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Implementation of pneumococcal conjugate vaccines
in the Netherlands (PCV7 in 2006 and PCV10 in 2011)
forinfants caused a shiftin serotypes in invasive pneu-
mococcal disease (IPD). We explored sex differences
in serotype-specific IPD incidence before and after
vaccine introduction. Incidences in the pre-PCV7 (June
2004-May 2006), post-PCV7 (June 2008-May 2011)
and post-PCVio period (June 2013-May 2015), strati-
fied by age, were compared. Incidence was higher in
men for all age groups (overall in men: 16.7, 15.5 and
14.4/100,000 and women: 15.4, 13.6 and 13.9/100,000
pre-PCV7, post-PCV7 and post-PCVio, respectively),
except for 20-39 year-olds after PCV7 and 40-64 year-
olds after PCV1o introduction. After PCV7 and PCVio
introduction, the overall IPD incidence decreased in
men aged 20-39 years (from 5.3 pre-PCV7 to 4.7 and
2.6/100,000 post-PCV7 and post-PCV1o, respectively),
whereas it showed a temporary increase in women
(from 3.9/100,000 pre-PCV7 to 5.0/100,000 post-PCV7
and back to 4.0/100,000 post-PCV10) due to replace-
ment disease. PCVio herd effects were observed
throughout, but in women older than 4o years, a
significant increase in non-PCVio serotype offset a
decrease in overall IPD incidence. Ongoing surveil-
lance of IPD incidence by sex is important to evaluate
the long-term effects of PCV implementation.

Introduction

Sex differences play an important role in clinical dis-
ease susceptibility and outcome. In infectious dis-
eases, the burden of bacterial, fungal, parasitic and
viral disease is generally higher in men than in women
[1-3]. However, with the exception of urinary tract infec-
tions, sex differences are often neglected in surveil-
lance reports [4,5]. Also for Streptococcus pneumoniae,

a frequent coloniser of the nasopharynx and cause of
severe infections, the observed incidences of pneumo-
coccal pneumonia and invasive pneumococcal disease
(IPD) have been higher in men [6-8]. Young children
have the highest pneumococcal carriage rates and are
the key transmitters of S. pneumoniae in the popula-
tion. However, no systematic age-specific differences
in asymptomatic pneumococcal nasopharyngeal car-
riage rates have been observed between boys and
girls [9-11]. Pneumococcal conjugate vaccination (PCV)
has led to eradication of vaccine serotype carriage but
immediate replacement by non-vaccine serotypes with
a modest reduction in overall pneumococcal carriage
in children [12,13].

In many countries, extensive IPD surveillance pro-
grammes were implemented before and after introduc-
tion of PCV in childhood immunisation programmes
[14-17]. Although many surveillance reports described
the impact of the first licensed 7-valent PCV (PCV7)
on (serotype-specific) IPD incidences in different age
groups [17], only limited data have been reported by
sex [18-20]. In the Netherlands, PCV7 has been intro-
duced for infants born after 1 April 2006 (in a 3+1
schedule) with a coverage of 94—95% since its intro-
duction [21] and has led to a shift from vaccine to non-
vaccine serotypes causing IPD (‘replacement disease’)
in all age groups. In children eligible for vaccination,
the decline in vaccine serotype IPD was strongest, but
overall IPD incidence decreased due to herd protection
in most age groups, in particular in persons 65 years
and older [16,17].

Differences in the impact of pneumococcal conjugate
vaccines between men and women do occur. Hak et al.
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FIGURE 1

Age-specific incidence of invasive pneumococcal disease in men and women in the pre- and post-PCV periods, the

Netherlands, 2004-15 (n = 4,303)
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Study period: pre-PCV7 (June 2004—May 2006) post-PCV7 (June 2008—May 2011) and post-PCV1o (June 2013-May 2015).

reported an increase in the incidence of pneumococcal
pneumonia in mothers of young infants after introduc-
tion of PCV7 in the United Kingdom (UK) [22]. In the
Netherlands, a significant increase in IPD incidence
was observed in middle-aged women 2-4 years after
introduction of PCV7, mainly due to the emergence of
serotype 1, which was not observed in men in the same
age group [23]. Whether this was due to non-PCV7
serotype replacement or to a secular trend needs to be
established because serotype 1 is a naturally fluctuat-
ing serotype [24]. In May 2011, the 10-valent pneumo-
coccal conjugate vaccine (PCV10) including serotype 1
was introduced for Dutch infants.

The objective of this study was to explore differences
in IPD incidence between men and women before and
after PCV7 and PCV1o introduction by using national
surveillance data up to May 2015.
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Methods

Study population and data collection

The Dutch pneumococcal surveillance is based on
data from nine sentinel laboratories covering different
regions of the Netherlands and ca 25% of the Dutch
population (ca4.2 million inhabitants, including 2.07
million men and 2.11 million women). The participant
laboratories, selected for geographic location and reli-
ability for submitting isolates, have not changed over
time during the study period [14,16]. In addition, we
have no indication that surveillance sensitivity has
changed over the years. Pneumococcal isolates of all
IPD patients, defined as patients with S. pneumoniae
isolated from blood or cerebrospinal fluid (CSF), were
submitted to the Netherlands Reference Laboratory
for Bacterial Meningitis (NRLBM) for serotyping by co-
agglutination and capsular swelling (Quellung reac-
tion) using specific antisera (Statens Serum Institute,
Denmark). Pneumococcal serotypes and demographic
data including age and sex were available for IPD cases
from June 2004 up to May 2015.



FIGURE 2

Age-specific female/male incidence ratio of invasive pneumococcal disease in the pre- and post-PCV periods, the

Netherlands, 2004-15 (n = 4,303)
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Study period: pre-PCV7: June 2004-May 2006; post-PCV7: June 2008-May 2011; post-PCV10: June 2013—-May 2015.

Black bars indicate 95% confidence intervals.

In addition, clinical information including clinical syn-
dromes (categorised as (i) meningitis, (ii) invasive
pneumonia (without meningitis), (iii) bacteraemia
without focus and (iv) bacteraemia with other focus
(without meningitis or invasive pneumonia)), clinical
outcome (death in hospital and/or death within 30 days
after first reported blood/CSF culture positive for S.
pneumoniae), admission to an intensive care unit (ICU),
and presence of underlying conditions (immunocom-
promising conditions and other comorbidities) were
retrospectively extracted for IPD patients from June
2004 up to May 2012 from hospital medical records as
described [15,16,25]. Clinical data from the post-PCV1o0
period (1 June 2013 to 31 May 2015) were not available.

Data analysis

We assessed sex-specific IPD incidences during a pre-
PCV7 (1 June 2004 to 31 May 2006), post-PCV7 (1 June
2008 to 31 May 2011) and post-PCVio period (1 June
2013 to 31 May 2015) and calculated the female/male
(F/M) incidence ratio. The first two years after introduc-
tion of PCV7 and PCV1o (1 June 2006 to 31 May 2008
and 1 June 2011 to 31 May 2013) were regarded as tran-
sition period and not included.

Changes in IPD incidences, comparing post-PCV7 to
pre-PCV7 and post-PCV1o to post-PCV7 were assessed
for men and women separately by calculating relative
risks (RR). To investigate sex differences in direct and
indirect effects (i.e. changes in IPD incidences) after
PCV7 or PCV1o introduction, the interaction between
sex and change in IPD incidence (RR post-PCV7 to pre-
PCV7 or RR post-PCV1o0 to post-PCV7, respectively) was
assessed by calculating the F/M risk ratio of RRs (divid-
ing the RR in women by the RR in men).

Likewise, sex-specific differences in the proportion of
clinical syndromes, in clinical outcome and in underly-
ing conditions were assessed in the pre-PCV7 and post-
PCV7 period (F/M ratio of proportions). Also changes
in the proportion of clinical syndromes, in clinical out-
come and in underlying conditions after PCV7 were
assessed for men and women separately (RR post-
PCV7 to pre-PCV7). The interaction between sex and
change in proportions was assessed by calculating the
F/M risk ratio of RRs. Cases without clinical data were
excluded from these analyses.

We further explored if there was a sex-specific prefer-
ence in certain serotypes causing IPD, defined as an
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FIGURE 3

Incidences of invasive pneumococcal disease per serotype group in 20-39 year-old men and women pre-PCV7, post-PCV7

and post-PCV10, the Netherlands, 2004-15 (n = 324)
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IPD: invasive pneumococcal disease; PCV: pneumococcal conjugate vaccine.

Study period: pre-PCV7: June 2004-May 2006; post-PCV7: June 2008-May 2011; post-PCV10: June 2013—May 2015, Black bars indicate 95%

confidence intervals.

* Indicates a significant difference (p value<o.05) in IPD incidence comparing post-PCV1o to pre-PCV7.

intrinsic and stable factor influencing the occurrence
of a serotype that would potentially explain differ-
ences in overall IPD susceptibility between sexes.
Potential sex-specific preferences in serotypes causing
IPD were assessed by calculating the serotype-specific
F/M ratio. We used all data from 2004 to 2015 (includ-
ing the transition years) from patients aged 5 years
and older (n=6,628) to account for changes over time,
without any exclusion. Younger children (n=276) were
not taken into account for this analysis because the
numbers of IPD per serotype were too small to ana-
lyse them as a separate group. The serotype-specific
F/M ratios were compared with the average F/M ratio
(dividing the total number of cases in women by the
total number of cases in men across all serotypes in
patients aged 5 years and older) using Fisher’s exact
test (SPSS version 22). A p value of<o.05 was consid-
ered statistically significant.

Analyses were stratified by age group (0o-4, 5-19,

20-39, 40-64 and = 65years-old). Serotypes were
divided in PCV7 serotypes (i.e. serotype 4, 6B, 9V, 14,
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18C, 19F and 23F), additional PCV10 serotypes (‘PCV1i0
extra’: i.e. serotype 1, 5 and 7F) and non-PCV7 or non-
PCV1io serotypes (all serotypes not included in PCV7
or PCV1o, respectively). Also, as a sensitivity analy-
sis, serotype 6A was included as a PCV7 serotype and
results remained similar (data not shown).

Incidences were calculated as the number of cases
per 100,000 persons per year. National incidences
were calculated by dividing the population number
for each year (StatLine Statistics, the Netherlands) by
4 reflecting the coverage of the sentinel surveillance
laboratories (25% of the Dutch population). Differences
in incidences and proportions were tested with chi-
squared or Fisher’s exact test, as appropriate, and for
F/M incidence ratio, F/M ratio of proportions, serotype-
specific F/M ratio, relative risks and F/M risk ratio of
RRs, 95% confidence intervals (Cl) were calculated
using 2 x 2 tables (z-distribution) [26].



FIGURE 4

Serotype-specific female/male ratio for causing invasive pneumococcal disease in patients5 years and older, the

Netherlands, 2004-15 (n = 6,628)
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F/M: female/male; IPD: invasive pneumococcal disease; PCV: pneumococcal vaccine.

All (additional) serotypes included in the 7, 10 and (not introduced) 13-valent PCV (‘PCV13 extra’: i.e. serotype 3, 6A and 19A) are shown. Of
the non-vaccine serotypes, all serotypes withmore thanso cases during the entire study period are shown. The horizontal line represents
the average F/M ratio across all serotypes (0.94). The numbers on the x axis represent the total number of isolates per serotype. Black bars

indicate 95% confidence intervals.

* Indicates a significant difference (p value<o.os5) between the serotype-specific F/M ratio compared and the F/M ratio all other serotypes

combined.

Results

Overall, 6,906 patients were affected by IPD in the
period from 1 June 2004 to 31 May 2015; 3,592 males
and 3,314 females, including 169 males and 107
females younger than 5 years. For the pre- and post-
PCV periods (without the transition years included),
overall 4,303 patients had IPD; 2,227 males and 2,076
females, including 106 males and 79 females younger
than 5 years.

Incidence of invasive pneumococcal disease
pre- and post-PCV7/10

Figure 1 shows the age and sex-specific IPD incidence
in the pre-PCVy7, post-PCV7 and post-PCVio period.
The IPD incidence in men was higher than in women for
all age groups, except for the 20—-39 year-olds in both
post-PCV periods and the 40-64 year-olds in the post-
PCVio period. The largest difference in IPD incidence
between men and women (in absolute numbers, Figure
1) was observed in those at highest risk, i.e. children
younger than 5 years and persons 65 years and older,

but the F/M ratio was only significant forthose 65 years
and older (Figure 2, F/M incidence ratio).

The Table presents IPD incidences (and absolute num-
ber of cases) for male and female IPD patients in the
pre-PCV7, post-PCV7 and post-PCV1o periods and the
change in IPD incidence for men and women sepa-
rately (RR comparing post-PCV7 to pre-PCV7 and RR
post-PCV1io to post-PCV7). In addition, we used the
F/M risk ratio of RRs (post-PCV7 vs pre-PCV7 and post-
PCV1io vs post-PCV10) to investigate sex differences
in direct and indirect effects. Comparing post-PCV7 to
pre-PCV7, there was a significant decrease in overall
IPD incidence for childrenyounger thans years and and
people 65 years and older in both sexes (Table: inthose
younger thans years, the male RR was 0.39 (95% Cl:
0.25-0.60) and the female RR was 0.48 (95% Cl: 0.29-
0.77), and in those6s years and older, the male RR
was 0.87 (95% Cl: 0.76—0.99) and the female RR was
0.78 (95% Cl: 0.68-0.90). The overall reduction (F/M
risk ratio of RRs post-PCV7 vs pre-PCV7) in IPD was
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not significantly different between men and women of
these age groups (Table).

Also in other age groups, there was no significant inter-
action between change in IPD incidence and sex com-
paring post-PCV7 to pre-PCV7. However, in the 20-39
year-olds, the F/M risk ratio of RRs for PCV10 serotype
IPD was 2.43 (95% Cl: 1.07—5.50), owing to a significant
increase in PCV1o serotype IPD in women (RR = 2.06;
95% Cl: 1.10-3.87) and a non-significant reduction in
men (RR = 0.85; 95% Cl: 0.50-1.43), which indicated
a statistically significant difference in replacement
disease by PCV10 serotypes (mainly 1 and 7F, data not
shown). As a result, women showed a non-significant
increase in IPD incidence comparing the pre-PCV7 to
post-PCV7 (from 3.9/100,000 to 5.0/100,000) period,
whereas the incidence decreased in men of the same
age (from 5.3/100,000 to 4.7/100,000, Figure 3). In
40—-64 year-olds of both sexes, IPD incidence remained
stable after PCV7 introduction.

After PCVio introduction, IPD caused by the addi-
tional PCV1io serotypes decreased in all age groups
and in both sexes, suggesting PCVio herd protec-
tion, although this was only significant for men aged
40-64 (RR=0.67; 95% Cl: 0.45-0.99) and women
65 years and older (RR=0.60; 95% Cl: 0.42-0.87,
Table). In addition, PCV7 serotype IPD continued to
decrease. These on-going effects of herd protection
against PCV7 and recently introduced PCV1o resulted
in a non-significant decline in overall IPD incidence
for all except women aged 40 and older. In women 40
years and older, PCV7/10 herd protection was offset
by a significant increase in non-PCVio serotype IPD,
which was not observed in men, a group where IPD
incidence declined. As a result, IPD incidence in the
40—-64 year-olds became similar in women and men
(12.3/100,000 Vs 12.2/100,000). However, we did not
observe a significantly different change in overall IPD
incidence between men and women in this age group
(F/M risk ratio of RRs post-PCV10 vs post-PCV7, Table).
Also in other age groups, there was no significant inter-
action between change in overall IPD incidence and
sex comparing post-PCV1io to post-PCV7. After PCV1o
introduction, non-PCVio serotype IPD incidence in
20-39 year-old women increased (RR =1.90; 95% Cl:
1.07-3.38), whereas it decreased in men (RR = 0.71;
95% Cl: 0.37-1.37, F/M risk ratio of RRs = 2.67; 95% Cl:
1.11-6.39).

Clinical syndromes, outcomes and underlying
conditions pre- and post-PCV7

Comparing post-PCV7 to pre-PCV7, no major differ-
ences were observed between sexes regarding shifts
in the proportion of different clinical syndromes, out-
comes and underlying conditions. However, some sig-
nificant differences within the pre- and/or post-PCV7
periods, and small but significantly different shifts in
proportions were observed between male and female
IPD patients.

Clinical syndromes

In the pre-PCV7 period, the overall proportion (with-
out stratification for age) of IPD patients with inva-
sive pneumonia was significantly higher in male than
female patients (76 vs 71%; F/M ratio of proportions:
RR = 0.93; 95% Cl: 0.87-0.98). After stratification for
age, this remained significant for the 20-39 year-olds
and those 65 years and older. In the post-PCV7 period
(June 2008-May 2011), the distribution of clinical syn-
dromesin all IPD patients was not significantly different
between male and female patients. However, in male
IPD patients aged 5—19 years, the proportion of pneu-
monia was significantly higher than in female patients
(80 vs 40%: F/M ratio of proportions: RR = 0.50; 95%
Cl: 0.26-0.96), whereas for 20-39 year-old men, men-
ingitis was significantly more common (20 vs 8%; F/M
ratio of proportions: RR=10.39; 95% Cl: 0.16—0.96).
The changes in distribution of clinical syndromes after
PCV7 introduction (F/M risk ratio of RRs) were not sig-
nificantly different between male and female patients
except in 20—39 year-olds, in whom the increased pro-
portion of pneumonia in female patients (from 68 to
77%) differed significantly from the decreased propor-
tion (from 88 to 73%) in male patients (F/M risk ratio of
RRs =1.37; 95% Cl: 1.01-1.86).

Outcomes

In the pre- and post-PCV7 period, the overall case
fatality and the proportion of ICU admissions (without
stratification for age) were not significantly different
between male and female IPD patients. The decline in
case fatality after PCV7 introduction did not differ sig-
nificantly between male (from 15 to 12%) and female
patients (from 18 to 11%; F/M risk ratio of RRs = 0.79;
95% Cl: 0.54—1.13). Nor were changes in case fatality
and proportion of ICU admissions significantly differ-
ent between male and female patients after stratifica-
tion for age.

Underlying conditions

Inthe pre- and post-PCV7 period, the overall proportion
(without stratification for age) of male IPD patients with
an immunocompromising condition was significantly
higher compared with that of female patients, with 21
Vs 16% pre-PCV7 (F/M ratio of proportions = 0.78; 95%
Cl: 0.61-0.99) and 21 vs 13% post-PCV7 (F/M ratio of
proportions = 0.64; 95% Cl: 0.51-0.79), respectively.
After stratification for age, this remained significant for
patients 65 years and older. Also the change in the over-
all proportion of patients with an immunocompromis-
ing condition after PCV7 introduction was significantly
different between male and female patients (F/M risk
ratio of RRs = 0.82; 95% Cl: 0.67-0.99), indicating a
significantly higher decrease in women compared with
the stable proportion in men. However, after stratifica-
tion for age, there were no significant differences in
changes in immunocompromising conditions between
male and female patients following PCV7 introduction.
The overall proportion of patients with any comor-
bidity was higher in male IPD patients than in female
patients, with 76 vs 74% pre-PCV7 (F/M ratio of

www.eurosurveillance.org



G1oz Aey—E€toz aun( :0tpDd-1sod

110z Aeyy—gooz aun( :ZpDd-1sod f¢9ooz Aep-700z aun( :ZpDd-a.d :poriad Apnis
*90UdJ3J41p JuedIJIUSIS B S2IBDIPU] SDIJBYI Ul SIdaquinp

‘(s4edh 99z ‘79—0% ‘6E€—0z ‘61-5 ‘Gy) dnoiS ade Aq palijells a1am sashjeuy *(1eah/000°001/SaSEI JO JI9QWINU SB UMOYS BIB S3IUSPIDU| "PIIRINI|RI 9IaM |) %56 pue Yy pue ‘}sa) patenbs-1yd yym palsa) alam suolpiodoad ul 93uaiayiq

‘14 G ‘1 s9dA3019S :BIIXD OTADd HISI 9AIIR]DI 1YY f9uldIeA 9)e3Nn[u0d |edd0d0wnaud JusleA-0T :0TADd ulddeA a1esn(uod jeddodownaud Jusjea-L :ZA\Dd ‘91ew/a)eway (/4 {|eAIdUl 9IUBPIJUOD (D)

41D %56) onje1 sty

ZNDd-150d SA-0TADd
-1s0d syy ones s W/A

3(1D %56)
3

ZA\Dd-1s0d sA
01ADd-1s0d uswom

»(1D %56)
Y

ZA\Dd-¥sod

SA 0TADd-1sod uapy

5(1D %S56) o1es ysiy

ZN\Dd-94d SA ZADd
W/4  ZADd-3sod uswom

-3s0d syy o13es )

(1D %56)
Y

ZA\Dd-2.d sA

D %56)
a0y

ZN\Dd-9.d

SA ZADd-1sod uapy

ERIE IR

dlewa

(91-€102) 0TADd-150d

3JUapIdU|

alew

(O)

ERIE RN
dlewa

(r1-800%) ZADd-150d

(u)

ERITET IR

alew

()

9ouapIdU|
alewa

(90-%002) ZA\Dd-34d

(W

9JUapIdU|

alew

(89'1-66°0) (el '1-€2°1) (9€'1-660) (86'0-%5°0) (€%7°1-596'0) (“6°1-62°1) (t672) (z¢67) (992) (€1€) (1) (911) o1 _uou
szt Yz 91'1 &0 11 691 ¥7°9€ 9'¥ 0°SGz ¥7°g€ Stz 1he Add
(e%7'1-%6'0) (€Y°1-90°1) (€z'1-26°0) ($0°1-%79°'0) (€€1-%6°0) (79°1-51°1) (€€¢€) 7€) £5¢€) (xo%) (661) (€41) JAa-uou
91T vzt o't z8'0 [4%31 &1 91l R4 L°€€ z 6% 1°0€ 6°9€ Add

(9€'1-05°'0) (g o0-z%°0) (70°1-25°0) (£L'1-69°0) (o¥7°1-2/°0) (£z°1-99°0) (eh) (29) (26) (88) £9) £9) e1I1xd
z8'0 09°0 Y7/'0 T 10T 16'0 €9 6/ JAL] 801 9'g {11 0TADd
(00°z-05°0) (8€0-%1°0) (€ o-%1°0) (LY 1-%L0) (6%°0-0&°0) (% 0-6z°0) (81 (02) (Y7o1) (601) (691) (941) J
00°'1 £z'0 gz0 o't 8&o L&o €z € 86 A9 T4 €9€ Add
(8€'1-%6'0) (91°'1-88°0) (zo'1-8Z°0) (o1'1-9/'0) (06'0-89°0) (66°0-9/°0) (15€) 79¢€) (x9%) (019) (89¢€) (87¢€) sieak S92
Ern 10°T 680 06°0 8l'0 /g0 6°€Y 9°9S S el G'z9 9°9S €zl
(¢l1-060) (€6°1-02°1) (€5°1-86°0) (rz'1-55°0) (99°1-Lg"0) ({8't-80°1) (Len) (6€1) (€€1) (691) (el) (52) OTAT4-UOU
7z'1 (451 ze't z8'0 91°1T zr 26 €6 19 9/ (A VA Add
(€5°'1-88°0) (8%7°1-66°0) (Lz'1-98°0) ($2'1-99°0) (09°t-10°1) (54°T-21°1) (LLy) (941) (912) (6%72) (Lo1) (e11) / _uou
91'1 121 o't 06°0 Lzt o't 611 L1 66 z'1 gL 0'g Add
(€8'1-29°0) (70°1-6%"0) (66°0-5%0) (06°'1-£€9°0) (tz'z-00°1) (z0'z-26°0) (ot7) 9¢) (€8) (08) (S€) £¢) I VE]
90°T 10 Z9'0 601 67t VAR YA ez g€ 9'€ Sz 9'c 0TADd
(16°'2-92°0) (9€'0-90°0) (9€0-Lo'0) (el'1-%9°0) (§4:0-9€0) (89°0-9€0) 9) ) (29) ¥9) (€9) (28) LN
/g0 10 91'0 S0°'1 zSo 670 €0 S0 A4 6'c 9t 6'S
(19'1-68°0) (1z'1-£€8'0) (7o°1-2/°0) (92°1-9Z°0) (oz'1-28°0) (¢2'1-98°0) (e81) (e8n) (892) (€1€) (oZr) (61) sieak
91'1T 00°'T /80 160 66'0 z0°'1 gzt zzt zzt Tt ezt g€t 9-of
(6€°9-11°1) (8€°€-Lo'r) (Le1-LE0) (99'z-6€'0) (64:2-5990) (8%'z-1/°0) 92) (€1) (12) (82) (1) (S1) o1 -uou
Loz 06t 10 10°T et €€t Sz €1 €1 8T o't €1 Add
(£L6'2-98°0) (55'1-0/°0) (70°1-1%°0) (91°€-16°0) (84'z-go'r) (¢5'1-69°0) (o%) (52) (69) (69) (7o) (%) /AAd-uou
091 o1 $9'0 691 €Lt z0'1 6€ vz 1€ L€ z'z 9°€ Add
(9€z-6¢€0) (7o°1-1€'0) (91'1-€0) (05°S5-Lo°x) (Lg8°€-01°1) (E%'1-05'0) (v (zv) (8€) (r€) (€1) (92) JIVE}
S$6'0 YA 650 13454 90°¢z 980 7't 1 'z (4 1 €z 0TADd
(79'%7-€0°0) (£5°0-10°0) (68°0-S0°0) (€€ €-£590) (6€1-0%°0) (o1'1-62°0) ® (@ (02) (S1) (61) (61) J
g€ 0 800 oz'o [4334 7.0 950 10 z0 €1 6'0 VAN /L1 Add
(79°z-0g°0) (91°1-55'0) (£8'0-9€0) (¥%°z-68°0) (88'1-68°0) (€2'1-29°0) () (049 62) 72) (€7) (09) sieak
zht 08’0 950 g1 6z'1 88°0 o'l 9'C 0'S VA 6°€ €9 6€-0¢

dnoi8 a8y

(€0€F = U) ST-$007 ‘SpueprayIeN 2y} ‘porrad g1 ADJ-1s0d pue LADJ-1s0d L ADJ-21d oy ut syuanyed oseastp [esd0d0wnaud JAISBAUT [BWISJ PUE J[BW J0J SIOUIPIOUT (]

g 31av]

www.eurosurveillance.org



proportions = 0.98; 95% Cl: 0.92—-1.05) and 77 vs 72%
post-PCV7 (F/M ratio of proportions = 0.94; 95% Cl:
0.89-0.99). After stratification for age, this was signif-
icant for patients 65 years and older pre-PCV7 and for
40-64 year-old patients post-PCV7. The overall change
in the proportion of patients with any comorbidity fol-
lowing PCV7 introduction was not significantly differ-
ent between male and female patients (F/M risk ratio of
RRs = 0.96; 95% Cl: 0.88-1.04) with or without strati-
fication for age.

Serotype-specific female/male ratio for invasive
pneumococcal disease

Figure 4 shows the serotype-specific F/M ratio. Overall,
6,628 patients aged 5 years and older (3,422 males,
3,206 females) were affected by IPD in the period from
1 June 2004 to 31 May 2015. The average F/M ratio
across all serotypes was 0.94. Only serotypes 3, 4 and
9V were significantly associated with male sex (F/M
ratio = 0.76; p=0.026, F/M ratio = 0.76; p=0.047 and
F/M ratio = 0.66; p=0.002, respectively).

Discussion

Our findings confirm the importance of sex as an epi-
demiological factor in IPD. We observed structurally
higher IPD incidences in men in all age groups, with
the exception of 20—-39 year-olds after implementation
of PCV7 and of 40-64 year-olds after implementation
of PCV10. These observations illustrate a sex-specific
differential impact of post-PCV dynamics.

The structural excess in IPD incidence in boysyounger
than s years has been attributed to anatomical or early
hormonal differences predisposing to differences in
immunity [27-29]. Likewise, the higher susceptibility
for IPD in elderly men could be explained by sex-based
inactivation of the X chromosome, resulting in differ-
ences in immunity [1,4,5]. Also a higher prevalence of
underlying conditions in the male population such as
chronic cardiovascular and renal disease, malignan-
cies [30] or tobacco use is likely to play a role [31].
This is reflected in a significantly higher proportion of
immunocompromising conditions in male IPD patients
pre- and post-PCV7. We only found a serotype-specific
preference to affect men and women differently in three
of 24 serotypes; therefore an individual serotype-spe-
cific (or serotype-related) factor for explaining the dif-
ference in IPD susceptibility is unlikely.

In 20-39 year-olds, IPD incidence in women increased
post-PCV7 and became higher than in men, in whom
IPD incidence had decreased. This reflected a signifi-
cant increase in IPD caused by the additional PCV1io
serotypes (mainly serotypes 1 and 7F). Likewise, previ-
ous analysis of Dutch surveillance data 2—4 years after
PCV7 introduction showed an increase in IPD incidence
in women (20-44 years-old) caused by an increase in
serotype 1 [23]. After PCV7 was replaced by PCV10, cov-
ering serotypes 1 and 7F, herd effects may have reduced
the elevated burden of IPD in 20-39 year-old women.
Indeed, herd protection of PCV1o was established, and
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overall IPD incidence as well as IPD caused by PCV1io
serotypes decreased in both sexes. However, a signifi-
cant increase in non-PCV1o type IPD was, again, exclu-
sively observed in women and IPD incidence remained
higher in women than in men post-PCV10. The increase
in non-PCV1io type IPD (attributable to several sero-
types) suggests a vaccine induced effect rather than
natural fluctuation of a single serotype.

Also, in a recent study from the United States, IPD inci-
dence was generally higher in male people, but after
PCV13 introduction, IPD incidence among 18-39 year-
old black women became slightly higher than in men
[20]. Socially defined roles may explain this phenom-
enon. Women of childbearing age could be at increased
risk for replacement disease because of close contact
with PCV7/10-vaccinated children as was hypothesised
in other studies [22,23]. In Scotland before PCV7 intro-
duction, a higher IPD incidence was observed in 35-49
year-old women based on data from 1992 to 2007 [32].
Increased carriage of non-vaccine pneumococcal sero-
types in parents of vaccinated children compared with
parents of unvaccinated children has been well estab-
lished [12,33]. Although these studies did not analyse
men and women separately, the importance of sex
is further supported by a study on pertussis, which
showed a higher transmission rate between infants
and mothers compared with fathers [34].

In other non-vaccinated age groups, PCVio herd
effects became apparent as well, but again with a sex-
specific differential impact. In men 40 years and older,
IPD incidence declined further during the post-PCV1o
period, whereas herd effects in women of the same
age groups were offset by a significant increase in IPD
caused by non-PCV1io serotypes. This could suggest
that for women 40 years and older, after an initial over-
all reduction in IPD due to PCV7 herd effects, a new
plateau phase in IPD incidence has been reached using
current vaccination strategies.

After introduction of PCVyz, shifts in circulating sero-
types were associated with significant changes in
clinical outcome, such as a lower overall case fatality
[25]. Our findings confirm that this is the case for both
sexes at the time point 5 years after PCV7 introduction.
Pre- and post-PCV7, the case fatality and ICU admis-
sion rates between male and female patients were not
significantly different.

A limitation of our study is that it was an ecological
study, so one should be cautious about interpreting
findings as causally related to introduction of vaccina-
tion. In addition, not accounting for multiple testing in
statistical analysis and some results being borderline
significant, our results should be regarded as explora-
tive analysis and need to be interpreted with caution.
Furthermore, we had no information whether or not
IPD patients were parents and/or had close contact
with children and therefore could not further assess
the proposed mechanism which could have resulted in

www.eurosurveillance.org



the observed differences in 20-39 year-old patients.
Nevertheless, our study provides important insights
into structural sex differences in IPD incidence and
different indirect effects after PCV7/10 introduction.
This finding indicates that an intervention in a complex
ecosystem can result in (temporary) changes in IPD
dynamics but needs to be confirmed by others.

Conclusion

This study confirms the importance of sex in IPD inci-
dence. We have shown that shifts in serotypes can
cause increased IPD incidence rates. Although IPD
surveillance studies have been performed in many
countries, data on sex differences are scarce. We
invite other investigators to stratify their pre- and post-
pneumococcal vaccination IPD data by sex. Continued
surveillance of IPD incidence and outcome by sex is
important to evaluate the direct and indirect long-term
effects of pneumococcal conjugate vaccination in the
population.
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To the editor: We read with concern the reports of two
human cases infected with swine influenza virus (SIV)
that both occurred in October 2016 in Europe [1,2]. One
case was a school-aged child in the Netherlands with
history of eczema, while the other was a middle-aged
man in Italy with obesity as underlying condition. The
similarities of these cases were striking: both devel-
oped severe respiratory symptoms with a rapid pro-
gression, finally requiring admission to intensive care
and use of extracorporeal membrane oxygenation
(ECMO). Antiviral treatment was initiated in both cases
more than three days after onset of symptoms, and
only after the symptoms worsened, invasive mechani-
cal ventilation and ECMO support were initiated. Both
cases recovered and were discharged from hospital.

Eurasian avian-like SIV A(HiN1)v were identified in
both patients. In Europe, these viruses circulate widely
in the pig population [3]. The viruses isolated from
the patients differed genetically from each other. Both
cases had presumably visited pig farms before onset of
symptoms, suggesting direct contact or indirect expo-
sure to infected pigs, e.g. through contaminated sur-
faces or via aerosol. In both cases, an initial positive
influenza A detection with subsequent inconclusive
typing results was followed by whole genome sequenc-
ing, which identified the swine virus origin. The same
virus was also detected in the pigs at the visited farm
in the Netherlands.

These two cases are the first severe human cases of SIV
A(H1N1)v reported to the European Centre for Disease
Prevention and Control (ECDC) or the World Health
Organization Regional Office for Europe (WHO/Europe)
since the 2009 influenza A(H1N1) pandemic, apart from
a few sporadic detections in mild or asymptomatic
persons during research projects [4]. The detection of
these cases may have benefited from the availability
of whole genome sequencing for specimens with incon-
clusive results or nontypeable influenza. That reports
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of human cases in Europe are rare is in contrast to
the more frequent sporadic reports of human cases
caused by SIV A(H1N1)v, A(H1N2)v or A(H3N2)v in the
United States (US) and highlights the continuous pos-
sibility of spill-over of influenza viruses from swine to
humans [5]. This is probably a result of the fact that
more individuals in the US are exposed to infected
animals because of the popularity of regular local and
state fairs and agricultural exhibitions with ca 150 mil-
lion visitors each year where swine are openly accessi-
ble for the visitors [6]. Because there is no continuous
surveillance of influenza viruses in pigs in Europe, data
mainly derive from research projects that may only pro-
vide a fragment of the overall picture. Especially little is
known about the impact of trade-related network and
transport structures between pig producers that may
contribute to a rapid spread of new influenza viruses
across Europe [3].

The 2009 pandemic was the latest of several pandem-
ics caused by a swine-origin influenza virus [7]. The two
recent human cases of swine influenza should serve
as a reminder that zoonotic transmission events from
pigs to humans, causing severe illnesses, can hap-
pen in Europe as well. They should also raise aware-
ness of the need for cautious SIV case management,
particularly during the seasonal influenza epidemic,
in order to avoid re-assortment events between swine
and human viruses and to detect any human-to-human
transmission as early as possible.

People who develop influenza-like symptoms after
exposure to pigs should be promptly assessed for
influenza infection. Specimens should be character-
ised virologically and isolates should be shared with
the WHO Collaborating Centres. Early treatment with
neuraminidase inhibitors should be considered and
patients isolated to reduce risk of further transmis-
sion, in line with relevant national recommendations.
Follow-up of other exposed individuals and contacts of
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the index cases should be considered to identify further
cases and to detect any human-to-human transmission
of the virus. A rapid sharing of such information nation-
ally as well as internationally through the European
Union’s Early Warning and Response System (EWRS),
the International Health Regulations [7] or directly con-
tacting the respective authorities is a prerequisite for
early identification of new emerging pandemic threats
and initiation of containment and prevention measures.
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To the editor: Indeed, the similarities between the
cases reported by Fraaij et al. from the Netherlands
[1] and our group in Italy [2] are somewhat striking.
Both cases occurred in October 2016, both cases pre-
sented with severe respiratory syndrome and in both
cases, a swine influenza virus (SIV) strain circulating
in a nearby pig farm was detected in the patient. In the
paper by Fraaij et al., the patient had visited a pig farm,
but not had direct contact with pigs [1]. In our paper,
the patient stated that he had no contact with infected
pigs, but his brother worked on a pig farm. Although
the data presented in our paper strictly adhere with
official reports [2], we also agree that unreported vis-
its to a pig farm or direct contact with infected pigs
through contaminated surfaces or via aerosol are pos-
sibilities that cannot be excluded. However, a major
difference between the Dutch and Italian case were the
SIV strains recovered from the patients, indicating the
occurrence of chronologically coincidental yet distinct
events.

We share all the concerns raised by the Authors of the
Letter to the editor [3]. In particular: (i) attention to
severe zoonoticinfluenza Ainfections in humans should
be as high in Europe as in any other region of the world.
(i) Both reported cases occurred earlier than the influ-
enza season in humans and this event may have had
an impact on established surveillance procedures and
reporting which are activated at the beginning of the
season. (iii) Virus whole genome sequencing should
be the gold standard for specimens with inconclusive
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results or nontypeable influenza strains (indeed, this
approach was followed by both the Dutch and Italian
groups). (iv) We strongly recommend the inclusion of
pan-influenza A molecular assays in the work-up of all
patients with severe respiratory syndromes, irrespec-
tive of seasonality. (v) We fully support the need for
unrestricted sharing of biological materials as well as
epidemiological, clinical and sequence data.

In addition, we support the suggestion for follow-up
investigations in patients with a documented SIV infec-
tion, a task that might not be easy to achieve. As far
as our recent experience is concerned, at a follow-up
telephone visit on 7 February 2017 [2]. As confirmed by
his brother, the former patient was well, but not avail-
able for further questions.

Finally, we would like to emphasise that swine influenza
monitoring programmes at the Istituto Zooprofilattico
Sperimentale della Lombardia e dell’Emilia Romagna
(IZSLER) have been in place since the late 1990s, espe-
cially in northern Italy where more than 75% of the
Italian swine industry is located. These programmes
(further improved since 2009) are mainly based on
genome detection, virus isolation and sequencing of
all respiratory forms and revealing continuous circula-
tion of HiN1, H3N2 and HiN2 SIVs as well as the isola-
tion of influenza A(H1N1)pdmog viruses in pigs.

Moreover, surveillance of SIV circulating in European
pigs is carried out in many countries, mainly in western
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Europe, involving the networks European Surveillance
Network for Influenza in Pigs (ESNIP 1, 2 and 3) which
are aimed at expanding our knowledge on European
SIV epidemiology [4]. However, judging by the small
number of available SIV sequences, SIV surveillance
appears to be less rigorous and systematic in other

parts of Europe.
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On 2 March 2017, the World Health Organization (WHO)
published recommendations on the composition of
the trivalent and quadrivalent vaccines for the 2017/18
northern hemisphere influenza season [1]. WHO recom-
mends that trivalent vaccines for use in the 2017/18
northern hemisphere influenza season contain the
following:

e an A/Michigan/45/2015 (H1iN1)pdmog-like virus;
e an A/Hong Kong/4801/2014 (H3N2)-like virus; and
e a B/Brisbane/60/2008-like virus.

For the quadrivalent vaccines containing two influenza
B viruses, WHO recommends that they contain the
above three viruses and a B/Phuket/3073/2013-like
virus.

As in previous years, national or regional authorities
approve the composition and formulation of vaccines
used in each country. National public health authori-
ties are responsible for making recommendations
regarding the use of the vaccine.

WHO organises consultations with an advisory group of
experts twice every year to analyse influenza virus sur-
veillance data generated by the WHO Global Influenza
Surveillance and Response System (GISRS), and issues
recommendations on the composition of the influenza
vaccines for the following influenza season.
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