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Who drops out and when? Predictors of non-response and loss to
follow-up in a longitudinal cohort study among STI clinic visitors
Van Wees et al June, 2019
Background:
•

Response rates in health research are declining

•

Low response rates and loss to follow up impact study integrity due to non-responder bias

•

Few studies explore behavioural characteristics of non-respondents or drop outs, rather focus
on demographics

•

Behaviour or high risk behaviours is a prominent feature of sexual health research

Study Aim: Identify demographic, and sexual health related behavioural and psychological
predicators of non-response during recruitment AND participant loss to follow up in a
longitudinal sexual health study

Who drops out and when?
Methods:
•

iMPaCT study conducted between November 2016 to July 2017

•

Heterosexual males and females and bisexual females aged 18-24 years old attending public
sexual health clinics in 5 regions of The Netherlands were targeted

•

Participants were defined as consenting individuals who started a questionnaire on
behavioural and psychological determinants

•

Following a baseline questionnaire, email invitations were sent at 3 other times points (3/52,
6/12, and one year)

•

Participants were offered chlamydia testing at enrolment and via a self testing kit at 6/12

•

Non-respondents or all other STI visitors during the recruitment period were identified via the
National STI surveillance database

•

Univariable and multivariable logistic regression analysis was performed using the STI
database and baseline questionnaire data

Who drops out and when?
Predicators of loss to follow up
Predicators of baseline non-response
•

13,658 eligible for participation

•

12.5% (n1,705) agreed to participate with 88% (n933)
completing the baseline questionnaire

•

•

•

Predicators varied across the 5 regions

•

At all clinics low to medium ‘health goals’ at baseline were
associated with loss to follow up at 6/12 and/or one year

•

At Amsterdam clinics: >5 partners in the past 6 months
(6/12 follow up) (aOR 1.73 95% CI:1.14-2.64) and
perception of CT risk (6/12 and one year follow up) (aOR
1.51 and aOR 1.70)

•

Male gender (aOR 1.73, 95%CI: 1.47-2.05)

•

low/medium education level

•

<20 years old

•

Non-Dutch (aOR 1.27, 95%CI: 1.08-1.49)

•

Non-respondents were more likely to report STI
symptoms (aOR1.35 95%CI:1.14-1.62) or be a
contact of an STI (aOR 1.23 95%CI:1.01-1.51)

At non Amsterdam Clinics: Impulsiveness (6/12) (aOR
2.97 95% CI: 1.52-5.99) and intentions of condom use
and STI testing (one year) (aOR 2.16 95% 1.08-4.44)

•

Chlamydia positivity rate higher in non respondents
(17%)

Chlamydia positivity at baseline was not a predictor of
loss to follow up

•

Male gender, < 20yo, low to medium education
associated with LTF at all time points

Who drops out and when?
Conclusions:
•

Chlamydia positivity rate was higher among non-respondents than among participants, but
chlamydia positivity itself at baseline was not a predicator for loss to follow up

•

Recruitment strategies need to consider demographical, behavioural and psychological
characteristics to increase study response rates and retention

•

Further research investigating the impact of specific recruitment strategies on
underrepresented demographic, behavioural and psychological factors need to be
undertaken

Tobacco Smoke Exposure as a risk factor for human papillomavirus
infections in women 18-26 years old in the United States
Kum-nji, Meloy & Keyser-Marcus, October 2019
Background:
•

HPV infection is likely the most common STI in the United States

•

Annually 14 million new cases of HPV are diagnosed in USA

•

Tobacco smoke is associated with many infectious illnesses, yet more research
on the association between active smoking and environmental smoke exposure
as risk factors for HPV infection is required

•

Nicotine and other toxins have been identified in the cervical mucosa of women
exposed to tobacco

•

Exposure to tobacco smoke in relation to HPV infection has only ever been
measured with self reported data versus a clinical biomarker

•

Following the hypothesis that tobacco smoke exposure is associated with
increased HPV infection the study aimed to determine the strength of the
association between tobacco exposure and HPV infection among a USA
representative sample of women aged 18-26 years old

Tobacco smoke exposure and HPV infections in young women
Methods:
•

A nationwide representative sample from the NHANES database of the health
and nutritional status of adults and children was accessed

•

The NHANES database is an ongoing collection of patient interviews, physical
exam findings and laboratory results.

•

Stratified cluster complex sampling techniques are used to ensure equal
representation of the population

•

Data between 2007 – 2012 featuring 1,414 women between the ages of 18
and 26 years old was extracted from the database

•

Data included socio-demographic data, serum cotinine (tobacco metabolite)
levels and HPV PCR results

Tobacco smoke exposure and HPV infections in young women
•

Serum cotinine levels collected at mobile examination centres were used to
measure tobacco smoke exposure

•

Tobacco exposure was defined as:
• No exposure (<0.05ng/ml)
• Passive exposure (0.05-10ng/ml)
• Active smoker (>10ng/mls)

•

To determine the effect of increasing cotinine levels on HPV infection, the
levels were then categorised in 4 quartiles

•

The outcome variable was HPV infection measured via Vaginal PCR results
(37 HPV types were able to be determined)

Tobacco smoke exposure and HPV infections in young women
•

Statistical analysis included identifying 4 known variables associated with
HPV infection as confounders
•
•
•
•

age
race/ethnicity
life-time no of partners
age of sexual initiation

•

Descriptive statistics and multiple logistical regression was used to
determine the association between the exposure (tobacco) to the
outcome variable (HPV infection) after controlling for confounders

•

The impact of each cotinine quartile was examined in order to determine if
there was any dose response relationship

Tobacco smoke exposure and HPV infections in young women
Results:
•

54.6% of women were infected with HPV (n=1234)

•

37.2% of women were infected with a oncogenic HPV type

•

60.6% of women were exposed to tobacco smoke (passive or active)

•

60.6% of the exposure group were infected with HPV versus 39.3% of the unexposed

•

74.1% of active smokers were infected with HPV

•

After weighted analysis history of sexual intercourse, any tobacco exposure and age
over 20 was associated with HPV infection

Tobacco smoke exposure and HPV infections in young women
•

The single greatest predictor of HPV infection was having at least 2 life
time partners, aOR 9.08 (95% CI:4.05-20.37)

•

Women in the exposed to passive tobacco were more then twice as likely
to be HPV infected (aOR 2.45 95% CI: 1.34-4.48).

•

Women actively smoking were more than 3.5 more likely to be infected
with HPV (aOR 3.56 95% CI:1.23-10.30)

•

Linear trends indicate a dose response relationship

•

HPV infection risk increased steadily with each quartile of cotinine level
from no exposure compared to the highest risk group (aOR 4.16 95%
CI:1.36-12.67)

•

Non white women were more likely to infective with any type of HPV

Tobacco smoke exposure and HPV infections in young women

Fig 1. Prevalence of HPV infections by tobacco smoke exposure status and by race

Tobacco smoke exposure and HPV infections in young women
Conclusion:
•

This is the first study to demonstrate a strong association between tobacco smoke exposure
and HPV infection in young women using a chemical biomarker

•

Passive smoke exposure was associated with HPV infection when compared to unexposed
women

•

After sorting cotinine levels, controlling for confounders and univariate analysis a very strong
dose-response relationship exists between tobacco smoke and HPV infection

•

The causal relationship between tobacco smoke and HPV infection is not yet clear and this
study can not determine causality

•

Along side HPV vaccination, avoidance of tobacco smoke exposure
must be promoted

•

This study did not capture younger adolescent girls aged 13-17 year old

Penile implants and other high risk practices in French Guiana’s
Correctional Facility: A cause for concern
Parriault et al, June 2019
Background:
•

French Guiana, South America has one of the highest
rates of incarceration in Latin America

•

Prisoner HIV and Hepatitis B prevalence reported as
3.9% and 4.1% respectively

•

Correctional facility populations are at an increased risk
of STI’s and BBV

•

Infection transmission amongst prisoners in French
Guiana is commonly associated to sexual exposure and
unsanitary ‘bloody practices’

Penile implants and other high risk practices
•

Body modifications such as tattoos, piercings and penile implants “Bouglous” are common in
French Guiana and other cultures globally, such as Western Europe or amongJapanese
Yakuza

Study

Fig 3. Short-term complication (infectious paraphimosis), following a penile implant insertion, in French Guiana’s correctional facility.

Penile implants and other high risk practices
Study Aim: Examine and estimate the prevalence and characteristics of bloody practices
performed in French Guiana’s prisons including:
• Behavioural motivations
• Procedural actions
• Complications and impact on safe sex practices

Penile implants and other high risk practices
Methods:
•

Conducted between March and July 2015

•

Men aged over 18 years old and sentenced to >2 years in prison who were present
on the 4/3/2015 (n=638) were surveyed face to face

•

A structured questionnaire of 140 questions adapted from the knowledge, attitudes,
beliefs and practices (KACP) design was used

•

221 randomly selected inmates were surveyed with a 90.2% participation rate after
ineligibility, refusal or exclusion due to transfer, release or escape!

•

Descriptive analysis was performed followed by bivariate and multivariate modified
poisson regression

•

Prevalence ratios were used to determine factor associations

•

Questions featured socio-demographic characteristics, correctional life, sexual
history, alcohol and drug use and HIV/AIDS/STI knowledge questions

Penile implants and other high risk practices
Results:
•

The 221 surveyed males representing 34.6% of the total prison
population

•

Most responders were in their first incarceration (52%), aged 2534 (38%) and reported being in a relationship (58.7%)

•

Most men reported being heterosexual (95.4%)

•

67% (n=149) reported one or more penile implants and more
then half (85%, n=127) had it inserted in prison

•

53% had 5 or more and 21.6% had 9 or more

•

Most implants were inserted by someone else (76%)

•

Swelling and bleeding most common outcomes (18%)

•

The most popular method of implant insertion was via the
sharpened lid of a tin can purchased from the prison canteen
(87%)

Penile implants and other high risk practices
•

Most common reason for insertion of the implant was to
enhance the sexual pleasure of their partners (54%), just
to try (15%), and aesthetic appeal (9%)

•

Safe sex was negatively affected by penile implants with
52% reporting condom failure or application difficulties with
36% attempting to mitigate this with double condoms use

•

Insertion of penile implants was associated with addictive
behaviours such as daily cannabis use and alcohol
dependence

•

Addictive behaviours, early age of first intercourse, and
number of incarcerations was positively associated with
penile implant insertion during incarceration

•

Previous hx of psychiatric admission or knowledge of
HIV/STIs were protective factors against the practice

Penile implants and other high risk practices
Conclusion:
•

This reported penile implant prevalence of 68% (n=149) is the
highest reported to date

•

Compared with Australia with reported prevalence of 5.8% of
total survey men in custody between 2006-2008

•

In this population penile implants were more common than
tattoos and body piercing

•

Penile implants are a cause of concern regarding risk of BBV
due to lack of infection control and interference with safe sex
practices

•

Arguably the double risk highlights the need for preventative
avenues targeting health education and harm minimisation
despite the impact of inmate personality, lifestyle and social
pressure

“That’s not what was originally agreed to”: Perceptions,
outcomes, and legal contextualisation of non- consensual
condom removal in a Canadian sample Czechowski et al, July 2019
Background:
•

Non-consensual condom removal or NCCR is a form of condom use resistance (CUR) or
birth control sabotage

•

Described as when someone resists condom use in a sexual interaction with a partner that
wishes to use a condom, CUR can be coercive or non–coercive

•

Empirical data of the phenomenon, also sometimes called “stealthing”, is lacking despite
recently more visible in popular culture and media

•

Risk factors for NCCR for women include sex work or mental illness for MSM

•

A recent Australian study found that one third of women and one fifth of MSM
experienced NCCR

•

NCCR exists in the grey area of law between risk based perception and
sexual act consent

•

Study Aim: To examine perceptions of and experiences with NCCR in a
sample of Canadian undergraduate students and to explore the legal context

Perceptions, outcomes, legal contextualisation of non
consensual condom removal
Methods
•

NCCR was defined as removal of a condom before or during intercourse without one’s
partner’s consent

•

University students recruited from a research recruitment database that enrols psychology
students for voluntary research participation in exchange for subject credit

•

Qualitative online survey of open and closed questions marketed to students as ‘perspectives
on sexual behaviours, dating habits and dating scripts’

•

592/671 participants were included in analysis after excluding non attempts or inadequate
attempts

•

Survey responses underwent two cycles of coding followed by researchers
mutually agreeing upon inductive coding structuring

Perceptions, outcomes, legal contextualisation of non
consensual condom removal

Table 1. Sample demographic characteristics.

Perceptions, outcomes, legal contextualisation of non
consensual condom removal
Results:
•

62 (18.7%, 95% CI: 14.4-22.7) of the 334 (56.4%) participants who reported protected penetrative
intercourse with a male partner reported NCCR against them
• 26 reported removal of a condom before or during intercourse without consent
• 4 reported removal of a condom without knowledge
• 36 reported NCCR both without consent or knowledge

•

58/62 who experienced NCCR identified as cis women, 2 as cis men and 2 as transgender or non binary

•

29/62 (46%) reported past history of sexual abuse

•

Only 3.4% (58n) reported not being ‘bothered about it’ with 67.2% reporting
‘they were bothered a lot’ by NCCR

•

7 students who experienced NCCR reported pregnancy or an STI
outcome, one student reported both

as an

Perceptions, outcomes, legal contextualisation of non consensual
condom removal
•

When asked why or why not NCCR was wrong lack of consent or mutual agreement was the
most common answer (57.6%) followed by a risk perception reason

•

85.4% believed in consequences for the perpetrators of NCCR

•

50.6% answered the question with just a yes while many answered with ‘if’ and ‘but,

•

‘only if the partner wasn’t to pursue it’, or ‘if there are bad outcomes’

•

Male and female participants had similar beliefs regarding NCCR being ‘wrong’

•

More women (5.5% vs 0.4%) regarded NCCR as a form of sexual violence

•

But more respondents (13.9%) linked NCCR to sexual violence in regards to
why there should be consequences

Table 3. Code proportions for perceptions of NCCR.

Perceptions, outcomes, legal contextualisation of non
consensual condom removal
Conclusion:
•

Participants clearly expressed a distinction between consent to sex with a condom and sex
without

•

Results support the notion of NCCR as an act occurring without consent rather then an act
that occurs without knowledge

•

Future research should therefore describe NCCR as condom removal without consent rather
then condom removal without knowledge

•

Those who have experienced NCCR without their knowledge may not view the event as nonconsensual

•

Varied reasons as to why NCCR is wrong reflected the ambiguity of
NCCR legality

•

Legislation will need to address both viewpoints whilst balancing
the burden of proof

Diversity of endocervical microbiota associated with genital Chlamydia
Trachomatis infection and infertility among women visiting obstetrics and
gynaecology clinics in Malaysia
Cheong et al, November 2019
Background:
•

Chlamydia infections of the female genital tract is associated with a variety of pathological sequelae
including pelvic inflammatory disease, infertility or ectopic pregnancy

•

Chlamydia infection is highly curable however burden of disease is perpetuated by high rates of
reinfection

•

Prevalence of Chlamydia infection amongst Malaysian women with fertility and gynaecological
disorders reported to be between 22.7%-51.1%, indicating an overall high burden of infection in the
Malaysian population

•

A normal cervicovaginal microbiota dominated by Lactobacillus species is associated with a lactic
acid protective barrier against the invasion of pathogenic microorganisms such as STIs

•

Cross-sectional microbiota studies have also suggested a possible relationship between anaerobic
microbiome composition and the risk of Chlamydial infection dictating clinical outcomes of female
reproductive tract disorders

•

Study Aim: Explore the compositional difference in the endocervical microbiome of fertile and
infertile women with or without C. trachomatis-infection

Diversity of endocervical microbiota associated with
genital Chlamydia trachomatis infection and infertility
Methods:
•

A cohort of 180 women (20-44yo) attending a gynecology outpatient referral clinic between
2010 and 2014 submitted endocervical swabs for rRNA metagenomic analysis for
microbiome profiling

•

70 samples collected by health care workers from the cohort of women were randomly
selected after excluding samples with low DNA concentration
• 40 CT positive
• 30 CT negative
• 36 fertile and 34 infertile women

•

Women who were pregnant, recently on antibiotic therapy and/or dx genital TB were
excluded

•

Permutational Multivariate Analysis of Variance (PERMANOVA) used for data analysis

Diversity of endocervical microbiota associated with
genital Chlamydia trachomatis infection and infertility
Results:
•

Uniquely inclusive of Malay (74.3%), Chinese and Indian (11.4%)

•

Mean age of 31

•

Most women were married (n50), divorced (3n) or choose not to disclose (n17)

•

CT positivity was not associated with any demographical information such as age, marital status or
ethnicity

•

88% of the CT positive women were infertile

•

Strong association between CT positivity and infertility, (OR:19.50 (95% CI:5.459–69.66, P <
0.0001)

•

Women identified as primary or secondary infertile the association between CT positivity was
significant (OR:103.50, 95% CI: 5.722–1871, P < 0.0001 )

Diversity of endocervical microbiota associated with
genital Chlamydia trachomatis infection and infertility
•

Multivariate analysis indicated a significant difference in the taxonomic compositions
between women in relation to CT positivity (P(perm) = 0.039)

•

CT positivity was not directly associated with increased endo-cervical bacterial diversity

•

CT positive women had increased presence of anaerobic bacteria of which are known to
be implicated in bacterial vaginosis
• Streptococcus agalactiae, Pseudomonas sp., Veillonellaceae bacterium,
Megasphaera sp., Veillonella sp., Prevotella colorans, Veillonella sp., & Delftia sp.

•

Microbiota diversity was not found to be statistically significant between infertile or fertile
women of different infectious status

Fig 1. Taxonomical classification and diversity of cervical
microbiome associated with C. trachomatis infection in
females

Fig 2. Significantly abundant taxa within the cervical groups of subjects with (+) and
without (-) chlamydial infection.

Diversity of endocervical microbiota associated with
genital Chlamydia trachomatis infection and infertility
Conclusion:
•

Contributed to the body of knowledge on the endocervical microbiome of Asian women not
previously studied

•

Demonstrated concern regarding the prevalence of CT positivity among married Malaysian women

•

The high prevalence of CT infection detected among women suffering from primary or secondary
infertility warrants greater screening and treatment for Malaysian women

•

A larger cohort of women is needed to determine the full landscape of the microbiome of Malaysian
women and generate the statistical power required to examine differences between fertility status

•

Clinical considerations: No insight into symptoms experienced CT positive women given the
suggested association between anaerobic bacteria and CT

•

Overall more research is needed on the implications of such anaerobic bacteria on reproductive
health outcomes

ART is key to clearing oncogenic HPV genotypes (HR-HPV)
in anal mucosa of HIV-positive MSM
Hidalgo- Tenorio et al, October 2019
Background:
•

Well established links between chronic infection with high-risk human papilloma virus (HR-HPV)
and anal squamous cell carcinoma (ASCC) exist

•

Anal cancer is one of the most frequent non-AIDS-defining neoplasia in people living with HIV

•

Interactions between HPV and HIV have demonstrated suggested higher acquisition and reduced
clearance of HPV infection vs the general population

•

Study Aim: Determine HR-HPV clearance and acquisition rates and related factors and their
relationship with the incidence of high grade squamous intraepithelial lesion (HSIL) and ASCC in
anal mucosa of a prospective cohort of HIV+ MSM

ART is key to clearing oncogenic HPV genotypes (HR-HPV) in anal
mucosa of HIV-positive MSM
Methods:
•

405 HIV- positive men aged >18 yo with no hx of ASCC invited to participate in screening,
diagnosis, treatment and follow up at the single hospital study site between 2010-2018 in
Spain

•

Clinical and epidemiological data was collected at baseline and annually, including sexual
behavior, CD4 and CD8 levels, and HIV viral load

•

HPV detection, genotyping and cytology done at baseline followed by high resolution
anoscopy (HRA) with histology collection 4-12 weeks later

•

Subsequent follow up visits with HRA, cytology, HPV PCR collection depended on a results
triage system

•

Descriptive analysis followed with bivariate analysis of factors that potentially associated with
HR-HPV clearance and prevalence

•

Only significant findings following bivariate analysis underwent multivariate logistic regression
analysis (P=0.05)

Table 1. Characteristics of HIV+MSM patients

ART is key to clearing oncogenic HPV genotypes (HRHPV) in anal mucosa of HIV-positive MSM
Results:
•

76.9% (HPV 16 27.7%) HR- HPV infected, 58.1% both HR and LR HPV

•

34.9% (n105) cleared HR HPV infection by 49 months (IQR:12-60)

•

42.9% (n129) acquired new HPV infection within 36 months (IQR:12-60)

•

HR-HPV infection was strongly associated with:

•

•

Nadir CD4 <200, OR: 2.363 (95% CI:1.062-5.256)

•

Dual HR and LR HPV infection, OR: 1.842, (95% CI:1.015-3.344)

HR-HPV clearance associated with
•

•

ART duration of >5 years, OR:1.016 (95%CI:1.003-1.013)

Risk factor for persistent HR HPV infection was number of sexual partners in the prior 12
months, OR 0.954 (95% CI:0.911- 0.998)

ART is key to clearing oncogenic HPV genotypes (HRHPV) in anal mucosa of HIV-positive MSM
•

88 cases of HSIL and 3 cases of ASCC
diagnosed via anoscopy

•

HSIL prevalence 21.7%

•

Neither HPV clearance or acquisition rates was
associated with the prevalence or incidence of
HSIL

•

A significant reduction in the HSIL+ rate among
participants from the start of the program in
2010 was observed followed by a plateau

Fig 1. HSIL + rate during the following of HIV+HSH cohort

ART is key to clearing oncogenic HPV genotypes (HRHPV) in anal mucosa of HIV-positive MSM
•

This study as with other prospective anal cancer screening studies recruited a large cohort
and demonstrated good adherence and retention of at risk participants despite the invasive
procedures
•
•
•

•

Median duration of follow up 36.45 (IQR: 12- 69) months
87.2% had at least 2 HRAs
74.3% (n301) had at least 2 valid HPV genotype assessments

Effective treatment options following HSIL diagnosis
•

16 week 5% Imiquimod course

•

Electric scalpel mucosectomy

•

No progression to ASCC after treatment

•

Quad HPV vaccine given to 66 patients with no HPV 16/18 infection

•

One Quarter of HSIL positive men had normal cytology, supporting the use of PCR in future
screening implementation

ART is key to clearing oncogenic HPV genotypes (HRHPV) in anal mucosa of HIV-positive MSM
Clinical Considerations:
•

Young cohort of MSM living with HIV who have excellent immunogenicity

•

Can such a model of care be effective or the study findings be applicable to other hard to
reach MSM living with HIV who are at risk?

ART is key to clearing oncogenic HPV genotypes (HR-HPV) in
anal mucosa of HIV-positive MSM
Conclusion:
•

Clearance of oncogenic genotypes in the anal mucosa of HIV+ MSM appears to be positively
associated with the duration of ART

•

Screening programs for HIV+ MSM should include a PCR study of those with normal cytology
results to definitively rule out HSIL+

•

Clearance rate of HR - HPV did not affect the incidence of HSIL or ASCC

Thank you

ISSTDR 2019 - Vancouver
Vincent Cornelisse
Kirketon Road Centre

Screening for asymptomatic neurosyphilis in HIV patients after
treatment of early syphilis: an observational study
Objective To determine the prevalence of asymptomatic neurosyphilis (ANS) in HIV-positive individuals after
treatment of early syphilis with single-dose benzathine penicillin G (BPG) or oral antibiotic alternatives.
Methods Patients at high risk of neurosyphilis (defined by serum rapid plasma reagin (RPR) titre ≥1:32 and/or
peripheral blood CD4 lymphocyte count ≤350/μL) underwent lumbar puncture (LP) at a median time of
8.2 months post treatment. ANS was diagnosed by a reactive cerebrospinal fluid (CSF) RPR test or CSF white
blood cells (WBC) >20/μL plus a reactive CSF Treponema pallidum particle agglutination (TPPA) ≥1:640.
Results Of 133 eligible patients, all were men who have sex with men. Of these, 64 consented to LP. Full CSF
results were available for 59 patients. Inclusion criteria were serum RPR (21/59), CD4 count (22/59) and
combined RPR and CD4 (16/59). The LP patients were white British (82%), median age 40. Syphilis stages were
primary (17%) secondary (43%) and early latent (41%). Syphilis was treated with BPG (47/59), doxycycline
100 mg two times per day for 14 days (10/59) and for 21 days (1/59). Azithromycin 500 mg one time per day
for 10 days was given to 1/59. At the time of LP, 100% of patients had achieved serological cure, and 66% were
taking antiretroviral treatment. Only 1/59 was diagnosed with ANS. The CSF showed: RPR non-reactive (59/59);
TPPA non-reactive in 54/59; WBC ≤5/μL in 51/59.

Conclusions Although the number of patients in our study is modest, single-dose BPG appears to be highly
effective even in patients at high risk of neurosyphilis.
(Tomkins et al, 2018, STI)

European Aids Conference
November 2019 Basel Switzerland
Amrita Ronnachit
ID/HIV Fellow
Prince of Wales Hospital

European AIDS conference Library
• http://resourcelibrary.eacs.cyim.com
• Open access slides
• Available for three months ( Nov/Dec/Feb)

Themes of the conference
•
•
•
•
•
•
•

Treatment simplification strategies
Side effects : Weight gain and INSTIs
Women and HIV
Combating Stigma
Chemsex and recreational drug use
Release of updated EACS HIV guidelines
Achieving the 90-90-90 targets

TREATMENT SIMPLIFICATION

Two drug regimens: rationale
• Reduce burden of long term toxicities
– Impaired kidney function/Bone loss with TDF
– Cardiovascular risk with ABC
– “The most safe drug is the one you don’t take)

TANGO study : DTG/3TC for switch
• 48 week subgroup analysis
• Presented by ViiV healthcare
• 741 virally suppressed people randomised to DTG/3TC or
continue TAF based 3 drug regimen (TBR)
• W48: 93.2% of switch arm and 93% of TAF arm had VL < 50
cpy/mL
– no significant differences in virological suppression between the
two arms when analysed by age, ethnicity, sex, baseline CD4 or
baseline regimen,
– no resistance mutations identified in failures (1 participant on
TBR)

• Switching to DTG/3TC FDC was non-inferior to TAF 3DR in
maintaining virological suppression

PROBE 2: rilpivirine with darunavir/c
• Tested as a switch regimen in virologically suppressed
people in PROBE 2 trial in Italy
• 160 PLHIV, VL suppressed 6m, no known resistance to
NNRTI or PIs
• Randomised to continue existing 3DR or
rilpivirine/darunavir/c 25/800/100mg for 24 weeks, after
which the 3DR was switched to investigational regimen
• Viral suppression at 24W: 91.3% of 2DR arm and 93.8% of
3DR, within non inferiority margin of 4%
• Rilpivirine + darunavir/cobicistat has been recommended
as a new switch option in the 2019 EACs guidelines

SIMPL’HIV study: DTG/FTC for switch
• Investigated use of emtricitabine with DTG as a 2DR for switch
• Emtricitabine
– Longer half life than Lamivudine
– Lower risk of virological failure and resistance

• Randomised 187 people with suppressed VL
– Continue existing 3DR or switch to DTG/FTC
– Excluded anyone with INSTI resistance
– Did not exclude people with M184V mutation
• 1 participant had documented resistance to FTC)

• Viral suppression at W48: 93.5% in 2DR arm, 94.7% in 3DR; 2DR
arm demonstrated non inferiority
• Viral rebound : 2 cases in 2DR and one in 3DR arm
• Follow up will continue to W 144

DTG/3TC: historical lamivudine resistance
• 20 people with historical evidence of M184V mutation
or zK65R mutation and 21 people without historical
resistance
• Exclusion: M184V mutation in proviral DNA – may be
replication competent
• Week 48
– 18/21 historical resistance group and 21/21 no resistance
group had VL < 50 cpy/mL
– No cases of virological rebound in historical resistance
group
– 10 cases of transient viral rebound above 50 during the 48
week follow up, all cases re suppressed, 6 of them were in
patients with no history of 3TC resistance

Updated EACS guidelines
• now recommend 5 two-drug switch options
for virologically suppressed people
– Dolutegravir and rilpivirine (Juluca)
– Dolutegravir and lamivudine ( Dovato)
– Boosted darunavir and lamivudine
– Boosted atazanavir and lamivudine
– Boosted darunavir and rilpivirine

Weight gain under integrase inhibtors: Is this real?

SIDE EFFECTS

Dolutegravir and Raltegravir cause
changes to fat cells
• To investigate mechanisms leading to INSTI related weight gain in
PLHIV
• Tissue sampled from 5 uninfected macaques treated with 15 days
DTG/TDF/FTC
– DTG treated: higher fibrosis (associated with metabolic syndrome)
and adipocyte size compared with untreated macaques

• Tissue from PLHIV human subjects:
– 80% of people on ART had subcutaneous fat fibrosis
– Those treated with INSTI had higher proportion of fibrosis is visceral
fat

• Adipose cells from female HIV negative humans
– In vitro exposure to DTG/RTG
– Exposure → more collagen production associated with fibrosis and
obesity, higher levels lipid accumulation lower levels of leptin and
adiponectin

ADVANCE study

ADVANCE STUDY
• Randomised to DTG/TDF/FTC, DTG/TAF/FTC,
EFV/TDF/FTC (SOC)
• 1053 participants randomised, 531 completed
96wks
• Predominantly women (60%), back (99%), mean
CD4 323-349, 35-37% across study arms were
already overweight or obese
• Body weight, BMI, lipids, fat mass and lean mass
were measured and differences between
treatment arms were tested

Advance study outcomes
• Weight gain at W96
– Most pronounced in DTG/TAF/FTC
– Efavirenz regimen
• Men +1.2kg, women + 3.4 kg, 91-100% fat, evenly
distributed limb and trunk fat

– DTG/TDF/FTC regimen
• Men + 3.5 kg, women +5.3kg. 74% fat, evenly distributed
limb and trunk fat

– DTG/TAF/FTC regimen
• Men + 5.9 kg, women 8.3 kg. 59 – 74% fat (higher proportion
of lean mass in men)

Advance study : weight gain > 10%
• weight gain > 10% at W96 more common in DTG
recipients
• More frequently seen in DTG/TAF/FTC recipients
– DTG/TAF/FTC: 51% women, 42% men
– DTG/TDF/FTC: 23% women, 27% men
– EFV/TDF/FTC : 23% women, 18% men

• Associations in multivariate analysis:
DTG/TAF/FTC, baseline CD4, baseline VL, female
ex, age, baseline weight

Advance study: treatment emergent
obesity
• Treatment emergent obesity was more common
in
– DTG recipients
– More common in women
• DTG/TAF/FTC: women 27%, men 7%
• DTG/TDF/FTC: women 17%, men 3%
• EFV/TDF/FTC: women 11% men 2%

• Associations in multivariate analysis:
DTG/TAF/FTC, baseline CD4, baseline VL, baseline
BMI

Advance study : Metabolic syndrome
• At W 96:
– DTG/TAF/FTC : 9% of recipients
– DTG/TDF/FTC : 5%
– EFV/TDF/FTC : 3%
• P = 0.025 for difference TAF v. EFV

ADVANCE study: summary
• DTG used in combination with TAF is
associated with large increases in weight,
predominantly fat, statistically significant
– Higher in women compared to men
– No clear plateau (prior to wk 96) – not a return to
health effect

AGEhIV cohort the Netherlands
• Observational cohort of PLHIV > 45yo in the Netherlands
• Prospective observational study was performed to monitor
changed in body weight in those switching to an INSTI
• 598 PLHIV, matched with 550 controls
• Switch group predominantly white (89%) and male (87%),
median age 55, median BMI 24
• No significant differences in body weight changes, mean
annual weight gain post switch was 0.17kg/year
• Switch group : 24% gained at least 5% in body weight,
compared with 13% in HIV positive control group ( p =
0.012) and 12% of HIV negative control group (p = 0.004)
• Weight gain of 10% or more happened more frequently in
black women

Swiss HIV cohort: Weight gain after
switching to INSTI
• Weight measured 6 monthly intervals
• Investigated weight change in people suppressed for
minimum 18 months before switch, and who had 18
months of FU
• 2186 switched and eligible for analysis
• Predominantly male (75%) predominantly white (81%),
median BMI 24 at switch
• Median weight gain prior to switch 0.47kg; and 0.72kg
post switch, p < 0.029
• Risk factors for gaining more than 5% of body weight
post switch: women, black people, current smokers

Summaries available online at EACS website

UPDATED EACS GUIDELINES

DTG/3TC for treatment naive
• EFFICACY : Durability of viral suppression out to 96 weeks
has been demonstrated in recent RCTs (GEMINI 1 and 2)
– Gemini studies capped VL at 500 000
– Some non responders in low CD4 subgroup at 96W
– No differences seen in those with high and low VL

• BLIPS
– similar frequency across both arms
– Blips did not predict failure

• RATE and TIME to SUPPRESSION – same in both groups
• BARRIER TO RESISTANCE
• SAFETY and TOLERABILITY

• DTG/3TC Now recommended for treatment
naïve in EACS 2019 guidelines
– HBV negative, CD4 > 200 and VL < 500 000

Other important updates

Other important updates
• New section on frailty and aging, with top ten drugs to
avoid in elderly PLHIV
• Dosage recommendations for hormone therapy used for
gender transitioning
• Side effects – include section on weight gain to reflect
observational studies on DTG and TAF
• Comorbidities sections
– Targets for BP tightened ( aim < 130/80)
– CVD risk threshold for interventions have been updated
– LDL targets updates ( <2 for primary prevention, < 1.5 for
secondary)
– Now recommend Urine ACR for general renal health, urine PCR
of screening for tubulopathy

Thank you

