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Abstract

The aim of this meta-analysis was to provide a comprehensive overview of human immuno-
deficiency virus (HIV)-1 subtypes and to investigate temporal and geographical trends of the
HIV-1 epidemic among men who have sex with men (MSM) in China. Chinese and English
articles published between January 2007 and December 2017 were systematically searched.
Pooled HIV-1 prevalence was calculated, and its stability was analysed using sensitivity ana-
lysis. Subgroups were based on study time period, sampling area and prevalence. Publication
bias was measured using Funnel plot and Egger’s test. A total of 68 independent studies that
included HIV-1 molecular investigations were eligible for meta-analysis. Circulating recom-
binant form (CRF) 01_AE (57.36%, 95% confidence interval (CI) 53.76–60.92) was confirmed
as the most prevalent HIV-1 subtype among MSM in China. Subgroup analysis for time per-
iod found that CRF01_AE steadily increased prior to 2012 but decreased during 2012–2016.
Further whereas CRF07_BC increased over time, B/B′ decreased over time. CRF55_01B has
increased in recent years, with higher pooled estimated rate in Guangdong (12.22%, 95%
CI 10.34–13.17) and Fujian (8.65%, 95% CI 4.98–13.17) provinces. The distribution of
HIV-1 subtypes among MSM in China has changed across different regions and periods.
HIV-1 strains in MSM are becoming more complex. Long-term molecular monitoring in
this population remains necessary for HIV-1 epidemic control and prevention.

Introduction

Human immunodeficiency virus/acquired immunodeficiency syndrome (HIV/AIDS) is still a
serious global health problem. According to the Joint United Nations Programme on HIV/
AIDS (UNAIDS), approximately 36.7 million (30.8–42.9) people globally were living with
HIV-1 in 2016 [1]. The Chinese Center for Disease Control and Prevention (CDC) reported
that there were 758 610 people infected with HIV by the end of 2017, including 134 512 people
newly infected with HIV in that year [2].

Since the first confirmed HIV infection in 1985 [3], the spread of the disease has continued
over 30 years in China, and enormous changes in the transmission mode have also occurred.
Similar to other Asian countries, the epidemic of HIV-1 in China mainly involved intravenous
drug users (IDUs) in the 1980’s [4] and commercial blood donors in the 1990’s [5]. The imple-
mentation of Regulations on the administration of blood products and Anti-Drug Law of the
People’s Republic of China have had a remarkable effect, and the HIV transmission mode
has shifted to sexual contact, especially in the men who have sex with men (MSM) population
[6]. MSM in Asia are 19 times more likely to be living with HIV than the general population
[7]. According to data from the Chinese Ministry of Health and UNAIDS, MSM comprised
2.5% of all cases in 2006 and reached 25.8% in 2014 [8] and 25.5% (N = 34 358) of new
HIV infections were among MSM in 2017 [2]. In some developed areas and large cities,
MSM account for more than 50% of all HIV cases: 54.3% in Zhejiang [9], 74.0% in Hebei
[10], 76.6% in Tianjin [11]; these rates are even higher among young people living with
HIV/AIDS. MSM have become critical to China’s HIV/AIDS prevention efforts.

In China, MSM generally have more than one sexual partner [12] and have lower rates of
condom use [13]. Moreover, HIV is a highly variable virus [14]. Due to this high-risk behav-
iour and viral characteristics, the genetics of HIV-1 have become increasingly complex among
MSM [15, 16]. The initial dominant subtype of HIV-1 in MSM was B/B′, but this has been
substituted by the circulating recombinant form (CRF) 01_AE [17]. Subsequently, subtypes
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of HIV-1 among Chinese MSM have become very complicated,
and more and more CRFs and unique recombinant forms
(URFs) have been detected in this population. Subtype
CRF55_01B was identified at the end of 2012 in China [18],
and subtype CRF59_01B was identified at the beginning of
2013 among MSM in North-eastern China [19]. In addition, a
novel drug-resistant HIV-1 recombinant CRF01_AE/B/C was
identified in 2015 among MSM in Beijing [20], and
CRF01_AE/CRF07_BC was detected in 2014 among MSM in
Jilin province [21].

The epidemic of HIV in MSM is a concern among many
researchers, with changes occurring continuously and in many
different location. Comprehensive research examining MSM in
China has shown that the pooled rate of subtype B/B′ and
CRF01_AE in 2013 was 28.25% and 53.46% [22], which then
declined in 2015 to 17.74% and 51.28% [23], respectively.
Another study showed that from 2009 to 2014, the pooled rate
of subtype B/B′ and CRF01_AE was 9.8% and 45.3%, respectively
[24], which is different from the two previously cited studies. In
some developed areas, the prevalence of different HIV-1 subtypes
has also demonstrated change according to sampling time. From
2006 to 2012 in Shenzhen, the prevalence of HIV-1 subtype B
decreased from 37.5% to 5.7% and that of CRF01_AE decreased
from 50.0% to 32.3%; however, the prevalence of CRF07_BC
increased from 12.5% to 43.2% and that of CRF55_01B increased
from 0% to 16.0% [25]. Between 2012 and 2015 in Jiangsu prov-
ince, the prevalence of HIV-1 subtype CRF01_AE decreased from
56.5% to 49.3%, and that of CRF07_BC increased from 13.0% to
39.4% [26]. In the span of a few years, the prevalence of multiple
HIV-1 subtypes have changed considerably. The characteristics of
the current epidemic among MSM in China are unclear. The pur-
pose of this systematic review and meta-analysis was to evaluate
the available literature in China and summarise the prevalence
of HIV-1 subtypes among MSM, to explore the temporal trends
and geographical patterns of HIV-1 subtypes and to better under-
stand the HIV-1 epidemic among MSM in China.

Methods

Search strategy

In this systematic review and meta-analysis, we searched the fol-
lowing English and Chinese literature databases: PubMed, Web
of Science, China National Knowledge Infrastructure (CNKI),
Wanfang Data, Chinese Scientific Journals Fulltext Database
(CQVIP) and China Biological Medicine (CBM). These literatures
published up to 31 December 2017 with restriction on language in
English and Chinese. Keywords for searching potential articles
included (‘HIV’ or ‘AIDS’ or ‘human immunodeficiency virus’
or ‘acquired immunodeficiency syndrome’) and (‘China’ or
‘Chinese’) and (‘MSM’ or ‘the man who have sex with man’ or
‘gay’ or ‘same sex’) and (‘subtype’ or ‘genotype’ or ‘molecular epi-
demiology’), adjusted for different database. Systematic reviews
with a similar theme were searched to determine if additional
studies or unpublished data were reported. The reference of all
included studies and systematic reviews were screened to identify
additional eligible studies.

Selection criteria

Published studies were enrolled if they met the following criteria:
(1) the theme of studies were HIV-1 molecular epidemiology or

included reports of HIV-1 subtypes; (2) the studies included
MSM in China who were positive for HIV-1; (3) for studies
that did not include MSM only, the transmission routes was clas-
sified clearly and included MSM; (4) subtyping method was clear
and specific, using standard laboratory methods mainly consisting
of specific genome region usually env, gag and/or pol amplifica-
tion with polymerase chain reaction (PCR) and determine sub-
type using PCR products sequencing and phylogenetic tree
analysis; (5) the prevalence of different HIV-1 subtypes among
MSM must be available and (6) sample size of the study was
more than 10.

The following types of reports were excluded: (1) review
papers, meta-analysis, case reports, letters, conference abstracts,
presentation and studies of single specific subtype; (2) duplication
publication: same data source and same study period (worse qual-
ity excluded), overlapping sample collection time (earlier time
excluded) and same data published in both Chinese and
English (Chinese excluded) and (3) studies reporting conflicting
data.

Data extraction

Two reviewers independently extracted information from full
texts of potentially eligible articles, including first author, publica-
tion year, study period, study location, case source, sample size,
laboratory testing method for HIV-1 genotyping, the number of
successfully identified HIV-1 subtypes and the frequency of dif-
ferent HIV-1 subtypes. All disagreements were reconciled by dis-
cussion between two authors until settled. Studies were classified
into four locations according to their connection of geographical
position: East, Northeast, North and Southwest. Based on the
availability of data, studies were further classified into four
3-year time periods of data collection: ⩽2007, 2008–2010, 2011–
2013 and ⩾2014.

Data analysis

Estimates of the pooled proportion of different HIV-1 subtypes
were computed using Freeman–Tukey double arcsine transform-
ation to stabilise the variances [22, 23]. Heterogeneitywasmeasured
using Cochran Q-test P value and I2 statistics. P < 0.1 represented
heterogeneity is statistically significant, I2 ranges from 0% to
100% suggested the levels of heterogeneity from low to high [27,
28]. Both of the fixed-effects and random-effects models were
used to estimate the pooled prevalence and their corresponding
95% confidence intervals (CI). When I2 statistics was more than
50%, the random-effects model will be used. Funnel plot and
Egger test were used to test the potential publication bias. All ana-
lyses were carried out by meta package of R version 3.4.1 (2017,
The R Foundation for Statistical Computing Platform).

Results

Study identification and description

For determining the prevalence of different HIV-1 subtypes
among the population of MSM in China, we found 68 independ-
ent studies that contained relevant data from 1865 records. The
flow diagram in Figure 1 shows the identification process. A
total of 1859 records were searched using different databases
(PubMed = 837, Web of Science = 372; CNKI = 218, Wanfang =
84, CQVIP = 167, CBM = 178), and six records were searched
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using reference list tracing. After excluding 371 duplicates records,
1494 titles and abstracts were scanned and 1348 unrelated articles
were removed. A total of 146 full-text articles were read, and 68
studies containing relevant data were included in the final study.

A total of 9132 successfully genotyped samples were collected
among the 68 independent studies (44 Chinese studies and 24
English studies), involving 17 different provinces or cities
(Liaoning, Jilin, Heilongjiang, Beijing, Tianjin, Hebei, Shaanxi,
Anhui, Henan, Jiangsu, Zhejiang, Fujian, Guangdong, Guangxi,
Yunnan). Studies were published from 2007 to 2017, and the
study period was between 1999 and 2016. The patients sample
size of the selected studies ranged from 11 to 1239 (median =
60.5). Detailed information is shown in Supplementary Table S1.

Generally, nested PCR, reverse transcription-PCR (RT-PCR), or
nested RT-PCRwere used to identify different HIV-1 subtypes, and
env, gag and pol gene fragments were commonly used in amplifica-
tion. HIV-1 subtypes were identified based on different gene frag-
ments. Among them, 10 studies identified subtypes with three
genes, 20 studies identified subtypes with two genes and 38 studies
identified subtypes with only one of the three genes. Considering
the influence of identified gene subtypes (env/gag/pol), included
studies were categorized as follows: ‘A = only one gene’, ‘B = two

genes’ and ‘C = all three genes’. The results showed that except for
CRF01_AE and the URFs, there was no significant difference
among these categories. Details are shown in Table S4. Therefore,
the meta-analysis was executed using subtype data according to
the author of each study, with no distinction made between com-
bined identification or single identification.

Our systematic review revealed that the genetics of HIV among
MSM are complex, including three subtypes (A: including A1; B:
including Europe B and Thailand B; C), 12 CRFs (CRF01_AE,
CRF07_BC, CRF08_BC, CRF_01B, CRF15_01B, CRF33_01B,
CRF52_01B, CRF55_01B, CRF59_01B, CRF65_cpx, CRF67_01B,
CRF68_01B), 4URFs (AE/BC, AE/B, AE/B/C, 01_AE/C) and
some unknown strains. Because some CRFs have a very low fre-
quency, we merged these with CRF_01B (constitute with
CRF15_01B, CRF33_01B, CRF52_01B, CRF55_01B, CRF59_01B,
CRF65_cpx, CRF67_01B and CRF68_01B); however, CRF55_01B
was the predominant strain among these. The main HIV-1 sub-
types among included studies were CRF01_AE (ranged from
24.44% to 90%), CRF07_BC (ranged from 1.92% to 54.55%), sub-
type B and/or B′ (ranged from 1.09% to 84.44%), CRF_01B (ranged
from 0.49% to 50.00%), and also some URFs (ranging from 0.56%
to 20.69%) and other subtypes.

Fig. 1. Flowchart of the study identification and selection process.
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Meta-analysis of HIV-1 subtype prevalence

Pooled estimates for the different subtypes were computed via
meta-analysis methods using R software. The overall proportions
were as follows: 57.36% (95% CI 53.76–60.92) for CRF01_AE,
19.47% (95% CI 16.37–22.75) for CRF07_BC, 17.37% (95% CI
14.13–20.86) for B/B′, 2.67% (95% CI 0.98–4.97) for
CRF08_BC, 4.46% (95% CI 2.40–7.04) for CRF_01B, 1.20%
(95% CI 0.35–2.43) for C and 4.02% (95% CI 2.66–5.61) for
URFs. Heterogeneity was found to be statistically significant in
all subtypes; I2 ranged from 69.1% to 94.2%.

Over time tendency
HIV-1 prevalence and epidemic trends have changed among
Chinese MSM from 2000 to 2016 (Figure 2 and Table S2). For
subtype CRF01_AE, the prevalence rate increased rapidly from
2006 to 2009, and then increased with slower growth from 2009
to 2013; interestingly, the prevalence decreased after 2013.
Subtype CRF07_BC has remained in an increasing trend.
Subtype B decreased rapidly during all of the collected study per-
iods. The prevalence of other subtypes was all at a very low level,

so temporal trends could not be clearly described; for this, long-
term molecular monitoring is necessary.

Prevalence of HIV-1 subtypes in different regions
We found that the epidemic tendency among different regions has
also varied (Fig. 3 and Table S3). Subtype CRF01_AE remains the
predominant subtype among MSM in China with prevalence
more than 50% in all regions of the country, according to our
findings. In addition, CRF07_BC, CRF08_BC and B subtypes
are also present. CRF07_BC has a higher prevalence in the East
region (27.53%) than in the North (16.30%) and South-west
(15.02%) areas, with the lowest prevalence in North-east China
(5.73%). B/B′ is higher in the North (28.15%) than in other
regions (East: 9.95%, North-east: 10.83%, and South-west:
3.05%). The prevalence of CRF08_BC is less than 5% in East
(1.16%), North (4.33%) and South-east (4.64%), but more than
5% in the North-east China (19.35%).

In addition, we pooled the prevalence of subtypes by province,
and the situation also varied. The prevalence of subtype B is high-
est in Henan (37.19%), Beijing (32.52%) and Hebei (32.29%). The
prevalence of subtype CRF01_AE is highest in Guangxi (90.00%)

Fig. 2. Temporal trends in the yearly proportion of different HIV-1 subtypes among MSM in China. The x-axis represents the midpoint of the year in which study
samples were collected and analysed. The diameter of each bubble is proportional to the sample size of each study. The fitted line was plotted using locally
weighted regression.

Fig. 3. Estimated prevalence of different HIV-1 subtypes among MSM across the four regions in China during 2000–2016.
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and Yunnan (71.39%), Liaoning (81.16%) and Heilongjiang
(79.17%) provinces. The prevalence of CRF07_BC is highest in
Shaanxi (42.90%), followed by provinces along the South-east
coast such as Guangdong (32.21%), Fujian (29.91%), Zhejiang
(28.91%) and Shanghai (26.54%). Specifically, similar to
Guangdong (12.22%, 95% CI 10.34–13.17) and Fujian (8.65%,
95% CI 4.98–13.17), we observed that CRF55_01B has increased
in the previous 5 years, especially in South and East China.
Details are shown in Figures 4 and 5.

Publication bias and sensitivity analysis
To detect publication bias in the included studies, we created an
inverted funnel diagram including the different subtypes, and
we observed asymmetry in some subtypes (Fig. S1). The Egger’s
test showed that publication bias may exist. Because of possible
bias, further sensitivity analysis was done to estimate the stability
of this analysis. Results showed that no single study influenced the
overall estimated prevalence rate. After omitting one of the
included studies, the estimated rate changed by less than 0.8%

(Figs. S2 and S3). In addition, there was no difference in the esti-
mated prevalence of different subtypes between Chinese and
English language studies.

Discussion

The prevalence of different HIV-1 subtypes among MSM has
experienced a tremendous change in China. Our research pro-
vided a quantitative summary for these changes. In total, 68 eli-
gible studies published from 2007 to 2017 were included. The
study period covers nearly 20 years from 1999 to 2016, and the
research areas included 17 different provinces and municipalities
in China. When we searched the related articles, we retrieved one
similar systematic review study entitled ‘Prevalence of HIV-1 sub-
types among men who have sex with men in China’ [22]. This
study included 19 eligible articles and the search included articles
published up to 25 December 2013. As one of the key populations
in China, the HIV-1 epidemic among MSM has been in an
increasing period, with published studies reporting increasingly

Fig. 4. The pooled rate (%) of CRF01_AE, CRF07_BC and B/B′ among MSM in different provinces.

Fig. 5. The pooled rate (%) of CRF08_BC, CRF_01B, C, URFs and CRF55_01B among MSM in different provinces.
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higher seroprevalence of HIV-1 in this population. In addition,
the prevalence of HIV-1 subtypes has changed recently.
Compared with above mentioned systematic review our analysis
enrolled nearly four times the eligible articles included in that
study, including all studies in that systematic review as well as
an additional 49 studies published from 2013 to 2017. The pooled
estimate rates for the different HIV-1 subtypes among MSM
exhibited some changes compared with the rates from 4 years
earlier; therefore, up-to-date information and extended monitor-
ing is critical.

There were four HIV-1 subtypes, 12 CRFs and four URFs
detected in the studies included in the present analysis. Another
nationwide review summarised that eight subtypes and 21 CRFs
have been detected in China. Compared with that review, we
found two new CRFs detected among MSM, including
CRF52_01B [29, 30] reported in Shanghai, and CRF33_01B
[25] reported in Shenzhen. These subtypes identified among
MSM in China indicate the complexity of HIV-1 genetics in
this population and indicate connections among MSM from dif-
ferent areas or even other countries.

CRF01_AE is the main epidemic HIV-1 strain among MSM;
we estimated that more than half of MSM are infected with
CRF01_AE (57.36%, 95% CI 53.76–60.92). Initially detected
among commercial sex workers and IDUs between 1994 and
1996 in Yunnan and Guangxi provinces [17], CRF01_AE has
now been widely disseminated throughout China via sexual trans-
mission [31]. As the most dominant HIV-1 strain in the country,
CRF01_AE has largely contributed to the epidemic in China.
Previous meta-analysis have showed that the proportion of
CRF01_AE was 34.4% [31] in HIV-1 positive people and 46.3%
[32] in individuals with heterosexual transmission (HST), which
are both lower than the proportion among MSM. There are
many reasons for the epidemic situation. Previous studies have
confirmed that receptive anal intercourse leads to a higher prob-
ability of HIV-1 virus transmission and sexual-network-level risks
can also be important drivers of HIV-1 viral spread [33].
Phylodynamics of CRF01_AE indicate that there are five main
epidemic clusters in mainland China and two large clusters
with high-level prevalence found among MSM [34]. Meanwhile,
the genetic transmission network of CRF01_AE reveals that
MSM have higher transmission rates than individuals who mostly
had HST [35].

In this study, we found that the total estimated rate of
CRF01_AE among MSM was similar to that in a systematic
review by Zhang et al. [22] (57.36% vs. 53.46%). In addition,
the difference in the pooled rate of CRF01_AE calculated for
the same time and place was not significant between the two stud-
ies: study time was earlier than 2007 (45.16% vs. 42.33%), 2008–
2010 (57.62% vs. 59.47%) and 2011–2013 (58.82% vs. 59.47%),
sampling area in Beijing (48.97% vs. 50.71%) and sampling area
Henan (44.18% vs. 43.85%). One study suggested that the molecu-
lar epidemiology trend of HIV-1 is getting more complex [16]. In
our study, the pooled rate of CRF_01B was ranked fourth, fol-
lowed by CRF01_AE, CRF07_BC and B/B′. These results are
unusual compared with those of previous systematic reviews
[22, 23, 31]. Furthermore, we found a downward trend in the
prevalence of CRF01_AE during the previous 4 years (Fig. 2).
URFs among MSM in China have shown a gradual upward
trend. URFs, which nearly always consisted of a recombination
of CRF01_AE with subtype B or CRF07_BC, were the most com-
mon HIV-1 subtypes identified in the MSM population [34, 36].
Therefore, we speculate that CRF01_AE is still circulating among

MSM in China. Nevertheless, more strains have now recombined
to form URFs. This upward trend in recombinant subtypes of
HIV-1 among MSM in China like URFs should alarm the
Chinese CDC and other relevant departments.

CRF07_BC is one of the other most dominant HIV-1 strains in
China and is believed to have originated in Yunnan province in
the 1980s [17], spreading along drug trafficking routes by IDUs
to Sichuan, Guangxi and Xinjiang provinces [37] in Southwest
and North China. Phylodynamic analysis has identified three
CRF07_BC clusters and two rapid spreading waves of
CRF07_BC infection in China. Two clusters mainly comprised
sequence from IDUs and contributed to the first spreading
waves, in addition, another cluster comprised sequence from
MSM and caused the second spreading waves in about 2000
[38]. Besides, molecular epidemiologic investigation among
young (aged 16–25 years) MSM have identified that a new cluster
entered China in 2004, and the evidence implied that MSM either
had more sex with IDUs or more MSM use drugs around the year
2000 [24]. The result of our study showed CRF07_BC increased
from 2004 to 2010, and then experienced slower growth, which
is consistent with the evidence. A laboratory study found that
in some MSM, CRF07_BC strains may significantly improve in
vitro infectivity [39]. A clinical study found that after 18 months
of treatment, total HIV DNA decreases more markedly in patients
infected with CRF01_AE than with subtype B or CRF07_BC [40].
Therefore, higher prevalence in young MSM, stronger infectivity,
and higher viral load after treatment may have led to this growing
epidemic. CRF08_BC was also initially found in Yunnan and
Guangxi provinces among IDUs, similar to CRF07_BC, but it
has rarely been reported in MSM. Compared with the previous
systematic review, total pooled estimate of CRF08_BC (5.9% vs.
2.7%) was lower in our analysis, but we found no obvious trend
in recent years, which is probably associated with sample size.

The result of our study showed that the prevalence of subtype
B (17.37%, 95% CI 14.13–20.86) declined rapidly in MSM; the
estimated percentage of subtype B was 10.88% lower than the
percentage 4 years earlier (28.25%, 95% CI 18.10–39.66).
Phylogenetic analysis revealed that there were four types of B
strains (named according to the origin, B′ (Thai-B), BJ-B
(Beijing-B), Pan-B (Pandemic-B) and TW-B (Taiwan-B)), circu-
lating in China respectively [41]. B/B′ was originally detected
among IDUs in Yunnan during the 1990s and was then intro-
duced into central China (Henan, Hebei and Anhui provinces).
Outbreaks among former plasma donors in those areas subse-
quently spread nationwide [42]. Our result showed that Henan
(37.19%), Hebei (32.29) and Beijing (32.52%) had a high-level
epidemic of subtype B, which is supported by the above evidence.
Although the prevalence of subtype B was in a declining trend, B/
B′ is still the third most prevalent strain and is responsible for
17.37% of HIV infection among MSM in the whole country.
Besides, new CRFs and URFs always consist of by B/B′ and
other subtypes like CRF_01B [43], CRF_BC [44], CRF67_cpx
[45] and among others, which may still impact the epidemic in
China.

CRF55_01B has been identified among MSM in Shenzhen
[46]. We observed that CRF55_01B has increased in the past 5
years, especially in South and East China, such as in
Guangdong (12.22%, 95% CI 10.34–13.17) and Fujian (8.65%,
95% CI 4.98–13.17). A large-scale molecular epidemiologic survey
had similar results, with the prevalence of CRF55_01B at 12.5% in
Guangdong and 7.4% in Hunan; however, no CRF55_01B has
been found in northern China [47]. Our study showed that
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CRF55_01B has also been detected in Beijing (0.54%, 95% CI
0.00–1.84) and Tianjin City (0.99%, 95% CI 0.00–4.20) in
Northern China. As the economic and cultural centre of China,
this epidemic suggested that CRF55_01B may spread throughout
northern China through large cities.

To summarise the findings above, there are some suggestions
for future preventions efforts targeting HIV-1 epidemics among
MSM. As CRF01_AE are the main subtypes of HIV-1 epidemic
among MSM in China, HIV positive patients who are infected
with CRF01_AE or other URFs subtypes require greater attention
and effective intervention. Some previous studies focusing on HIV
transmission networks have indicated that CRF01_AE subtypes of
HIV-1 always produce larger clustered networks [48], facilitating
HIV-1 transmission among groups of MSM. Further, some stud-
ies have showed that many newly detected HIV virus strains are
more likely to recombine with CRF01_AE subtypes [34, 35], so
timely HIV screening and treatment are urgently needed for
MSM in China. In addition, previous research has shown that
the migrant MSM had higher rates of recreational drug use, mul-
tiple sexual partners, participation in commercial sex and other
characteristics [49–52] these factors put these individuals at
higher risk for HIV acquisition. Thus, there is an urgent need
for HIV-related behavioural interventions for migrant MSM,
especially in large cities. There are more opportunities for work,
convenient transportation and prosperous economies in large
cities of China, which attract great numbers of people who
work and live in these cities, including MSM. Furthermore, differ-
ent subtypes may have differing characteristics. For example,
CRF01_AE is associated with low CD4+T cell count and a higher
proportion of CXCR4 co-receptor in MSM [53]. These different
features may influence treatment and vaccine development, so
drugs and vaccines targeting different subtypes are critically
needed.

Considering the methods of subtype identification according
to different genetic regions among the studies included here, we
also performed a subgroup analysis of the different strategies.
(Table S4) and found that there was no significant difference
among most subtypes (except for CRF01_AE and URFs). The
previously mentioned meta-analysis among MSM found differ-
ences in the pooled estimated rate among different gene regions
(env/gag/pol) [22]. Another study regarding HST undertook in
a similar analysis, and the result also showed a difference between
‘only one group’ and ‘two or more groups’ [32]. A study by Chen’s
et al. reported that subtypes CRF01_AE and CRF15_01B can only
be differentiated by the env region [54]. Deng et al. established a
phylogenetic tree established by using same sample but a different
gene region. The bootstrap value in the env-tree was higher than
that in the pol-tree [55], suggesting that the HIV-1 gene region
can influence subtypes identification; therefore, near full-length
genome sequencing is still needed to confirm additional CRFs
and URFs.

Although this meta-analysis was carried out using a compre-
hensive database search and following strict inclusion and exclu-
sion criteria, there were still some limitations. First, the frequency
or percentage of subtypes was not reported for different study
populations, and it was not possible to disaggregate data of
MSM. Thus, some studies were excluded. Second, half of the stud-
ies identified subtypes by a single HIV-1 genetic region, which
may mistyping of some HIV-1 subtypes, thus influencing the esti-
mated prevalence. Third, there was large heterogeneity among the
included studies, which still existed in subgroup analysis; this
could be associated with the small sample size in some studies,

as well as different sample source and study periods. In addition,
sensitivity analysis showed that our results were stable; however,
publications bias existed, which could be related to the large het-
erogeneity among the different studies.

In conclusion, our meta-analysis offered an exhaustive over-
view of temporal trend and geographic changes in HIV-1 sub-
types among MSM in China. The results showed that
CRF01_AE, CRF07_BC and B were still predominant HIV-1
strains circulating among MSM, with different spatiotemporal
trends. We initially observed CRF01_AE had followed a down-
ward trend in the past 4 years and that CRF55_01B has increased
in Eastern China. Recently, HIV-1 strains have become more
complex, with more unusual CRFs and URFs being detected.
Large cities may be sites from which new recombinant strains ori-
ginate and may become centres of viral spread. For control and
prevention of the HIV-1 epidemic among the important MSM
population long-term molecular monitoring is necessary and
meaningful.

Supplementary material. The supplementary material for this article can
be found at https://doi.org/10.1017/S0950268818003400.

Author ORCIDs. Yueqi Yin, 0000-0003-1164-4074.

Acknowledgements. We thank Zheng Yiming for his picture editing.

Financial support. This study was supported by the Fundamental Research
Funds for the Central Universities (2242016K40025) and the Postgraduate
Research & Practice Innovation Program of Jiangsu Province (KYCX17_0184
and KYZZ15_0059).

Conflict of interest. The authors have declared that no competing interests
exist.

References

1. Fact sheet – Latest statistics on the status of the AIDS epidemic
Available at http://www.unaids.org/en/resources/fact-sheet.

2. NCAIDS, NCSTD, CDC C (2018) Update on the AIDS/STD epidemic in
China in December 2017. Chinese Journal of AIDS & STD, 111.

3. Zeng Y et al. (1986) Detection of antibody to LAV/HTLV-III in sera from
hemophiliacs in China. AIDS Research 2(suppl. 1), 24(173), S147–S149.

4. Lu L et al. (2008) The changing face of HIV in China. Nature 455, 609–611.
5. Wu Z et al. (2007) Evolution of China’s response to HIV/AIDS. Lancet

(London, England) 369, 679–690.
6. Shang H and Zhang L (2015) MSM and HIV-1 infection in China.

National Science Review 2, 388–391.
7. van Griensven F and de Lind van Wijngaarden JW (2010) A review of

the epidemiology of HIV infection and prevention responses among
MSM in Asia. AIDS (London, England) 24(suppl. 3), S30–S40.

8. China NHaFPCotPsRo (2015) 2015 China AIDS Response Progress
Report. Available at https://aidsdatahub.org/china-global-aids-response-
progress-report-2015-national-health-and-family-planning-commission-
2015.

9. Yang J et al. (2017) Molecular epidemiology and transmission of HIV-1
infection in Zhejiang province, 2015. Chinese Journal of Epidemiology 38,
1551–1556.

10. Lu XL et al. (2017) HIV-1 molecular epidemiology among newly diag-
nosed HIV-1 individuals in Hebei, a low HIV prevalence province in
China. PLoS ONE 12, e0171481.

11. Minna Z et al. (2016) Molecular epidemiology and transmission of HIV
in Tianjin，2015. Chinese Journal of Epidemiology 37, 1142–1147.

12. Wu Z et al. (2013) HIV and syphilis prevalence among men who have sex
with men: a cross-sectional survey of 61 cities in China. Clinical Infectious
Diseases: an Official Publication of the Infectious Diseases Society of
America 57, 298–309.

Epidemiology and Infection 7

https://doi.org/10.1017/S0950268818003400 Published online by Cambridge University Press

https://doi.org/10.1017/S0950268818003400
https://doi.org/10.1017/S0950268818003400
https://orcid.org/
http://orcid.org/0000-0003-1164-4074
http://www.unaids.org/en/resources/fact-sheet
http://www.unaids.org/en/resources/fact-sheet
https://aidsdatahub.org/china-global-aids-response-progress-report-2015-national-health-and-family-planning-commission-2015
https://aidsdatahub.org/china-global-aids-response-progress-report-2015-national-health-and-family-planning-commission-2015
https://aidsdatahub.org/china-global-aids-response-progress-report-2015-national-health-and-family-planning-commission-2015
https://doi.org/10.1017/S0950268818003400


13. Tang W et al. (2018) Receiving HIV serostatus disclosure from partners
before sex: results from an online survey of Chinese men who have sex
with men. AIDS and Behavior 22: 3826.

14. ChenY et al. (2010) Limited introductions and genetic variation ofHIV-1 in a
MSMcohort inChina.AidsResearchandHumanRetroviruses26, A144–A144.

15. Ning W and Ping Z (2015) Molecular epidemiology of HIV in China：
1985–2015. Chinese Journal of Epidemiology 36, 541–546.

16. Bing S et al. (2016) Molecular epidemiology is becoming complex under
the dynamic HIV prevalence: the perspective from Harbin, China. Journal
of Medical Virology 88, 807–814.

17. He X et al. (2012) A comprehensive mapping of HIV-1 genotypes in vari-
ous risk groups and regions across China based on a nationwide molecular
epidemiologic survey. PLoS ONE 7, e47289.

18. HanX et al. (2013) Genome sequences of a novel HIV-1 circulating recom-
binant form, CRF55_01B, identified in China. Genome Announcements
2013; 1(1) e00050–12.

19. HanX et al. (2013) Genome sequences of a novel HIV-1 circulating recom-
binant form (CRF59_01B) identified among MSM in China. Genome
Announcements 2013; 1(3) e00315–13.

20. Yan J et al. (2015) CRF01_AE/B/C, a novel drug-resistant HIV-1 recom-
binant in men who have sex with men in Beijing, China. Aids Research
and Human Retroviruses 31, 745–748.

21. Li X et al. (2013) Near full-length genome sequence of a novel HIV type 1
second-generation recombinant form (CRF01_AE/CRF07_BC) identified
among men who have sex with men in Jilin, China. AIDS Research and
Human Retroviruses 29, 1604–1608.

22. Zhang L et al. (2015) Prevalence of HIV-1 subtypes among men who have
sex with men in China: a systematic review. International Journal of STD
& AIDS 26, 291–305.

23. Yuan R et al. (2016) Prevalence of different HIV-1 subtypes in sexual
transmission in China: a systematic review and meta-analysis.
Epidemiology and Infection 144, 2144–2153.

24. Li Z et al. (2015) Trends of HIV subtypes and phylogenetic dynamics
among young men who have sex with men in China, 2009–2014.
Scientific Reports 5, 16708.

25. Zhao J et al. (2016) The dynamics of the HIV epidemic among men who
have sex with men (MSM) from 2005 to 2012 in Shenzhen, China.
Scientific Reports 6, 28703.

26. Yang Y et al. (2018) Phylogenetic and temporal dynamics of human
immunodeficiency virus type 1 CRF01_AE and CRF07_BC among
recently infected antiretroviral therapy-naive men who have sex with
men in Jiangsu province, China, 2012 to 2015: a molecular epidemiology-
based study. Medicine (Baltimore) 97, e9826.

27. Higgins JP and Thompson SG (2002) Quantifying heterogeneity in a
meta-analysis. Statistics in Medicine 21, 1539–1558.

28. Huedo-Medina TB et al. (2006) Assessing heterogeneity in meta-analysis:
Q statistic or I2 index? Psychological Methods 11, 193–206.

29. Wu J et al. (2016) Gene mutations of human immunodeficiency virus
drug resistance from men who have sex with men in Shanghai, 2013.
Chinese Journal of Infectious Diseases 34, 23–26.

30. Yan T et al. (2015) Molecular epidemiology among MSM in Pudong New
Area of Shanghai city. Chinese Journal of AIDS & STD 21, 461–465.

31. Yingying S et al. (2014) Distribution of HIV-1 genotypes in China: a sys-
tematic review. Chinese Journal of Epidemiology 35, 1164–1168.

32. Xiao P et al. (2017) Geographic distribution and temporal trends of
HIV-1 subtypes through heterosexual transmission in China: a systematic
review and meta-analysis. International Journal of Environmental Research
and Public Health 14, 830.

33. Johnson WD et al. (2008) Behavioral interventions to reduce risk for sexual
transmission of HIV amongmenwho have sex withmen.Cochrane Database
of Systematic Reviews, 3. Art. No.: CD001230. DOI: 10.1002/14651858.

34. Wang X et al. (2017) Phylodynamics of major CRF01_AE epidemic clus-
ters circulating in mainland of China. Scientific Reports 7, 6330.

35. Peng X et al. (2015) Heterogeneous evolution of HIV-1 CRF01_AE in
men who have sex with men (MSM) and other populations in China.
PLoS One 10, e0143699.

36. Kong D et al. (2017) Identification of a novel HIV-1 unique recombinant
form between B, CRF01_AE and CRF07_BC in men who have sex with
men in Guangxi, China. AIDS Research and Human Retroviruses 34,
319–323.

37. Tee KK et al. (2008) Temporal and spatial dynamics of human immuno-
deficiency virus type 1 circulating recombinant forms 08_BC and 07_BC
in Asia. Journal of Virology 82, 9206–9215.

38. Zhang M et al. (2017) Phylodynamic analysis revealed that epidemic of
CRF07_BC strain in men who have sex with men drove its second
spreading wave in China. Aids Research and Human Retroviruses 33,
1065–1069.

39. Wu Y et al. (2017) HIV-1 CRF07_BC with a seven amino acid deletion in
the gag p6 region dominates in HIV-1-infected men who have sex with
men in China. Aids Research and Human Retroviruses 33, 977–983.

40. Lu Z et al. (2018) Total HIV DNA decreases more pronouncedly in
patients infected by CRF01_AE than subtype B and CRF07_BC after 18
months of antiretroviral therapy. Microbiology and Immunology.

41. Ye J et al. (2014) Phylogenetic and temporal dynamics of human
immunodeficiency virus type 1B in China: four types of B strains circulate
in China. AIDS Research and Human Retroviruses 30, 920–926.

42. Chuanyi N et al. (2013) Advances in research on distribution and epi-
demiological characteristics of HIV-1 major genotypes in China.
Chinese Journal of Preventive Medicine 47, 1060–1062.

43. Ng OT et al. (2012) Identification of new CRF51_01B in Singapore using
full genome analysis of three HIV type 1 isolates. AIDS Research and
Human Retroviruses 28, 527–530.

44. Wei H et al. (2014) Genome sequence of a novel HIV-1 circulating
recombinant form (CRF57_BC) identified from Yunnan, China. AIDS
Research and Human Retroviruses 30, 384–388.

45. Feng Y et al. (2014) Identification of a novel HIV type 1 circulating recombin-
ant form (CRF65_cpx) composed of CRF01_AE and subtypes B and C in
WesternYunnan,China.AIDSResearchandHumanRetroviruses30, 598–602.

46. Zhao J et al. (2014) Origin and outbreak of HIV-1 CRF55_01B Among
MSM in Shenzhen, China. JAIDS-Journal of Acquired Immune
Deficiency Syndromes 66, E65–E67.

47. Han XX et al. (2015) A large-scale survey of CRF55_01B from
men-who-have-sex-with-men in China: implying the evolutionary history
and public health impact. Scientific Reports 5, 18147.

48. Zhang Z et al. (2017) Transmission network characteristics based on env
and gag sequences from MSM during acute HIV-1 infection in Beijing,
China. Archives of Virology 162, 3329–3338.

49. Chan LG et al. (2016) Differences in clinical and psychiatric outcomes
between prevalent HIV-1 molecular subtypes in a multiethnic Southeast
Asian sample. General Hospital Psychiatry 38, 4–8.

50. Yu YQ et al. (2018) High-risk behaviour and HIV infection risk among
non-local men who have sex with men with less than a single year’s resi-
dence in urban centres: a multicentre cross-sectional study from China.
Sexually Transmitted Infections 94, 51–54.

51. Sullivan PS, Grey JA and Rosser BRS (2013) Emerging technologies for
HIV prevention for MSM: what we have learned, and ways
forward. JAIDS-Journal of Acquired Immune Deficiency Syndromes 63,
S102–S107.

52. Chen XG et al. (2015) A comparison of the number of men who have sex
with men among rural-to-urban migrants with non-migrant rural and
urban residents in Wuhan, China: a GIS/GPS-assisted random sample
survey study. PLoS ONE 10, e0134712.

53. Li XS et al. (2014) Evidence that HIV-1 CRF01_AE Is associated with low
CD4+T cell count and CXCR4 Co-receptor usage in recently infected young
men who have sex with Men (MSM) in Shanghai, China. PLoS ONE 9,
e89462.

54. Chen S et al. (2012) Molecular epidemiology of human immunodefi-
ciency virus type 1 in Guangdong province of southern China. PLoS
ONE 7, e48747.

55. Deng W et al. (2009) Molecular epidemiological tracing of HIV-1 out-
breaks in Hainan island of southern China. AIDS (London, England) 23,
977–985.

8 Yueqi Yin et al.

https://doi.org/10.1017/S0950268818003400 Published online by Cambridge University Press

https://doi.org/10.1017/S0950268818003400

	The prevalence, temporal trends, and geographical distribution of HIV-1 subtypes among men who have sex with men in China: A systematic review and meta-analysis
	Introduction
	Methods
	Search strategy
	Selection criteria
	Data extraction
	Data analysis

	Results
	Study identification and description
	Meta-analysis of HIV-1 subtype prevalence
	Over time tendency
	Prevalence of HIV-1 subtypes in different regions
	Publication bias and sensitivity analysis


	Discussion
	Acknowledgements
	References


