais RF,
reported cases. Available: http://apps.who.int/ Djibo A, et al. (2011) Modelling the first dose of
immunization_monitoring/globalsummary/ measles vaccination: the role of maternal immu-
timeseries/ tsincidencemeasles.html.  Accessed 2 nity, demographic factors, and delivery systems.
October 2013. Epidemiol Infect 139: 265-274.

. Moss W], Griffin DE (2012) Measles. Lancet 379: 21. Leuridan E, Hens N, Hutse V, Ieven M, Aerts M,
153-164. et al. (2010) Early waning of maternal measles

. World Health Organization (2009) Response to antibodies in era of measles elimination: longitu-
measles outbreaks in measles mortality reduction dinal study. BMJ 340: c1626.
settings. Report WHO/IVB/09.03. Available: 22. Martins CL, Garly M-L, Bal¢ C, Rodrigues A,
http://whqlibdoc.who.int/hq/2009/WHO_ Ravn H, et al. (2008) Protective efficacy of
IVB_09.03_eng.pdf. Accessed 2 October 2013. standard Edmonston-Zagreb measles vaccina-

. The Sphere Project (2004) The sphere handbook: tion in infants aged 4.5 months: interim
humanitarian charter and minimum standards in analysis of a randomised clinical trial. BMJ
disaster response. Geneva: The Sphere Project. 337: a661.

Grais RF, Strebel P, Mala P, Watson J, Nandy R, 23. Aaby P, Benn CS (2011) Non-specific and sex-
et al. (2011) Measles vaccination in humanitarian differential effects of routine vaccines: what
emergencies: a review of recent practice. Confl evidence is needed to take these effects into
Health 5: 21. consideration in low-income countries? Hum
Goodson JL, Masresha BG, Wannemuehler K, Vaccin 7: 120-124.

Uzicanin A, Cochi S (2011) Changing epidemi- 24. National Statistical Office of Malawi (2012) 2008
ology of measles in Africa. J Infect Dis 204: S205— population and housing census. Available: http://
S214. www.nsomalawi.mw/index.php/2008-population-

. Wolfson LJ, Grais RF, Luquero FJ, Birmingham and-housing-census.html. Accessed 7 October
ME, Strebel PM (2009) Estimates of measles case 2013.
fatality ratios: a comprehensive review of com- 25. Democratic Republic of the Congo Ministry of
munity-based studies. Int J Epidemiol 38: 192— Planning (2008) Democratic Republic of the
205. Congo Demographic and Health Survey 2007:
Grais RF, Dubray C, Gerstl S, Guthmann JP, key findings. Available: http://www.measuredhs.
Djibo a, et al. (2007) Unacceptably high mortality com/pubs/pdf/SR141/SR141.pdf. Accessed 7
related to measles epidemics in Niger, Nigeria, October 2013.

4 November 2013 | Volume 10 | Issue 11 | e1001544



