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Abstract

Background: Burden of Group A streptococcus (GAS) pharyngitis is scarce in developing countries, still unknown in
China. The objective of this study was to determine the incidence of clinical cases of pharyngitis and GAS culture-
positive pharyngitis, and their outpatient visits among children aged 0-14 years in Beijing, the capital of China.

Methods: Multiplier model was used to estimate the numbers of pharyngitis cases, based on reported numbers of
clinical cases and GAS culture-positive rates from GAS surveillances in Beijing, consultation rate, population
coverage of GAS surveillances, sampling success rate, and test sensitivity of GAS culture from previous studies,

surveys and surveillances.

Results: An average of 29804.6 (95 % Cl: 28333.2-31276.0) clinical cases of pharyngitis per 100,000 person-years
occurred among children aged 0-14 years, resulting in correspondingly 19519.0 (95 % Cl: 18516.7-20521.2)
outpatient visits per 100,000 person-years from 2012 to 2014 in Beijing. On average, there were 2685.1 (95 % Cl:
2039.6-3330.6) GAS culture-positive cases of pharyngitis and 1652.7 (95 % Cl: 1256.5-2049.0) outpatient visits per
100,000 person-years during the same period. The estimated burden of GAS pharyngitis was significantly higher
than that of scarlet fever. Children aged 5-14 years had a higher burden of GAS pharyngitis than those aged 0-4 years.

Conclusions: The present data suggests that GAS pharyngitis is very common in children in China. Further studies and
surveillances are needed to monitor trends and the effectiveness of control measures.
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Background

Pharyngitis is one of the most common presenting
symptom for seeking medications, accounting for an es-
timated 15 million outpatient visits in 2006 in United
States [1]. Group A streptococcus (GAS) is the main
bacterial cause of pharyngitis, and responsible for a large
number of pharyngitis cases in children [2]. Although
GAS pharyngitis may seem relatively benign and unim-
portant, it causes enormous use of health resources and
economic costs [3]. Furthermore, the primary infection
can lead to severe GAS diseases (eg, acute rheumatic
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fever, rheumatic heart disease, post-streptococcal glom-
erulonephritis, and invasive infection) [4, 5]. A study
reviewed recent population-based data and estimated
that there were 616 million new GAS pharyngitis cases
per year in the world, with an estimated number of more
than 1.78 million new cases and 517,000 deaths of severe
GAS disease each year [5]. It occurs most commonly
among children aged 5-15 years, and its incidence in
children varies from region to region [6]. However, epi-
demiological data on GAS pharyngitis from developing
countries is scarce [4—6]. To our knowledge, the disease
burden is still unknown in China. In this study, we
aimed to determine the incidence of clinical cases of
pharyngitis and GAS culture-positive pharyngitis, and
their outpatient visits among children aged 0-14 years
in Beijing, the capital of China.
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Methods

GAS surveillances in Beijing

GAS surveillances were conducted in the pediatric
clinics of 36 hospitals within Beijing’s 18 districts since
May 2011. Since November 2014, the number of sentinel
hospitals has been cut down from 36 to 17. The surveil-
lance system was designed and managed by Beijing
Center for Disease Prevention and Control. Under the
system, clinicians were required to diagnose scarlet fever
or pharyngitis and to record the weekly numbers of out-
patient visits by age groups (0—4 years, and 5-14 years)
on a fixed form. All children with scarlet fever diagnosed
by clinicians were invited to participate in the study.
Meantime, each week, 10 children with pharyngitis diag-
nosed by clinicians were randomly selected from each
hospital. If there are less than 10 patients in a hospital in
a week, all of them were invited to participate in the
study. The pharyngeal swab samples were collected by
trained clinicians from study participants after their
guardians gave informed consent, and tested by the col-
laborating laboratories. A detailed description of the sur-
veillance was published in a previous study [7].

National notifiable infectious disease surveillance system
in China

Scarlet fever is a notifiable disease according to Law of
the People Republic of China on the Prevention and
Treatment of Infectious Diseases. All clinical cases of
scarlet fever should be reported to the National Notifiable
Infectious Disease Surveillance System (NNIDSS) by clini-
cians and hospitals when they sought medical services in
China.

Case definition

In this study, clinical cases of pharyngitis was defined as
follows: pharyngitis is the inflammation of the back of
the throat including the tonsils, and its common symp-
toms include fever, sore throat, red tonsils, and enlarged
lymph nodes in the neck and so on. Case definition of
clinical cases of scarlet fever conformed to the Diagnostic
Criteria for Scarlet Fever (WS282-2008) enacted by the
Chinese Ministry of Health [8]. Patients with scarlet fever
or pharyngitis from whom GAS was isolated were identi-
fied as GAS culture-positive patients.

Model for cases numbers estimation

Previous studies had used the multiplier model to esti-
mate the burden of pandemic (HIN1) 2009 in China
and USA [9, 10], and hand, foot and mouth disease in
China [11]. In this study, the multiplier model was used
to estimate the burden of GAS pharyngitis among
children aged 0-14 years in Beijing. To estimate the
total number of cases of GAS culture-positive pharyn-
gitis, we built the multiplier model to adjust the count
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of laboratory-confirmed cases from GAS surveillances in
Beijing for the following steps: medical care seeking (B
to A), population coverage of GAS surveillances in
Beijing (C to B), collection of samples (D to C), and la-
boratory detection of GAS (E to D) (see Fig. 1). At each
step, data for parameter estimations was identified as a
range of proportions observed in previous studies, sur-
veys and surveillances.

Because NNIDSS covered all hospitals and all popula-
tion in Beijing, population coverage of GAS surveillances
among scarlet fever cases was calculated by dividing re-
ported number of clinical cases of scarlet fever from
GAS surveillances by reported number from NNIDSS in
Beijing. In this study, we assumed that population cover-
age among cases of scarlet fever was equal to that
among cases of pharyngitis.

The number of cases of GAS culture-positive pharyn-
gitis was calculated using: (1) Na was age-specific re-
ported number of clinical cases from GAS surveillances.
(2) Ra was age-specific GAS culture-positive rate by
GAS surveillance in Beijing. (3) Ca was age-specific con-
sultation rate. Consultation rate was calculated by the
function (1-proportion of patient who do not visit any

A

Fig. 1 Model parameters for estimating the burden of GAS
pharyngitis in Beijing, 2012-2014. Note: A, Total no. cases of GAS
culture-positive pharyngitis in Beijing; B, Cases refer to hospitals in
Beijing = A* Consultation rate; C, Cases refer to sentinel hospitals
of GAS surveillances in Beijing = B*Population coverage of GAS
surveillances in Beijing; D, Cases for which specimens were
successfully collected = C*Sampling success rate; E, Predicted
positive specimens that were correctly identified by laboratory
tests = D*Test sensitivity
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health institutions), based on literature data from the
Fourth National Health Services Survey of China in
2008, which showed that among children aged 0-4 and
5-14 years, 27.3 and 40.3 % of patients do not visit any
health institutions when they were ill [12]. Accordingly,
consultation rate among children aged 0-4 and 5-14
years was 72.7 and 59.7 % respectively. (4) Pa, age-
specific population coverage of GAS surveillances. (5) s
was the success rate for sampling swab samples, ranged
from 80 to 90 %, and it was obtained from a study from
Beijing [9]. (6) t was the test sensitivity of throat culture,
ranged from 75.2 to 97.1 %, and it was obtained from a
review study of 13 published literatures [13] (see Eq. 1).

Total number of cases of GAS culture-positive pharyngitis
Na * Ra

CaxPaxsxt
(1)
The number of clinical cases of pharyngitis was calcu-
lated using: (1) Na, (2) Ca, and (3) Pa (see Eq. 2).

Total number of clinical cases of pharyngitis
Ca * Pa

The number of outpatient visits for GAS culture-
positive pharyngitis was calculated using: (1) Na, (2) Ra,
(3) Pa, (4) s, and (5) t (see Eq. 3).

Total number of outpatient visits for GAS culture-

Na * R
positive pharyngitis = Zpaa*iz:t
(3)

The number of outpatient visits for clinical cases of
pharyngitis was a calculation of reported number of clin-
ical cases from GAS surveillances divided by population
coverage of GAS surveillances (see Eq. 4).

Total number of outpatient visits for clinical cases of
h: itis = _a
aryngitis
P J Pa

(4)

The same approach was used to estimate the total
number of cases of GAS culture-positive scarlet fever,
the total number of clinical cases of scarlet fever, the
total number of outpatient visits for GAS culture-
positive scarlet fever, and the total number of outpatient
visits for clinical cases of scarlet fever.

Annual incidence rate was equal to the estimated
number of cases divided by population number from the
2010 National Population Census in Beijing, China [14].
Data from the census showed that there were 1,687,437
persons in the age group of 0-14 in Beijing, of which
those aged 0—4 years accounted for 40.65 %.
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Data analysis

Ninety-five percent confidence intervals (Cls) for popu-
lation coverage and GAS culture-positive rate of GAS
surveillances by age groups were calculated using the
normal approximation. Difference among the subgroups
were tested by Pearson’s Chi-square test with a two-
sided p value <0.05 as the statistical significance level.
Data analyses were carried out using SPSS Version 13.0
(SPSS Inc, Chicago, IL). Ninety-five percent CIs for esti-
mated numbers of cases and annual incidence rate were
determined by Monte Carlo simulation, using a multi-
plier model (Impact 2009, version 1.0) by United States
Centers for Disease Control and Prevention.

Results

Data from NNIDSS and GAS surveillances in Beijing

The reported numbers of clinical cases of scarlet fever
and pharyngitis from GAS surveillances and NNIDSS by
years and age groups are shown in Table 1. From 2012
to 2014, a total of 9078 clinical cases of scarlet fever
aged 0-14 years were reported from NNIDSS in Beijing,
26.1 % of whom were children aged 0-4 years, and
73.9 % were between the age of 5 and 14 years.

During the same period, a total of 4093 clinical cases
of scarlet fever and 447,232 ones of pharyngitis were re-
ported from GAS surveillances in Beijing. Of the 4093
clinical cases of scarlet fever, 28.3 % were children aged
0—4 years and 71.7 % were between the age of 5 and
14 years. Of the 447,232 clinical cases of pharyngitis,
51.7 % were children aged 0—4 years and 48.3 % were
between the age of five and fourteen years.

Population coverage of GAS surveillances in Beijing

Using the surveillance data from NNIDSS and GAS sur-
veillances, we estimated the population coverage of GAS
surveillances among children aged 0-4 years and 5-14
years in Beijing, respectively. Because the number of
sentinel hospitals was cut down from 36 to 17, the
population coverage of GAS surveillances in 2014 was
significantly lower than that in 2012 and 2013 (see
Table 2).

GAS culture-positive rate of GAS surveillances in Beijing

Bacterial surveillance data for GAS showed that the
overall positive rate of GAS causing scarlet fever was
significantly higher than pharyngits during the 3 years
(p <0.05). The lower rate of GAS causing pharyngits in
2013 compared to 2012 and 2014 was statistically signifi-
cant (p <0.05), but no significant difference of positive
rate of GAS causing scarlet fever was found between the
3 years (p > 0.05). With respect to the difference between
the two age groups, we observed higher positive rate of
GAS causing pharyngits among children aged 5-14 years
in all the 3 years (p <0.05). Nonetheless, no significant
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Table 1 Reported numbers of clinical cases of scarlet fever and pharyngitis from GAS surveillances and NNIDSS by age groups,

Beijing, 2012-2014

Year Age group Reported number of clinical Reported number of clinical Reported number of clinical
cases of scarlet fever from cases of pharyngitis from cases of scarlet fever from
GAS surveillances GAS surveillances NNIDSS
2012 0-4 573 79280 998
5-14 1226 70872 2154
Overall(0-14) 1799 150152 3152
2013 0-4 286 80595 526
5-14 712 74356 1503
Overall(0-14) 998 154951 2029
2014 0-4 299 71132 842
5-14 997 70997 3055
Overall(0-14) 1296 142129 3897
2012-2014 0-4 1158 231007 2366
5-14 2935 216225 6712
Overall(0-14) 4093 447232 9078

association between age and positive rate of GAS causing
scarlet fever existed in any of 3 years (p>0.05) (see
Table 3).

Numbers of clinical cases and GAS culture-positive cases

Using the multiplier model, we estimated that there were
398,720 clinical cases of pharyngitis in 2012, 467,670
cases in 2013 and 642,410 cases in 2014, with an annual
incidence rate of 23628.7, 27714.8 and 38070.2 cases per
100,000 children, respectively. Of these clinical cases, a
total of 50,499, 19,258, and 66,172 pharyngitis cases
were GAS culture-positive during 2012 to 2014, with an
annual incidence rate of 2992.6, 1141.3 and 3921.5 cases
per 100,000 children, respectively. The incidence of GAS
culture-positive pharyngitis was statistically significantly
lower in 2013 than in 2012 and 2014 (p < 0.05), but no
significant difference was found between 2012 and 2014
(p >0.05). With respect to the difference between the

two age groups, we observed a higher risk for incidence
of GAS culture-positive pharyngitis among children aged
5-14 years in all the 3 years (4273.5 vs. 1122.2 cases per
100,000 children in 2012, 1636.4 vs. 418.2 cases per
100,000 children in 2013, and 5728.5 vs. 1282.8 cases
per 100,000 children in 2014, p < 0.05). The annual inci-
dence rate of GAS culture-positive pharyngitis was more
than 10 times higher than that of scarlet fever during
the 3 years (2992.6 vs. 206.9 cases per 100,000 children
in 2012, 1141.3 vs. 101.7 cases per 100,000 children in
2013, and 3921.5 vs. 220.6 cases per 100,000 children in
2014, p < 0.05) (see Table 4).

Outpatient visits for clinical cases and GAS
culture-positive cases

As shown in Table 5, we estimated that there were
262,760, 305,760, and 419,590 outpatient visits for clin-
ical cases of pharyngitis during 2012 to 2014, with an

Table 2 Estimates of population coverage of GAS surveillances by age groups, Beijing, 2012-2014

Year Age group Reported number of Reported number of Population coverage of GAS surveillances
e DR o ket B LY

2012 0-4 573 998 574 54.3 60.5
5-14 1226 2154 56.9 548 59.0
Overall(0-14) 1799 3152 57.1 553 588

2013 0-4 286 526 544 50.1 586
5-14 712 1503 474 44.8 499
Overall(0-14) 998 2029 492 47.0 514

2014 0-4 299 842 355 323 38.7
5-14 997 3055 326 310 343
Overall(0-14) 1296 3897 333 31.8 34.7
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Table 3 GAS culture-positive rate of GAS surveillances in Beijing by age groups, Beijing, 2012-2014

Year Clinical manifestations Age group Samples no. GAS culture-positive rate
Proportion (%) 95 % Cl
2012 Scarlet fever 0-4 71 45.1 335 56.6
5-14 154 532 454 61.1
Overall(0-14) 225 50.7 441 572
Pharyngitis 0-4 1012 30 1.9 40
5-14 906 149 126 17.2
Overall(0-14) 1918 86 73 99
2013 Scarlet fever 0-4 50 36.0 22.7 493
5-14 110 39.1 30.0 482
Overall(0-14) 160 38.1 306 457
Pharyngitis 0-4 1382 1.0 05 1.5
5-14 1295 4.6 34 57
Overall(0-14) 2677 27 2.1 33
2014 Scarlet fever 0-4 50 420 283 55.7
5-14 216 435 369 50.1
Overall(0-14) 266 432 373 49.2
Pharyngitis 0-4 1479 23 1.5 31
5-14 1472 114 9.8 13.0
Overall(0-14) 2951 6.8 59 78

annual incidence rate of 15571.5, 18119.8 and 24865.5
cases per 100,000 children, respectively. Of these out-
patient visits for clinical cases, a total of 31,148, 11,870
and 40,648 cases of pharyngitis were GAS culture-
positive during the same period, with an annual inci-
dence rate of 18459, 703.4, and 2408.9 cases per
100,000 children, respectively. The incidence of out-
patient visits for GAS culture-positive pharyngitis was
statistically significantly lower in 2013 than in 2012 and
2014 (p <0.05), but no significant difference was found
between 2012 and 2014 (p > 0.05). Compared to children
aged 0—4 years, those aged 5—14 years had a higher risk
of outpatient visits for GAS culture-positive pharyngitis
in all the 3 years (2551.3 vs. 815.8 cases per 100,000 chil-
dren in 2012, 976.9 vs. 304 cases per 100,000 children in
2013, and 3419.9 vs. 932.6 cases per 100,000 children in
2014, p<0.05). The incidence of outpatient visits for
GAS culture-positive pharyngitis was significantly higher
than that of scarlet fever during the 3 years (1845.9 vs.
130 cases per 100,000 children in 2012, 703.4 vs. 231.6
cases per 100,000 children in 2013, and 2408.9 vs. 136.9
cases per 100,000 children in 2014, p<0.05) (see
Table 5).

Discussion

This is the first study to estimate the incidence of clin-
ical cases of pharyngitis and GAS culture-positive pha-
ryngitis among children in China. It was estimated that

an average of 502933.3 clinical cases of pharyngitis oc-
curred in children aged 0-14 years with about 29.8
(95 % CI: 28.3-31.3) cases per 100 child-years in Beijing,
from 2012 to 2014. Although pharyngitis may seem rela-
tively benign and unimportant, our study found that it
caused as many as 329,370 outpatient visits each year
with about 19.5 (95 % CI: 18.5-20.5) cases per 100
child-years in Beijing during 2012 to 2014, which indi-
cated enormous use of health resources and medical
costs. Our results are consistent with data from the
National Ambulatory Medical Care Survey in United
States, which reported that pharyngitis are responsible
for 20 visits to a physician per 100 population annually
in the United States [15]. These data highlighted that
pharyngitis is a very common presenting symptom for
seeking medications among children in Beijing, China.
In our study, we estimated that an average of 45309.7
pharyngitis cases were laboratory confirmed per year
from 2012 to 2014 in Beijing, with an annual incidence
rate of 2.7 (95 % CI: 2.0-3.3) per 100 person-years for
children, respectively, similar to the rate of GAS pharyn-
gitis reported from a study in Europe (3.9 per 100 per-
sons per year) [16], but lower than recently reported
rates in Australia (13 per 100 person-years in 2001/2002
[17], and 14 per 100 person-years in 2001 [18]), and Fiji
(14.7 per 100 person-years in 2006 [19]). In a peri-urban
population of northern India, the incidence of GAS
pharyngitis among 5-15-year-old schoolchildren, with



Table 4 Estimated numbers of clinical cases and GAS culture-positive cases, Beijing, 2012-2014

Year Clinical Age groups  Clinical cases GAS culture-positive cases
manifestations n 95 % Cl Annual incidence rate 95 % Cl n 95 % Cl Annual incidence rate 95 % Cl
2012 Scarlet fever ~ 0-4 13745 1289.8 1459.2 2004 1880 2128 8488 5584 11393 1238 814 1661
5-14 3607.6 34528 37624 360.2 344.7 3757 26421 20033 32809 263.8 2000 3276
Overall(0-14) 4982.1 4806.0 51582 2952 284.8 3057 34909 27122 42696 2069 160.7 2530
Pharyngitis 0-4 190170.0 1784486 2018914 277264 260175 294354 76967 42580 111354 11222 6208 16235
5-14 2085500 1996025 2174975 208226 19929.2 217159 428020 321879 53416.1 42735 32138 53333
Overall(0-14) 3987200 384004.8 413435.2 23628.7 22756.7 245008 504990 385769 62421.1 29926 2286.1 3699.2
2013 Scarlet fever  0-4 7251 660.7 789.5 105.7 96.3 115. 360.6 199.1 522.1 526 290 76.1
5-14 25217 2368.5 26749 251.8 236.5 2671 13558 9200 17916 1354 919 1789
Overall(0-14) 3246.7 3080.6 34128 1924 1826 2022 17164 12136 22192 101.7 719 1315
Pharyngitis 0-4 2043200 1861745 2224655 29789.5 271439 324350 28685 10983 46387 4182 160.1 6763
5-14 2633400 2473418 2793382 26293.1 24695.7 278904 163890 109570 218210 16364 10940 21787
Overall(0-14) 4676700 4434935 491846.5 277148 26282.1 291476 192580 133970 251190 11413 7939 14886
2014 Scarlet fever ~ 0-4 1166.2 1043.0 12894 170.0 1521 1880 6780 3964 9597 989 578 1399
5-14 51254 4829.3 54215 5117 482.2 5413 30448 23165 37731 304.0 2313 3767
Overall(0-14) 62915 5974.1 6608.9 3728 354.0 3917 37228 28810 45646 2206 170.7 2705
Pharyngitis 0-4 2774300 2481295 3067305 404488 361768 447207 87984 51114 124854 1282.8 7452 18204
5-14 364980.0 3438927 386067.3 364413 343358 38546.7 573740 43707.7 710403 57285 43640 7093.0
Overall(0-14) 6424100 606815.7 6780043 38070.2 35960.8 401795 661720 51279.1 810649 39215 30389 4804.0
Average: 2012-2014  Scarlet fever 0-4 1088.6 997.8 1179.3 158.7 145.5 171.9 629.2 384.6 873.7 91.7 56.1 1274
5-14 37516 3550.2 39529 3746 3545 3947 23476 17466 29485 2344 1744 2944
Overall(0-14) 4840.1 4620.2 5060.0 286.8 2738 2999 29767 22689  3684.5 1764 1345 2183
Pharyngitis 0-4 2239733 2042509 243695.8 32654.9 297794 355304 64545 34892 94198 941.1 5087 13734
5-14 278956.7 2636123 294301.0 278523 26320.2 293844 388550 289509 48759.1 3879.5 28906 48683
Overall(0-14) 5029333 478104.7 527762.0 29804.6 283332 312760 45309.7 344177 56201.7 2685.1 20396 33306
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Table 5 Estimates of outpatient visits for clinical cases and GAS culture-positive cases, Beijing, 2012—-2014

Year Clinical Age groups  Clinical cases GAS culture—positive cases
manifestations n 95 % Cl Annual incidence rate 95 % Cl n 95 % Cl Annual incidence rate 95 % Cl
2012 Scarlet fever ~ 0-4 9993 9377 1060.8 1457 136.7 154.7 617.1 4059 8283 90.0 59.2 1208
5-14 21537 2061.3 2246.1 2150 205.8 2243 15773 11959 19587 1575 1194 1956
Overall(0-14) 31530 3042.2 32638 186.9 180.3 1934 21944 17050 26838 130.0 101.0 1590
Pharyngitis 0-4 1382600 1297386 1467814 201580 189156 214005 55955 30956 80954 8158 4513 11803
5-14 124500.0 1191583 129841.7 12430.6 118973 129640 255530 192164 31889.6 25513 19187 31840
Overall(0-14) 2627600 2527224 2727976 155715 14976.7 161664 311480 237952 38500.8 18459 14101 22816
2013 Scarlet fever 04 527.1 480.3 5739 76.9 700 83.7 262.2 144.8 3795 382 21 553
5-14 15054 14139 1596.9 150.3 1412 1594 809.4 5492  1069.6 80.8 548 1068
Overall(0-14) 2032.6 19299 21353 120.5 1144 1265 10716 7595 13837 63.5 45.0 82.0
Pharyngitis 0-4 1485400 1353482 1617318 21656.8 197335 235802 20854 7984 33724 304.0 1164 4917
5-14 1572200 147669.1 1667709 15697.6 147440 166512 97843 65414 130272 976.9 653.1 1300.7
Overall(0-14) 3057600 289483.0 322037.0 181198 171552 190844 118700 82762 15463.8 7034 4905 9164
2014 Scarlet fever ~ 0—4 8478 7583 9373 1236 1106 136.7 4929 288.2 697.7 719 420 1017
5-14 3059.8 2883.0 3236.6 305.5 2879 3232 18177 13829 22525 1815 1381 2249
Overall(0-14) 3907.6 37118 41034 2316 220.0 2432 23106 17872 28340 1369 1059 1679
Pharyngitis 0-4 2016900 1803885 2229915 29406.0 263003 325117 63964 37159 90769 9326 5418 13234
5-14 217890.0 2053009 230479.1 217551 20498.2 230121 342520 26093.2 424108 34199 26053 42345
Overall(0-14) 4195900 3951665 444013.5 24865.5 234181 263129 406480 315346 497614 24089 18688 29489
Average: 2012-2014  Scarlet fever 0-4 7914 7254 8574 1154 105.8 125.0 4574 279.6 635.2 66.7 40.8 92.6
5-14 22396 21194 23598 2236 2116 2356 14015 10427 17603 1399 1041 1758
Overall(0-14) 30311 2894.6 31675 179.6 1715 1877 18589 14172 23005 1102 840 1363
Pharyngitis 0-4 1628300 1484918 1771682 237403 216498 258308 46924 25367 68482 684.1 3698 9985
5-14 166536.7 157376.1 1756973 16627.8 157131 175424 231964 17283.7 29109.2 2316.0 17257 29064
Overall(0-14) 3293700 3124573 346282.7 19519.0 18516.7 20521.2 278887 212020 345753 1652.7 12565 20490
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an estimation of 95 per 100 person-years in 1995/1996
[20], was significantly higher than our estimation in
Beijing. There were two reasons which may partially ex-
plain the lower rates of GAS pharyngitis in Beijing. First,
GAS-related diseases are highly transmissible within
populations characterized by crowding, limited access to
hygiene and inadequate medical care [20]. As one of the
most developed regions in China, Beijing has undergone
epidemiological transition from communicable to non-
communicable diseases as the predominant causes of
morbidity and mortality. Scarlet fever is usually used as
a proxy of GAS-related diseases because of its distinctive
clinical features. During the period from 1949 to 2006,
the incidence of scarlet fever has remarkably fallen from
488.3 to 1.86 cases per 100000 persons among all age
population in Beijing [21]. Second, although immunity
to GAS is emm-type specific [22], most of GAS samples
from Beijing GAS surveillances were indentified as
emm-1 and 12 types, from 2011 to 2014 [23]. Therefore,
a large percentage of Beijing population had become im-
mune to GAS infection from 2012 to 2014 because of
the 2011 GAS epidemic in Beijing [7].

GAS causes a broad spectrum of diseases, ranging
from mild superficial infections of the throat or skin to
severe invasive infections and the post-streptococcal
complications of acute rheumatic fever and acute post-
streptococcal glomerulonephritis. In China, scarlet fever
is the only notifiable disease among these GAS diseases
according to the Law, but other GAS related infections
are not notifiable and there are very few active surveil-
lance systems. In our study, we found that the incidence
of GAS pharyngitis was more than 10 times higher than
that of scarlet fever. Accordingly, GAS pharyngitis
caused more outpatient visits than GAS scarlet fever
among children in Beijing. These results indicated that
the disease burden of GAS pharyngitis has been signifi-
cant, and posing great threats to the health of children
in Beijing. Therefore, more epidemiological studies and
surveillance of other GAS related infections should be
developed in Beijing, and other regions in China.

Our result demonstrated that the incidence of GAS
pharyngitis among children aged 5-15 years was heavier
than in preschool children aged 0-4 years due to the
distinct difference of GAS culture-positive rates across
the two agegroups. The result confirmed that disease
burden of GAS is higher from 5-15 years than with
younger children. However, the GAS culture-positive
rates of scarlet fever didn’t vary smililarly. Unlike clinical
cases of pharyngitis, clinical cases of scarlet fever had
more distinctive clinical features and specific case defin-
ition in this study. Thus it was easily for clinicians to
diagnose these cases without laboratory tests. Accord-
ingly, the GAS culture-positive rate of scarlet fever was
much higher than that of pharyngitis in all agegroups,
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and only a small difference was observed between the
two agegroups.

In this study, we observed the significant variation in
yearly incidence, which may be explained by epidemic
period of GAS. As a proxy of GAS-related diseases, epi-
demiological data showed that the epidemic period of
scarlet fever was about 6-8 years in Beijing [21]. The
factors including genetic variation, environmental fac-
tors, and host immune status might have contributed to
the epidemic period [7]. But further studies should be
conducted to analyse these factors.

Our study has several limitations. First, because pha-
ryngitis was not a notifiable disease in Beijing, some re-
cords for pharyngitis outpatient visits might be omitted
by clinicians when they were busy to diagnose and treat
the patients. Therefore, the estimated incidence for GAS
pharyngitis in our study might have been underesti-
mated. Second, there was no survey of health-seeking
behavior among patients of GAS pharyngitis, so we have
to use the age-specific consultation rate of all diseases
from the Fourth National Health Services Survey of
China (NHSS) in 2008. Nevertheless, the consultation
rate of patient-defined Hand, Foot, and Mouse disease
was estimated at 75.1 % among children under 5 years
of age in Beijing, which is almost equal to the rate of all
diseases at 72.7 % from NHSS [11]. The finding may in-
dicate that the consultation rates for parameter estima-
tions were acceptable and reliable. Third, as a model
study, additional data from surveys of health-seeking be-
havior among patients of GAS diseases and reporting
quality of physician practice could help refine the par-
ameter estimates [10]. Although the multiplier model
provided a quicker and more representative results than
population-based surveys, a prospective, cohort study in
China is needed to confirm our estimations since the
model has not been used to estimate GAS burden.

Conclusions

In conclusion, we estimated an average of 29.8 clinical
cases of pharyngitis and 2.7 cases of GAS culture-positive
pharyngitis per 100 person-years among children aged 0—
14 vyears, resulting in a large number of outpatient visits
from 2012 to 2014 in Beijing, China. These estimates sug-
gest that the disease burden of GAS pharyngitis has been
significant, and posing great threats to the health of chil-
dren in China. More epidemiological studies and surveil-
lances should be developed to estimate the burden of GAS
related diseases in Beijing, and other regions in China.
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