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Abstract

Background: Sexual transmission of Hepatitis C virus (HCV) in men who have sex with men (MSM) and its
interaction with HIV status, sexually transmitted infections and sexual behaviour is poorly understood. We assessed
the incidence and predictors of HCV infection in HIV positive MSM.

Methods: The electronic medical record and laboratory results from HIV positive MSM in care at a large urban
public specialist HIV clinic embedded in a sexual health centre in Melbourne Australia were collected. Patients with
two or more HCV antibody tests between January 2008 and March 2016 and with no record of injecting drug use
were included. The HCV exposure intervals were the periods between a negative HCV test and the next HCV test.
We compared HCV exposure intervals temporally associated with and without newly acquired syphilis or anorectal
chlamydia. HCV exposure intervals were also categorised as being before or after HIV virological suppression and by
most recent and nadir CD4 cell count.

Results: Thirty seven new HCV infections were diagnosed in 822 HIV positive MSM with no history of injecting
drug use over 3114 person years (PY) of follow-up. Mean age was 43.1 years (+12.5) and mean CD4 cell count nadir
was 362 cells/ul (+186). The incidence of HCV infection in the study population was 1.19/100PY (0.99-1.38). The
incidence in exposure periods temporally close to new syphilis infection was 4.72/100PY (3.35-6.08) and to new
anorectal chlamydia infection was 1.37/100PY (0.81-1.93). The incidence in men without supressed viral load was 3.
19/100PY (1.89-4.49). In the multivariate Cox regression analysis only younger age (aHR 0.67 (0.48-0.92)), exposure
periods temporally associated to new syphilis infection (@aHR 4.96 (2.46-9.99)) and higher CD4 cell count nadir (aHR
1.26 per 100 cells/uL (1.01-1.58)) were associated with increased risk of HCV infection. During the study period the
incidence of syphilis increased dramatically but the incidence of HCV infection remained the same.

Conclusions: Incidence of HCV infection is associated with syphilis but not anorectal chlamydia which suggests a
biological rather than behavioural risk modification. Rising syphilis incidence may offset declines in HCV
transmission through HCV treatment as prevention.
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Background

Sexual transmission of Hepatitis C virus (HCV), particularly
amongst men who have sex with men (MSM), is now well
established [1]. HIV-positive MSM are at highest risk, with
seroprevalence up to 9% observed in this group [2, 3].

A number of factors have been associated with sexual,
and presumed permucosal, transmission in MSM but it
is difficult to separate out the relative contribution of
each risk factor due to their interrelationship. Specific-
ally, it is not clear how behavioural and biological factors
influence transmission probability. Condomless receptive
anal intercourse, practices that potentially expose the
anorectal mucosa to blood (such as fisting, sex toys and
douching) and a history of syphilis have all been associated
with increased HCV risk amongst MSM [4—8]. Condom-
less receptive anal sex is also associated with an increased
risk of anorectal chlamydia [9, 10]. However, anorectal
chlamydia is not usually associated with genital ulceration
[11, 12]. Syphilis is also associated with condomless recep-
tive anal sex [13]. Unlike anorectal chlamydia, it is also
associated with genital ulceration and is thus a marker of
both behavioural and biological susceptibility. Similarly,
how host factors related to HIV infection, like immuno-
suppression, viremia, antiretroviral therapy (ART), viro-
logical suppression and immune recovery, affect risk of
sexual acquisition of HCV has not been studied.

The objective of this study was examine incidence of
sexually transmitted HCV infection in a population of
HIV positive MSM and to determine whether host bio-
logical factors, recent sexually transmitted infection (STT)
associated with sexual behaviour but not with increased
biological risk of infection (i.e. anorectal chlamydia) or a
recent STI associated with both sexual behaviour and bio-
logical risk (i.e. syphilis) predicted it.

Methods

We undertook a retrospective cohort study using the re-
cords of HIV-positive patients at the Melbourne Sexual
Health Centre (MSHC) in the Australian state of Victoria.
MSHC is a large publicly funded sexual health centre with
an embedded specialist HIV clinic. Approximately 20% of
the estimated 6300 individuals living with HIV in Victoria
are current receiving care at MSHC [14].

MSHC uses a customised electronic medical record
(Clinical Patient Management System, CPMS) which re-
cords detailed demographic, clinical and treatment history
and results from investigations performed on site. CPMS
contains all clinical data on all patients in care. The
Melbourne Diagnostic Unit Public Health Laboratory
(MDU PHL, University of Melbourne) provides onsite la-
boratory services including testing of microbiological
specimens for Neisseria gonorrhoeae (Nucleic acid amp-
lification testing (NAAT) and culture) and Chlamydia
trachomatis (NAAT). The Victorian Infectious Diseases
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Reference Laboratory (VIDRL) is contracted to perform
all off-site laboratory biochemistry testing including
serology, virology and CD4 cell counts.

Data extracted from the electronic record included
age, sex, country of birth, risk factor for HIV acquisi-
tion and results of anorectal chlamydia by NAAT.
Anorectal chlamydia was chosen because it is associ-
ated with condomless receptive anal intercourse, which
has also been associated with HCV infection, but not
usually with a significant breach in the anorectal mu-
cosa, i.e. ulceration, and because highly sensitive NAAT
detection was used throughout the study period [9-12].
Gonorrhoea was not chosen because there was a
change in detection method from culture to NAAT
testing during the study period. Country of birth was
defined as being within or outside Australia and New
Zealand because of the large numbers of patients born
in New Zealand and the similar HIV epidemiology in
that country [15]. Data provided by the external labora-
tory included HIV viral load, CD4 cell count, HCV anti-
body and RNA testing, liver function tests and HBV
serology for all HIV-positive patients at MSHC from
January 1% 2002 to March 31* 2016. MSHC began an-
nual screening for hepatitis C for all HIV positive pa-
tients in 2005.

Patients were included if they were male, in care at the
MSHC HIV clinic, had two or more HCV antibody tests
between January 1st 2008 and 31°" March 2016, their
first HCV antibody test was negative, had sexual contact
with men as their recorded risk factor for HIV acquisi-
tion and had no recorded history of injecting drug use
(IDU). The clinical files of patients who were diagnosed
with HCV infection during the study period were exam-
ined further and patients were excluded if their clinical
file contained any report of injecting drug use, or use of
blood products.

Diagnosis of HCV infection was made with either HCV
antibody testing or, in some cases was initially made
through HCV quantitative or qualitative DNA testing and
followed up with antibody testing. HCV serology was per-
formed using the Murex anti-HCV v4.0 ELISA assay with
supplementary testing by Bio-Rad Monolisa anti-HCV-2
Plus EIA. HCV qualitative polymerase chain reaction
(PCR) testing was performed using Roche Ampliprep/
Cobas Tagman qualitative test version 2.0 and HCV viral
load was performed using bDNA Bayer Version 3.0 in ac-
cordance with the Australian National Hepatitis C testing
policy [16]. Syphilis serology was performed using Rapid
Plasma Reagin (RPR) (Macro-Vue RPR card), Treponema
pallidum Particle Agglutination assay (TPPA) (Serodia
TPPA), a recombinant total antibody enzyme-linked im-
munosorbent assay (EIA) (Trepanostika TP recombinant;
and ELISA immunoassay (EIA) Bio-Merieux). From
January 2016 the Biomerieux EIA was replaced by with a
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LIASON Treponema screen (DiaSorin), an automated
chemiluminescence immunoassay. Chlamydia NAAT test-
ing was performed using the Becton Dickinson ProbeTec
strand displacement amplification assay until March 2015
and then the Aptima Combo 2 (Hologic) transmission-
mediated amplification assay.

Each HCV exposure interval was defined as the interval
between a negative HCV antibody test and the following
HCV antibody test. Each interval ended with either a
negative HCV antibody test (censor) or with a positive
HCYV antibody test or HCV DNA PCR test (event). Only
HCV exposure intervals which began on or after 01
January 2008 were included in the analysis. However, re-
sults from before 01 January 2008 were used to establish
baseline measures for syphilis serology, CD4 cell counts,
HIV viral load, HBV serology and STT testing.

We used HIV viral load as a marker of successful use
of ART with virological suppression. HCV exposure in-
tervals that began on or after the date of first recorded
HIV viral load of less than 200 copies/ml were defined
as occurring after virological suppression. For immune
function, we used the most recent CD4 cell count re-
corded before the end of the HCV exposure interval.
We also included the nadir CD4 count.

We defined incident syphilis as any seroconversion
from non-reactive to reactive syphilis serology or, in the
case of syphilis re-infection, greater than 4 fold increase
in rapid plasma reagin (RPR) since most recent previous
testing. We defined incident anorectal chlamydia as a
positive or reactive Chlamydia trachomatis NAAT result
in a patient whose most recent prior NAAT result was
negative. The incident syphilis or anorectal chlamydia
diagnostic interval was the period from the most recent
negative test to the positive test.

We defined the period of HCV follow up associated
with either syphilis or chlamydia as peri-incident syphilis
or peri-incident anorectal chlamydia. It was not possible
to determine exactly when an individual acquired either
syphilis or chlamydia except that it was within the period
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between a negative and positive tests. Furthermore the
HCV seroconversion window could potentially be up to
180 days after either of these infections. To account for
these two issues we conservatively assumed that it was
possible for HCV infection to have occurred up to
6 months after a positive syphilis or chlamydia test or up
to 6 months before a negative test (Fig. 1). Figure one
illustrates this graphically.

Patients were defined as ever HBV infected if there was
a positive HBV core antibody result recorded before or
during the study period and possible incident HBV if
they had a negative HBV core antibody result followed
by a positive HBV core antibody result during the study
period.

All analyses were conducted using the IBM SPSS
Statistics software package (version 23). Univariate Cox
proportional hazards regression analysis was performed
on HCV testing intervals with the following covariates:
age, country of birth, HCV exposure peri-incident syph-
ilis, HCV exposure peri-incident anorectal chlamydia,
HCV exposure after virological suppression, year of test,
possible incident HBV infection and and ever HBV in-
fected, as defined above. Multivariate Cox proportional
hazards regression analysis was performed by adjusting
for potential confounders. Covaraties with p-value < 0.20
in the univariate analysis were included in the multivari-
ate analysis.

The study was approved by the Alfred Human Ethics
Committee (approval number 189/16).

Results

Eight hundred twenty-two MSM who attended for
specialist care and were tested at least twice for HCV
antibodies between January 1% 2008 and 31% March
2016 were included after excluding 172 women, 34 men
with both IDU and MSM risk, 9 men with IDU risk only
and 316 men with other modes of HIV transmission as
their only recorded risk, and 95 men with no recorded
risk factor. The mean age of these men was 43.1 years,

HCV test 1 HCV test 2

HCV test 3 HCV test 4 HCV test

< <

I

F‘I'
180 days T

T 180 days

Negative syphilis or
chlamydia test

Positive syphilis
or chlamydia test

Fig. 1 Definition of HCV exposure peri-incident syphilis or chlamydia. Four consecutive HCV exposure intervals in the same patient (numbered 1-4): 2,
3: These HCV exposure intervals are included as peri-incident syphilis or anorectal chlamydia: 1, 4: These HCV exposure intervals are not included as
peri-incident syphilis or anorectal chlamydia. Notes: An HCV exposure interval is the period between a negative HCV antibody test and the following
HCV antibody test. An HCV testing exposure period is peri-incident syphilis or peri-anorectal chlamydia if it overlaps with an interval extending from
180 days before to 180 days after the period between a negative syphilis or anorectal chlamydia test and an immediately following positive syphilis or
anorectal chlamydia test
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312 (38%) were born outside Australia or New Zealand
and the mean CD4 cell count nadir was 362 cells/ul.
205 men (24.9%) were diagnosed with incident syphilis
during the study period and 60 (7.3%) on two or more
occasions. See Table 1. These 822 MSM contributed
3114 person years of follow up.

We identified thirty seven cases of incident HCV in-
fection after exclusion of two further cases who reported
injecting drug use at the time of HCV diagnosis. Thirty
four of these were identified through HCV antibody test-
ing, of whom 24 went on to have positive HCV DNA
PCR. Three patients were initially diagnosed with HCV
through a positive HCV DNA test and a negative anti-
body test. Of these 37 cases, 15 had grade three liver
function test elevation at the time of diagnosis (greater
than five times the upper limit of normal), ten had grade
two (two to five times the upper limit of normal), three
had liver function test elevations less than twice the
upper limit or normal and nine had normal liver func-
tion tests.

The overall incidence of HCV infection in the study
population was 1.19/100PY (0.99-1.38). The incidence
in exposure periods temporally close to syphilis infection
(peri-incident syphilis) was 4.72/100PY (3.35-6.08) and
to anorectal chlamydia (peri-incident chlamydia) was

Table 1 Characteristics of 822 HIV-positive MSM patients during
the study period

Total® (N=822)

Age in years, mean (+SD)° 43.1 (£125)
Born outside Australia or New Zealand, n (%) 312 (38.0%)
CD4 nadir cells/uL, mean (+SD) 362 (+ 186)
Years since HIV diagnosis, mean (iSD)b 6.8 (£7.2)
Never supressed viral load, n(%) 28 (3.4%)
Any incident syphilis, n(%)® 205 (24.9%)
2 or more syphilis, n(%)¢ 60 (7.3%)
Any anorectal chlamydia, n(%)’ 165 (20.1%)
2 or more anorectal chlamydia, n(©6) 70 (8.5%)
Number HCV tests, mean(+SD)? 32 (20)
Ever HBV infected, n(%)" 232 (28.2%)
Possible incident HBV, n(%)' 5 (0.6%)
Patient years follow-up, mean (+SD) 3.8 (£1.6)

Notes

2All participants were MSM with no recorded history of injecting drug use
POn the day of the first HCV antibody test

“Place of birth outside Australia or New Zealand

dviral load greater than 200 at every testing episode within the study period
“Incident syphilis defined as change from negative to positive specific syphilis
serology or 4 fold increase in RPR during the study period

fPositive anal chlamydia NAAT test where the most recent previous negative
test was negative during the study period

9Number of HCV antibody tests during the study period excluding the
baseline negative test

PAny positive HBVcore antibody serology at any time during the study period
iPatients with positive HBV core antibody who previously had a negative HBV
core antibody test during the study period

Page 4 of 10

1.37/100PY (0.81-1.93). The incidence in men without
supressed HIV viral load was 3.19/100PY (1.89-4.49).
See Table 2.

The incidence of syphilis rose significantly from 5.3
/100PY in 2009 to 9.9/100PY in 2015(p =0.035) and
anorectal chlamydia rose significantly from 7.2/100PY to
13.3/100PY (p = 0.037) (See Table 3 and Fig. 2).

Five patients seroconverted to HBV core antibody dur-
ing the study period. Of these, one later seroreverted to
negative HBV core antibody status, two others had high
HBV surface antibody titre that did not change before
and after core antibody seroconversion and only one had
a reactive HBV core IgM antibody result. None of these
five patients were infected with HCV during the study
period. 232 patients (28.2%) had had a reactive HBV core
antibody test at some point before or during in the study
period.

On the univariate regression analysis younger age,
higher CD4 cell count, HCV exposure intervals which
occurred before virologically suppression, and peri-inci-
dent syphilis were associated with an increased hazards
ratio for HCV acquisition. On the multivariate analysis,
only higher CD4 cell count nadir (but not most recent
CD4 cell count), younger age and peri-incident syphilis
were associated with increased risk of HCV infection.
Being born outside Australia or New Zealand, the year
of the test, incident anorectal chlamydia and HBV core
antibody status were not associated with increased risk
of HCV infection. (See Table 2).

Discussion

In this study of HIV positive MSM with no recorded
history of injecting drug use, incident HCV infection
was associated with incident syphilis infection but not
with incident anorectal chlamydia in the adjusted analysis.
Hepatitis C incidence was also associated with younger
age and higher CD4 cell count nadir. In the unadjusted
analysis, HIV viral load suppression was associated with a
reduced incidence of HCV . Furthermore, while the inci-
dence of syphilis has risen substantially over this time
period, the incidence of HCV, at least in our cohort, has
not. The stable incidence of HCV with a rising incidence
of syphilis suggests that other factors may be putting
downward pressure on hepatitis C transmission such as
greater use of HIV treatment with more HIV virally sup-
pressed individuals.

Our study was able to examine two key sets of factors
affecting the incidence of HCV infection. Firstly, we were
able to analyse HCV exposure periods that occurred near
the time of infection with syphilis and anorectal chla-
mydia. This potentially separates the biological risk
associated with syphilis from the behavioural risk asso-
ciated with both syphilis and anorectal chlamydia.
Secondly, we were able to examine CD4 cell nadir,
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Table 2 Incidence, crude and adjusted hazards ratio for incidence HCV infection. Cox Regression Analysis

Incident HCV cases  PYs Incidence (cases/100PY)  Unadjusted HR (95%Cl)  p-value  Adjusted HR (95%Cl)  p-value

Total 37 3114 1.19 (0.99-1.38)
Age® 37 3193 0.61 (0.45-0.83) .002 0.67 (0.48-0.92) .014
Country of birth

Australia/New Zealand 26 1927 135 (1.08-1.61) 1 (ref)

Other 9 1053 085 (0.57-1.14) 0.64 (0.30-1.37) 0.250
CD4 count °

Most recent CD4 37 3114 1.11 (1.00-1.23) .054 1.00 (0.85-1.18) 965

Lowest CD4 37 3114 1.20 (0.95-1.52) 21 1.26 (1.01-1.58) .044
Year of HCV Test 37 3114 1.12 (0.94-1.34) 208
HIV viral load suppression ¢

No 6 188 3.19(1.89-4.49) 1 (ref) -

Yes 31 2926 1.06 (0.87-1.25) 0.33 (0.14-0.79) .012 051 (0.20-1.27) 146
Exposure peri-incident syphilis®

No 25 2859 087 (0.70-1.05) 1 (ref) -

Yes 12 254 472 (335-6.08) 5.73 (2.86-11.45) <.001  4.96 (2.46-9.99) <.001
Exposure peri-incident anorectal chlamydiaf

No 31 2676 1.16 (0.95-1.93) 1 (ref)

Yes 6 438 1.37(0.81-1.93) 1.19 (049-2.84) 703
Ever HBV infected?

No 29 2142 1.35(1.10-1.61) 1 (ref) -

Yes 8 972 082(053-1.11) 061 (0.28-1.33) 214
Notes

?Age at beginning of testing interval (HR for increments of 10 years)

PMost recent CD4 cell count before beginning of testing interval (HR for increments of 100cells/uL)

“Lowest ever recorded CD4 cell count (HR for increments of 100cells/uL)

4Most recent viral load before beginning of testing interval less than 200 copies/ml

€Any testing interval overlapping with a period 180 days before the beginning and 180 days after the end of the syphilis testing interval in which incident syphilis

was diagnosed

fAny testing interval overlapping with a period 180 days before the beginning and 180 days after the end of the anorectal chlamydia testing interval in which

incident anorectal chlamydia was diagnosed
9Any testing interval in any patient ever with positive HBV core antibody

virological suppression and CD4 cell nadir as covariates
in a post-HAART era cohort.

Risk factors for HCV acquisition can be studied in ei-
ther a cohort or case control study design. Case control
studies are unable to measure incidence or to determine
temporal relationship between disease and risk factors.
Our study is the second cohort to study the association
between incident syphilis infection and HCV incidence
but the first to study it in a cohort only of HIV positive
MSM with no recorded history of injecting drug use.
Furthermore it is the first cohort to study both incidence
of HCV and incidence of syphilis and anorectal chla-
mydia. Many studies with weaker designs have examined
associations between HCV acquisition, sexual behaviour
and sexually transmitted infections [4, 17-20]. However,
whether the risk is attributable to the sexual behaviour
or the sexually transmitted infection which is associated
with that behaviour remains an open question which we
sought to address in this study. A systematic review of

the risk factors for sexually transmitted HCV in HIV
positive MSM published in 2015 found only four studies
that presented adjusted estimates of risk [19-22]. Of
these four studies, two were case control studies which
showed association between HCV acquisition and sexual
behaviour [19, 20]. The other two were cohort studies
that did not specifically measure syphilis incidence. Both
published from the Swiss HIV cohort study group, they
showed association between HCV incidence, sexual be-
haviour and a past history of syphilis, but were not able
to examine incident syphilis [22]. The Multicentre AIDS
Cohort Study (MACS cohort) examined HCV incidence
in both HIV positive MSM (but not excluding those
with a history of injecting drug use) and in MSM who
have never injected (but not excluding HIV negative
MSM) and found an association between HCV risk and
both high risk behaviour and recent syphilis in the
former and in high risk behaviour but not recent syphilis
in the latter [7]. Our study found that incident syphilis



Page 6 of 10

Medland et al. BMC Infectious Diseases (2017) 17:185

183K pue 2]el 2UBPIDUI UBBMIS] UONRIDOSSE 10} UOIssa1ba Jeaur,
sisoubelp 95ed 3y JO JedL
0002 | Asenuer saye Buiuuibag spouad Buisa) wouy A|Uo Pajended sem 3UspIdU|

S9J0N
(rL€-LS1) T6C (5'1-90) 0 9 6/ (SEL-8Y) (601-89) 6 /8 088 (691-99) 6 OsL=£11) €€l 9 08y SlOC
(c6€-641) 66T (£'1-80) C L 695 (6LL—-€EP) (L~¥9) € 95 G668 (151-55) 66 (8TL-56) L'LL 7 S6€ ¥10C
(86€-C1T) 9¢€ (90-10) ¥ ¢ 9¢s Cli-1v) (c8-€9) € 65 018 (891-59) 86 (I'L1-08) 56 8¢ 66¢ €l0¢C
(€6e-virl) T6C (07-80) ¥ 9 € (CL1-9p) € (€S9 €€ LVL (£81-84) (90L-tL 68 LC S0E cloC
(66€-£91) ST€ (lc-o9 VAN 4% (S0L-8p) (8Y—€¢€) 0 6C 8lL (c5T—€8) (86-v9) 1'8 €C ¥8C 110C
(€2y-981) Tve ©1-90) € ¥ 80¢ (66-6) (€€-070) £ 8l /9 (cze-90l) 691 (Ivl=£9) ¥ LL 8l 8SL 0locC

(r9€-92) 6. (05-60) 6 ¢ 89 (86-t¥) ©Ov-0¢€) 8 ¢ 085 (LvE-L8) (L01-C9) ¥'8 vl /91 600¢C
- 0 S (66—¢€V) £L (€9-€¥) € LC LLS (¢Sz-16) (S6-6%) TL 0l 6&L 800C
(YOI) sAep ‘ueipay o(Lv£'0=d) sieak S358D (4OI) sAep ‘uelpay (€00 =0d) sieak [ENzs) (YOI) sAep ‘ueipapy 4(£€00 = d) sieak $358D
‘leAsa3ul bunsa]  usned oo Jad ‘@duspidy| JOON Ad ‘leAsa3ul Bunsa]  usned oo Jad ‘@duspidy| JOON Ad ‘leAsaiul bunsa]  usned oo Jad ‘@duspidy| JOON Ad oBOA
ADH sljIydAs eIpAuelYD [e103I0uY

SL0Z 01 8007 UORI3JUI ADH pue

1JIydAs "e1pAute|yd |e10210UY JO SOUSPIDU| € d]qel



Medland et al. BMC Infectious Diseases (2017) 17:185

Page 7 of 10

16.0

14.0

12.0

10.0 /

\]/// l

6.0

Incidence rate (cases per 100 patient years)

e===Anorectal Chlamydia

4.0

———

beginning after January 1 2008

A T "
2.0 / l
0.0 T T T T T
2008 2009 2010 2011 2012 2013 2014 2015

Year of diagnosis

Fig. 2 Incidence of HCV infection, Syphilis and Anorectal Chlamydia 2008 to 2015. Notes: Incidence was calculated only from testing intervals

J

was associated with an increased risk of HCV infection
but incident anorectal chlamydia was not. This suggests
that biological factors are responsible for the increased
risk, rather than behavioural. In addition it is biologically
plausible that HCV transmission is facilitated by genital
ulcer disease.

The association between age and the incidence of
HCV is unclear. Both an increase and decrease in the in-
cidence of HCV have been associated with increasing
age in different cohort studies [7, 22]. The case control
studies mentioned in the paragraph above controlled for
age in selecting controls and therefore could not deter-
mine an age effect [19, 20]. One cohort study observed a
lower incidence of HCV with increasing age, although
this was not discussed further [22]. The MACS cohort
showed an association between increasing age and re-
duced incidence of HCV in the full cohort but an associ-
ation between increasing age and increasing incidence of
HCV in HIV positive MSM (which did not exclude
people with a history of injecting drug use) and in
people who did not inject drugs (including HIV negative
MSM) [7]. They noted more condomless receptive anal
intercourse partners in younger MSM and in those
taking antiretroviral therapy [7]. Our study, which only
included HIV positive MSM who did not inject drugs,
observed a reduced incidence of HCV with increasing age.
Our analysis controlled for STIs which were markers of

biological and behavioural risk and for HIV virological
suppression. One possible explanation for these various
findings is that the association between age and the in-
cidence of HCV is different for sexually transmitted
and non-sexually transmitted HCV and that, when adjust-
ing for behaviour and HIV treatment, that increasing age
is in fact associated with a reduced incidence. Another
explanation is that the age effect is different in countries
or regions with different patterns of HCV epidemiology.
In countries with rising HCV incidence or prevalence,
sexual contacts of older MSM might have a higher HCV
prevalence. This effect might be less or reversed in coun-
tries, like Australia, with a stable or falling HCV incidence
or prevalence. However, an explanation for this associ-
ation remains speculative.

On multivariate analysis the only HIV disease marker
associated with a higher incidence of HCV was increased
CD4 nadir, even though both virological suppression and
a higher recent CD4 cell count were associated with an in-
creased incidence of HCV in the univariate analysis. A
Dutch case-case control study matching HCV-HIV co-
infected MSM to HIV mono-infected individuals over the
period 2009 to 2014 found an association between higher
recent CD4 cell count and HCV risk and no association
with CD4 nadir, but did not examine adjusted multivariate
estimates [5]. This case control study, however, could not
account for changes in HIV virological suppression and
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CD4 cell count which occurred over time. The MACS co-
hort observed a reduced HCV risk with higher recent
CD4 cell count, but only in those with a CD4 nadir greater
than 500, but again the population was not restricted to
HIV positive MSM with no history of injecting drug use
[7]. This suggests that degree of past immunosuppression
does reduce HCV risk when adjusted for HIV virological
suppression, degree of subsequent immune recovery and
the biological and behavioural correlates of STIs. This also
raises the possibility that the relationship between sexually
transmitted HCV risk and antiretroviral therapy, recent
CD4 cell count and CD4 cell count nadir might be differ-
ent for early treated patients with high CD4 cell count
nadir than for late treated patients with low CD4 cell
count nadir. Possible mechanisms could include reduced
inflammation or genital ulceration occurring in the previ-
ously severely immunosuppressed or a role for the im-
mune response in sexual transmission of HCV other than
passive transport of HCV across a damaged membrane.

We observed no change in overall HCV incidence over
the study period. Studies in other countries have observed
an increase in incidence of both sexually transmitted
HCV and injecting transmitted HCV [21]. However, the
increase in HCV transmission in the general community
in Australia has not been observed over this period [23].
This suggests there may be an epidemiological link be-
tween HCV incidence in the general community (mostly
driven by injecting drug use) and HCV incidence in HIV
positive MSM with no history of injecting drug use. Over-
lapping of risk populations would be one such plausible
link. A further implication of this would be that successful
reduction of community HCV prevalence and incidence
through HCV treatment as prevention could translate into
reduced sexually transmitted HCV incidence in HIV posi-
tive MSM.

We did, however, observe a dramatic increase in syph-
ilis incidence over the study period. Given the increased
incidence of HCV was associated with incident syphilis,
this could be expected to have an effect at the popula-
tion level. Syphilis incidence increased more than three
times during the study period, although in our study
only 12 of 37 incident HCV cases were temporally asso-
ciated with incident syphilis. Syphilis in our study popu-
lation and in HIV positive MSM population in Australia
is continuing to rise [23]. This can be expected to offset
any reduction in HCV incidence gained through redu-
cing prevalence as a result of treatment as prevention.

Limitations

Our study is subject to certain potential limitations.
First, sexual behaviour per se was not routinely collected
in the course of clinical care at this specialist HIV clinic.
We were therefore unable to adjust for this in our ana-
lysis. For this study, we chose anorectal chlamydia as a
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marker of sexual behaviour but not increased biological
risk and syphilis as a marker of both. The parallel rise in
chlamydia and syphilis incidence suggests that they are
both linked to sexual behaviour.

Secondly, although anorectal chlamydia is not usually
associated with genital ulcerations, some cases are associ-
ated with lymphogranuloma venereum chlamydia sub-
types which can be associated with ulceration. At our
centre, less than 2% of anorectal chlamydia is associated
with LGV serovars [24]. Similarly not all cases of incident
syphilis are necessarily associated with anogenital ulcer-
ation. We did not exclude LGV from cases of anorectal
chlamydia or syphilis without apparent ulceration, which
if anything would be likely to have increased the syphilis
HCV risk association and decrease the anorectal chla-
mydia HCV risk association.

Thirdly, there may have been under-reporting or under-
recording of injecting drug use at the time at which HIV
acquisition risk factors are recorded, or patients may have
commenced or ceased injecting drug use at a later time.
To minimise the bias of misclassification of injecting drug
use we additionally examined the clinical record of pa-
tients diagnosed with HCV infection and excluded two
patients who had not previously reported injecting drug
use but did so at the time of HCV diagnosis. The possibil-
ity of misclassification of the remaining patients remains
although virtually all clinicians ask about this specific risk
factor with every HCV infection.

Fourthly, patients included in this study had a high
CD4 cell count nadir. From 2009 to 2014 the CD4 cell
count threshold for intiation of ART was 500 cells/uL
and from 2014 all patients were recommended to com-
mence ART. Therefore most newly diagnosed patients
had short periods of monitoring without ART. Our
study controlled for delayed or early treatment initiation
by including virological suppression and CD4 cell count
nadir as covariates in the multivariate analysis. Previous
studies performed at an earlier time in the HIV epidemic
may have patients with much more advanced HIV infec-
tion and greater periods of observation prior to virological
suppression. Accordingly these data may not be applicable
to HCV transmission in resource limited settings or in
older cohorts where HIV patients often have lower CD4
counts and may have an immunological susceptibility to
HCV acquisition.

Fifth, very few patients were identified with possible in-
cident HBV infection in our cohort. Our previous work
has shown a low incidence of HBV infection in HIV
negative MSM of 0.2 per 100 person years [25]. Our HIV
positive population has much higher levels of vaccination
than their HIV negative peers due to an active vaccination
program. Furthermore lamivudine, tenofovir and emtraci-
tabine, the most commonly used antiretroviral drugs, are
known to have a powerful protective effect against HBV
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infection [26]. Cox regression analysis was not per-
formed on cases of possible incident HBV infection.
Our study showed a high rate of prior HBV exposure
with 28% of MSM having a recorded positive HBV core
antibody. The Australian HIV Observational Database,
a prospective cohort of people living with HIV which
includes approximately 80% men who have sex with
men reports that 44.1% of tested individuals are HBV
core antibody positive [27].

Finally, our calculation of the at-risk periods around
incident syphilis or chlamydia was greater than the ‘ac-
tual’ period over which these STIs were present. We
did this to take account of the fact that hepatitis C may
have a prolonged period of sero-conversion but by
doing this we acknowledge that actual hazard ratio is
likely to be underestimated because the denominator
period is longer. Thus it is likely that the true hazard
ratio for syphilis is actually higher than we found and
also it is possible that chlamydia has some small in-
creased risk of HCV associated with it. However under-
taking a formal prospective cohort study with frequent
STI measures to limit this would be very expensive
given the relatively low incidence of hepatitis C.

Conclusions

Hepatitis C virus infection in HIV positive MSM is associ-
ated with syphilis but not anorectal chlamydia which sug-
gests a biological rather than behavioural risk modification.
This suggests that the potential breach to the genital or
anorectal mucosa is associated with HCV risk rather than
condomless receptive anal sex per se. Rising syphilis inci-
dence will increase the periods during which the individual
is a increased risk of HCV acquisition. This may offset
declines in HCV transmission through HCV treatment as
prevention.

Abbreviations

aHR: Adjusted hazards ratio; AIDS: Acquired immune deficiency syndrome;
ART: Antiretroviral therapy; CPMS: Clinical patient management system;
DNA: Deoxyribonucleic acid; EIA: Enzyme-linked immunosorbent assay;

HBV: Hepatitis B virus; HCV: Hepatitis C virus; HIV: Human immunodeficiency
virus; IDU: Injecting drug use; LGV: Lymphogranuloma venereum;

MACS: Multicentre AIDS Cohort; MDU PHL: Melbourne Diagnostic Unit Public
Health Laboratory, University of Melbourne; MSHC: Melbourne sexual health
centre; MSM: Men who have sex with men; NAAT: Nucleic acid amplification
test; PCR: Polymerase chain reaction; PY: Person years; RNA: Ribonucleic acid;
RPR: Rapid plasma reagin; SD: Standard deviation; STI: Sexually transmitted
infection; TPPA: Treponema pallidum particle agglutination assay;

VIDRL: Victorian Infectious Diseases Reference Laboratory

Acknowledgements

Afrizal (data manager, MSHC) for CPMS data extraction. Noone else except
the authors were involve in planning, designing, implementing the study or
writing the paper. No writers or language editors have been used.

Funding

No dedicated funding was provided for this study. The Australian National
Health and Medical Research Council supports the work of NAM
(Postgraduate Scholarship GNT1094518), EPFC (Early Career Fellowship

Page 9 of 10

1091226), and TRHR (Early Career Fellowship 1091536). The other authors are
supported in this work through their institutional salaries, only.

Availability of data and materials

The datasets generated and/or analysed during the current study are not
available due to ethics restrictions (this has not been approved by the relevant
ethics committee) but are available from the corresponding author on
reasonable request and pending approval of the relevant ethics committee.

Authors’ contributions

NAM: designed the study, administered the study, collected the data, applied
for and received the ethics approval, analysed the data and drafted the
manuscript, gave final approval for the version to be published and agree to be
accountable for the accuracy and integrity of the work. EPFC: assisted with the
analysis and edited the paper, made substantial contributions to the analysis
and interpretation of the data, revised the manuscript for important intellectual
content, gave final approval for the version to be published and agree to be
accountable for the accuracy and integrity of the work. CSB, THRH and JJS:
made substantial contributions to the analysis and interpretation of the data,
revised the manuscript for important intellectual content, gave final approval
for the version to be published and agree to be accountable for the accuracy
and integrity of the work. CKF: supervisory role and made substantial
contributions to the conception and design of the study, edited and reviewed
the paper, made substantial contributions to the analysis and interpretation of
the data, revised the manuscript for important intellectual content, gave final
approval for the version to be published and agree to be accountable for the
accuracy and integrity of the work.

Competing interests
The authors declare that they have no competing interests.

Consent for publication
No individual patient data is included in this manuscript.

Ethics approval and consent to participate

The study was approved by the Alfred Human Ethics Committee (approval
number 189/16) and included a waiver of individual patient consent because
only aggregate data was reported.

Author details

"Melbourne Sexual Health Centre, Alfred Health, Melbourne Australia and
Central Clinical School, Monash University, Melbourne, Australia. 2Royal
Melbourne Hospital, Melbourne, Australia. *580 Swanston Street, Carlton, VIC
3053, Australia.

Received: 5 January 2017 Accepted: 23 February 2017
Published online: 02 March 2017

References

1. Jin F, Matthews GV, Grulich AE. Sexual transmission of hepatitis C virus
among gay and bisexual men: a systematic review. Sexual health. 2016: doi:
10.1071/SH16141.

2. Chan DP, Sun HY, Wong HT, Lee SS, Hung CC. Sexually acquired hepatitis C
virus infection: a review. Int J Infect Dis. 2016;49:47-58.

Raymond HF, Hughes A, O'Keefe K, Stall RD, McFarland W. Hepatitis C
prevalence among HIV-positive MSM in San Francisco: 2004 and 2008. Sex
Transm Dis. 2011;38(3):219-20.

4. Apers L, Vanden Berghe W, De Wit S, Kabeya K, Callens S, Buyze J, et al. Risk
factors for HCV acquisition among HIV-positive MSM in Belgium. J Acquir
Immune Defic Syndr. 2015;68(5):585-93.

5. Vanhommerig JW, Lambers FA, Schinkel J, Geskus RB, Arends JE, van de
Laar TJ, et al. Risk Factors for Sexual Transmission of Hepatitis C Virus
Among Human Immunodeficiency Virus-Infected Men Who Have Sex With
Men: A Case-Control Study. Open Forum Infect Dis. 2015;2(3):0fv115.

6. Wandeler G, Gsponer T, Bregenzer A, Gunthard HF, Clerc O, Calmy A, et al.
Hepatitis C virus infections in the Swiss HIV Cohort Study: a rapidly evolving
epidemic. Clin Infect Dis. 2012;55(10):1408-16.

7. Witt MD, Seaberg EC, Darilay A, Young S, Badri S, Rinaldo CR, et al. Incident
hepatitis C virus infection in men who have sex with men: a prospective
cohort analysis, 1984-2011. Clin Infect Dis. 2013,57(1):77-84.


http://dx.doi.org/10.1071/SH16141

Medland et al. BMC Infectious Diseases (2017) 17:185

20.

22.

23.

24.

25.

26.

27.

(CDQ). CfDCaP. Sexual transmission of hepatitis C virus among HIV-infected
men who have sex with men—New York City, 2005-2010. MMWR Morb
Mortal WKly Rep. 2011,60:945-50.

Dudareva-Vizule S, Haar K, Sailer A, Wisplinghoff H, Wisplinghoff F, Marcus U.

Prevalence of pharyngeal and rectal Chlamydia trachomatis and Neisseria
gonorrhoeae infections among men who have sex with men in Germany.
Sex Transm Infect. 2014;90(1):46-51.

Benn PD, Rooney G, Carder C, Brown M, Stevenson SR, Copas A, et al. Chlamydia
trachomatis and Neisseria gonorrhoeae infection and the sexual behaviour of
men who have sex with men. Sex Transm Infect. 2007;83(2):106-12.

Templeton DJ, Sharp N, Gryllis S, O'Connor CC, Dubedat SM. Prevalence and
predictors of lymphogranuloma venereum among men who have sex with men
at a Sydney metropolitan sexual health clinic. Sex Health. 2013;10(2):190-1.

de Vrieze NH, de Vries HJ. Lymphogranuloma venereum among men who
have sex with men. An epidemiological and clinical review. Expert Rev Anti-
Infect Ther. 2014;12(6):697-704.

Nash JL, Hocking JS, Read TR, Chen MY, Bradshaw CS, Forcey DS, et al.
Contribution of sexual practices (other than anal sex) to bacterial sexually
transmitted infection transmission in men who have sex with men: a cross-
sectional analysis using electronic health records. Sex Transm Infect.
2014;90(1):55-7.

McMahon JH, Moore R, Eu B, Tee BK, Chen M, El-Hayek C, et al. Clinic
Network Collaboration and Patient Tracing to Maximize Retention in HIV
Care. PLoS One. 2015;10(5):0127726.

AIDS Edidemiology Group. AIDS - New Zealand. Otago, New Zealand:
Department of Preventive and Social Medicine, Dunedin School of Medicine,
University of Otago; 2016.

National HCV Testing Policy Expert Refence Committee. National Hepatitis C
Testing Policy. Commonwealth of Australia. Canberra, Australia. Available at
http://testingportal.ashm.org.au/resources/HCV/2012_HCV_TESTING_
POLICY_v1.1_Final.pdf. Accessed Feb 2017.

Danta M, Brown D, Bhagani S, Pybus OG, Sabin CA, Nelson M, et al. Recent
epidemic of acute hepatitis C virus in HIV-positive men who have sex with
men linked to high-risk sexual behaviours. Aids. 2007,21(8):983-91.

Urbanus AT, Van De Laar TJ, Geskus R, Vanhommerig JW, Van Rooijen MS,
Schinkel J, et al. Trends in hepatitis C virus infections among MSM attending a
sexually transmitted infection clinic; 1995-2010. Aids. 2014;28(5):781-90.

Fierer DS FS, Uriel AJ, Carriero DC, Dietrich DT, Mullen MP, et al. Sexual
transmission of hepatitis C virus among HIV- infected men who have sex
with men - New York City, 2005- 2010. MMWR Morb Mortal Wkly Rep
2011. 2011;60:945-50.

Schmidt AJ, Rockstroh JK, Vogel M, An der Heiden M, Baillot A, Krznaric |,
et al. Trouble with bleeding: risk factors for acute hepatitis C among HIV-
positive gay men from Germany-a case-control study. PLoS One.
2011,6(3):17781.

Hagan H, Jordan AE, Neurer J, Cleland CM. Incidence of sexually transmitted
hepatitis C virus infection in HIV-positive men who have sex with men: a
systematic review and meta-analysis. Aids. 2015;29(17):2335-45.

Rauch A, Rickenbach M, Weber R, Hirschel B, Tarr PE, Bucher HC, et al.
Unsafe sex and increased incidence of hepatitis C virus infection among
HIV-infected men who have sex with men: the Swiss HIV Cohort Study. Clin
Infect Dis. 2005;41(3):395-402.

The Kirby Institute. HIV, viral heptatitis and sexually transmissive infection in
Australia Annual Surveillance Report 2016. Sydney; 2016. Available at http://
kirby.unsw.edu.au/surveillance/2016-annual-surveillance-report-hiv-viral-
hepatitis-stis. Accessed Feb 2017.

Leeyaphan C OJ, Chow EPF, Dimovski K, Kong F, Hocking JS, Howden B,
Bissessor M, Fairley CK, Bradshaw CS, Read THR, Chen M. Treatment
outcomes for rectal lymphogranuloma venereum in men who have sex
with men using doxycycline, azithromycin or both: a review of clinical
cases. Sex Transm Dis. 2016;In press.

Gamagedara N, Weerakoon AP, Zou H, Fehler G, Chen MY, Read TR, et al.
Cross-sectional study of hepatitis B immunity in MSM between 2002 and
2012. Sex Transm Infect. 2014;90(1):41-5.

Shilaih M, Marzel A, Scherrer AU, Braun DL, Kovari H, Rougemont M, et al.
Dually Active HIV/HBV Antiretrovirals as Protection Against Incident Hepatitis B
Infections: Potential for Prophylaxis. J Infect Dis. 2016;214(4):599-606.

Personal Communication The Australian HIV Observational Database
(AHOD). 2016.

Page 10 of 10

Submit your next manuscript to BioMed Central
and we will help you at every step:

* We accept pre-submission inquiries

e Our selector tool helps you to find the most relevant journal

* We provide round the clock customer support

e Convenient online submission

* Thorough peer review

e Inclusion in PubMed and all major indexing services

e Maximum visibility for your research

Submit your manuscript at

www.biomedcentral.com/submit () BiolMed Central



http://testingportal.ashm.org.au/resources/HCV/2012_HCV_TESTING_POLICY_v1.1_Final.pdf
http://testingportal.ashm.org.au/resources/HCV/2012_HCV_TESTING_POLICY_v1.1_Final.pdf
http://kirby.unsw.edu.au/surveillance/2016-annual-surveillance-report-hiv-viral-hepatitis-stis
http://kirby.unsw.edu.au/surveillance/2016-annual-surveillance-report-hiv-viral-hepatitis-stis
http://kirby.unsw.edu.au/surveillance/2016-annual-surveillance-report-hiv-viral-hepatitis-stis

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Results
	Discussion
	Limitations

	Conclusions
	Abbreviations
	Acknowledgements
	Funding
	Availability of data and materials
	Authors’ contributions
	Competing interests
	Consent for publication
	Ethics approval and consent to participate
	Author details
	References

