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Letter from the Editor

Magnus Gisslén
Editor

Dear Colleagues

I write these few lines under circumstances that are very different than normal. Many of us are 
working day and night to fight the covid-19 pandemic that already affects the entire healthcare 
sector and all of society. No one knows how severe the situation will become as the disease takes 
its course in China, Italy, Spain, the UK, the US, and elsewhere. The world has begun to marshal 
its resources while we on the front lines tirelessly pursue the search for effective diagnosis, treat-
ment, and immunization against this insidious virus.

Take care and stay safe!
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The European AIDS Clinical Society 
(EACS) biannual  Congress was held 
for the 17th time in November 6 - 9 in 
the city Basel in Switzerland. EACS, 
established in 1991, is a not-for-profit 
scientific society of European profes- 
sionals involved in the field of HIV/
AIDS. Currently Prof Jürgen Rockstroh, 
Germany, is the President of EACS. He 
was also the Conference Co-Chair.

3,059 delegates from a total of 98 countries  
had come to Basel to attend, and they 
were all greeted welcome at the Opening 
session by Local Conference Co-Chair 
Prof Manuel Battegay, Switzerland.
   – Basel is one of the oldest cities in Eu-
rope. The scientific community of Basel 
and Switzerland has been very active in 
the HIV field for many years. The Swiss 
HIV Cohort study has made significant 
contributions to the HIV/AIDS field for 
more than three decades – but Swit-
zerland has never hosted the European 
AIDS Conference. So we intend to make 
sure that the conference leaves a lasting 
legacy, Prof Battegay stated.
   Prof Rockstroh then described the scien-
tific program.
   – We have 4 plenary sessions, 13 paral-
lell sessions and 3 best poster sessions he 
said.
   1,106 abstracts were submitted from 

85 countries – and 744 of those were 
accepted, Prof Rockstroh continued. 
He thanked the Scientific committe for 
their impressive work – and extended 
his thanks to the international faculty of 
121 speakers.
 
Europe not on track to 90-90-90 targets  
The first lecturer in Basel was Dr Anastasia 
Pharris, expert in HIV at the European 
Centre for Disease Prevention and Control 
(ECDC) in Stockholm, Sweden. She talked  
about the 90-90-90 goals in Europe. 
Is the European region on track to end 
AIDS by 2030?
   – 300,000 people in the region have 
contracted HIV since EACS 2017. In total 
there are now 2.2 million people living 
with HIV in Europe, Dr Pharris said.
   Estimated new HIV infections are de-
creasing in the Western sub-region, but  
are increasing in Centre and East. Over- 
all the increase of new HIV infections is 
45 %.
   – Something has to happen quickly in 
our region, she commented.
   Between one third and two thirds of 
migrants with HIV, aquired the virus 
post migration to a European country. 
Men who have sex with men (MSM) 
migrants are particularly affected – with 
40 - 72 % of new diagnoses are esti- 
mated to have aquired HIV after they 

migrated to an European country – 
counting migrants both from other  
European countries and from outside 
the European region.
   The first 90 goal is that 90 % of all  
people living with HIV (PLWH) should 
know their status. 
   – According to our estimates, 438,000 
people are living with undiagnosed HIV. 
The median time from infection to diag-
nosis is 2.9 years. This is a real problem, 
so there is an urgent need to strenghten 
testing programmes – also in prisons, 
communities etc.
   The second goal is that 90 % of those  
diagnosed should be on ART. But still 
approximately 1 million HIV-infected 
individuals are living untreated.
   The third goal is that 90 % of those on 
ART should be virally suppressed.

EACS 2019

Manuel Battegay Anastasia Pharris
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the political and financial will to do so. 
The methods for acheiving it are ad-
vocacy, leadership, cross-disciplinarity, 
networking, training and joined research 
efforts, Prof Lundgren stressed.
   He ended his lecture by, together with  
Prof Battegay, describing the Western- 
Eastern European partnership initiative  
(WEEPI) on HIV, viral hepatitis and TB. 
(www.weepi.org)
   – It is a foundation with the overall goal 
to improve the quality of care for people 
with HIV, viral hepatitis and tubercolosis 
in the Eastern European region through 
support of clinical or implementation re-
search projects.   
   The Opening session then ended with 
The EACS Award for Excellence in 
HIV Medicine being presented by Prof 
Nathan Clumeck, Chair of the Award 
Committe.
   – This year, the jury has decided to 
award two persons: Prof Andrew Phillips,  
UK, and Prof Ruedi Lüthi, Switzerland 
and Zimbabwe – one of the creators of 
the Swiss Cohort.
   Prof Phillips was handed the award at 
the session, but Prof Lüthi was unfortu-
nately working in Africa and was unable 
to attend. A short video with a message 
from him was shown, and the award was 
collected by his daughter.

ting strategy is needed. For diagnosed 
not on suppressive ART, a restructure of 
the health care system is needed.
   – The central argument for additional 
preventive tools is that patients recently 
infected are at substantially larger risk of 
being the source for onwards transmis-
sion!
   There is a "PrEP-gap". 3 % are currently  
taking PrEP – but 21 % would be very  
likely to, according to data from a sur-
vey from the EMIS network, covering 50 
countries, 2017.
   – Sound public health policies include 
harm reduction (opioid substitution the-
rapy and needle exchange programs), 
HIV testing, effective ART made avai- 
lable to all infected, PrEP should be  
offered to individuals at high risk of con-
tracting HIV.   The challenge is to ensure 
more extensive implementation – and 

   – However, in the West 21 % of those 
treated are not virally suppressed. In the 
Centre region, this figure is 28 % and in 
the East it is 11 %. It means that in total 
1.2 million people in the European regi-
on are living with unsuppressed virus, 
Dr Pharris underlined.
   She summarised that Europe will not 
meet the the 2020 targets unless the fol-
lowing gaps are addressed.
   – Prevention gaps include harm reduc-
tion, PrEP and condoms. As for testing, 
1 in 5 PLWH  in Europe are unaware of 
their HIV status. There is a low coverage 
of testing – and 1 in 2 is diagnosed late. 
Finally, there is the treatment gap – 1 in 2 
PLWH in Europe is not on ART!
  
More extensive implementation 
needed
– Basel, we have a problem, Prof Jens 
Lundgren, Denmark, said at the start of 
his lecture.
   He pointed out that there are continued 
sizeable HIV transmission rates through- 
out the continent. There is a regional 
gradient from endemic in the West, to 
epidemic in the East. This is driven by a 
large contingency of untreated PLWH, 
that are either not diagnosed, or diag- 
nosed but not yet on ART. Especially this 
goes for MSM, people who inject drugs 
(PWID) and commercial sex workers. 
   – So there is a potential for hetero- 
sexual driven transmission – i.e. a tran-
sition from concentrated to generalised 
epidemic, Prof Lundgren established.
   Successful implementation of test and 
treat requires policies that affect diffe-
rent sections of health care infrastructure. 
For the non-diagnosed, a reform of tes-

Jens Lundgren
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   – Three studies have shown that ARV 
exposure is marginally higher in women, 
he continued.
   Next question is if dose adjustment  
based on age is necessary. Do we need to 
worry about ageing?
   – Age-related organ dysfunction inc- 
reases with age – renal impairment and 
cardiovascular diseases. So does poly- 
pharmacy. Adherence is generally better 
in older than younger PLWH – but be 
careful with cognitive decline, Dr Stader 
said.
   Virologic suppression is similar, but 
there is an age-related difference in drug 
effects and side effects, he added.
   Dr Stader returned to the FDA decision 

are: Use at least 2 – and preferably 3 – 
active drugs. Treatment interruptions 
are not recommended. If the options are 
limited – consider new or experimental 
drugs.
   HTEs need fast track approvals for 
drugs designed for HTE and study pro-
tocols with experimental arms for com-
passionate use of unlicensed drugs, Prof 
Orkin stated.

Changes in pharmacokinetics 
independent of gender   
One session was on women, pregnancy 
and children. Dr Felix Stader, Switzer-
land, started this by asking if there are 
gender and age differences in antiretro-
viral pharmacokinetics.
   In 2019, for the first time in antiretro- 
viral drug approval, FDA approved a new 
drug for PrEP (emtricitabine/tenofovir 
alafenamid) – but not for women.
   – Citing a lack of evidence, the agency 
will require Gilead to conduct further 
trials in women, Dr Stader explained.
   He pointed out that while 50.4 % of all 
PLWH are women, only 18.9 % of study 
participants in HIV clinical trials are  
women.

Advantages and disadvantages 
with implants
In a morning session next day, Prof Chloe  
Orkin, UK, talked about new drugs.
   – We now have drugs that target every- 
thing in the HIV life cycle. Broadly  
neutralizing antibodies (bNABs) are the  
latest, and the results are interesting,  
she said.
   Prof Orkin also mentioned other new 
drugs that are currently under develop-
ment, such as maturation inhibitors and 
long-acting injections.
   – Long-acting injections are effective, 
and often preferred in other specialities 
– for contraception, anti-psychotics and 
in osteoporosis. What we need to consider 
is how our patients feel about them.
   She presented a summary of partici-
pants reported outcome of the Phase II 
ATLAS study, evaluating cabotegravir/
rilpivirine, a long-acting injectable in the 
treatment of HIV infection. 
   – 90 % found injecting site reactions 
(ISR) acceptable, and only 4 people 
withdrew due to ISRs. HIV Treatment 
Satisfaction Questionnaire score was sig-
nificant and met threshold of a minimally  
clinically important difference, Prof  
Orkin continued.
   However, there are some questions and 
gaps. There is a need for more drug in-
teraction data, and data on pregnancy. 
These were just two items on a long list 
she presented.
   – Implants and patches have both ad-
vantages and disadvantages. The advan-
tages include that they can be removed 
if there is an adverse effect, they could 
provide therapy for months or years, 
they have more stable pharmacokinetics, 
and palpation can reveal if it is present.
   The disadvantages for implants include 
that there is a minor sterile procedure to 
insert and remove it, palpation does not 
determine duration of use and there are 
more complex regulatory issues.
   Another issue Prof Orkin highlighted 
was that there are patients excluded or 
under-represented in clinical trials. She 
exemplified with a table of international 
commercial trials in treatment-naive 
individuals on 3-drug regimens versus 
2-drug regimens. In total, five trials with 
a total of 2,850 patients.
   – 15 % of those patients are women! 
These trials do not tell the whole story 
– they do not cover the whole epidemic. 
It is important to include women in stu-
dies.
   Then there are heavily treatment ex-
perienced (HTE) patients. They are also 
often excluded from trials.
   – The principles for treatment of HTEs 

Chloe Orkin Felix Stader
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gistries in Atlanta and Texas, respectively).
   In the updated data, there was one neu-
ral tube defect with 312 periconception 
dolutegravir exposures, giving a neural 
tube defect prevalence of 0.30 %, she  
added.
   
One of the largest studies on 
pregnacies
The EuroSIDA study is a large prospec-
tive observational cohort study with 
over 22,000 HIV positive individuals in 
100 centres in 35 European countries, 
Israel and Argentina, said Dr Justyna 
Kowalska, Poland. She presented data 
from the study on pregnancy and outco-
mes of pregnancies over a 20-year period.
   – The aims were to evaluate time trends 
in prevalence and outcomes of pregnan-
cies among HIV-positive women living 
in Europe. Also to help evaluate and im-
plement equal access to care across Eu-
ropean regions, Dr Kowalska explained.
   Three time periods were defined: pre-
cART era (1996 - 2002), cART era (2003 
- 2009) and modern cART era (2015 - 
2020). The analysis was restricted to 
women in reproductive age (over 16 and 
below 50 years of age) and who had in-
formation about pregnancy available in 
at least one study year.
   She pointed out that this is one of the 
largest cross-sectional audits of preg-
nancies across Europe. The audits were 
performed uniformly during almost 20 
years.
   – Pregnancy was reported for 1 in 5 
women in EuroSIDA, with a significant 
increase after 2002 when more effec-
tive cART became available, was Dr 
Kowalska's first conclusion.
   Substantial and unexpected differences 
were seen between regions with higher 
prevalence in Eastern Europe, mainly due 
to differences in age and prior AIDS. The 
odds for live birth were lower before 2002.

or a long-acting arm. High rates of viro-
logic success was observed in both men 
and women in both arms.
   – At week 48, virologic non-response  
was infrequent, with 92.6 % of wo-
men having virologic success with the 
long-acting regimen, Dr Quercia said.
   Overall adverse event profiles were  
similar between women and men. No  
cases of drug hypersenitivity or drug- 
induced liver injury was seen.
   – Monthly long-acting cabotegravir/
rilpivirine was non-inferior to daily oral 
3-drug regimen, and demonstrated high 
efficacy in women. Women had lower ra-
tes of adverse events compared to men, 
and treatment discontinuations were 
few and comparable in both groups, 
were her first conclusions.
   Retention rates and treatment satisfac-
tion with long-acting were high in both 
studies.
   – These results support the therapeutic 
potential of once-monthly longacting 
cabotegravir/rilpivirine for women, was 
Dr Quercia's final conclusion.
  
No incresed risk of birth defects with 
dolutegravir
A study on outcomes of pregnancy and 
birth outcomes after dolutegravir was 
presented by Dr Vani Vannappagari, 
ViiV Healthcare. The investigators had 
used data from the Antiretroviral Preg-
nancy Registry in Botswana, and evalu-
ated pregnancy and neonatal outcomes 
among infants with periconception and 
prenatal exposure to dolutegravir.
   Dr Vannappagari said that there were  
645 exposures of dolutegravir to HIV- 
positive women.
   – Data through 31 July 2019 do not de-
monstrate an increased risk of overall 
birth defects with dolutegravir use (3.4 
%) above the population-expected rate 
of defects (2.7 % and 4.2 % from two re-

on Descovy. It is important to test the 
drug specifically in women because con-
centrations in vaginal tissue is 2 - 3 times 
lower than in the rectal tissue.
   His conclusion was that sex-related 
pharmacokinetic differences are not 
clinically relevant. Also that age-related 
pharmacokinetic differences are marginal 
for antiretrovirals in absence of severe 
comorbidities.
   – Age-related changes in drug phar-
macokinetics are independent of gen-
der. Intracellular concentrations differ 
between women and men – so we need 
more data. But dose adjustment would a 
priori not be necessary based on age and 
gender, Dr Stader ended his talk.

Once daily versus long-acting 
regimens
The mainstay of HIV treatment remains 
once-daily oral regimens. Even with cur-
rent advances in once-daily, oral, dolu-
tegravir-based 2-drug regimens, there is 
still considerable interest in long-acting 
options, said Dr Romina Quercia, ViiV 
Healthcare.
   ATLAS and FLAIR are two randomised, 
open-label, international Phase III stu-
dies that demonstrated non-inferiority 
of switching to monthly intramuscular 
injections of cabotegravir + rilpivirine. 
Dr Quercia was presenting the pooled 
week 48 results of outcomes for women 
in these studies.
   – ATLAS and FLAIR were designed 
with specific enrolment targets for wo-
men, she underlined. 
   In both studies participants were ran-
domised to either a once-daily ART arm 

Justyna Kowalska

Romina Quercia Vani Vannappagari
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   Dr Paioni concluded that the new guide- 
lines have been implemented rapidly in 
Switzerland.
   – Treating physicians were well-infor-
med and did accept the arguments pro-
vided. Neonatal PEP exposure was redu-
ced by 86.4 %, while no mother to child 
transmission of HIV was observed.

The immune system regulates weight
Prof Donal O´Shea, Ireland, gave a lecture 
on effects of obesity and hormones on 
the immune system. 
   – We put an obese patient on a strict 
diet in our hospital – and she gained 
weight for 3 weeks! The body's defence 
of adipose tissue mass and "total energy" 
store is similar to other important stores, 
he said.
   There are several health benefits of 5 
- 10 % weight loss. The risk of diabetes, 
heart disease and cancer is decreased 

recommended if maternal plasma viral 
load (pVL) is fully suppressed in the last 
trimester, said Dr Paolo Paioni, Switzer-
land.
   One of the reasons for this is the unde-
tectable = untransmittable (U = U) prin-
ciple.
   Dr Paioni presented a study that had 
investigated the implementation and  
safety of the new national guidelines. 
   – We included children born between 
2010 and 2018, if information on maternal 
pVL in the last trimester was available.
   In 94.8 % (363 of 383) of children the  
maternal HIV pVL was below 50 copies/
ml.
   – Neonatal PEP was administered to all 
20 infants with detectable maternal HIV 
pVL, including 5 infants born 2016 and 
onwards. None of the 87 children that 
did not recieve neonatal PEP was infected 
with HIV, he said.

   – Further surveillance of rates and out-
comes of pregnancies among HIV-po-
sitive women in Europe are warranted, 
was her final message.

Menopause does not impact 
virological suppression
The longer life expectancy of people with  
HIV infection has meant that the average 
age of these patients has increased. 
   – In Spain, the median age of new HIV 
diagnoses remains stable. However the 
longevity of PLWH has been increased. 
For women, this means that they may 
live to experience menopause, said Dr 
Victoria Hernando.
   Menopause represents a complex tran-
sistion in women's lifes, involving ovarian, 
hormonal, metabolic and social changes.
   She presented a study that compared 
the virological and immunological re-
sponse at 48 and 96 weeks from ART 
initiation among premenopausal wo-
men and menopausal women aged 45 - 
60 years from the cohort of the Spanish 
HIV/AIDS research Network (CoRIS). 
A total of 254 women were included in 
the analysis – 63 % were pre-menopausal 
and 32 % menopausal.
   – We found that virological and im-
munlogical response after 48 and 96 
weeks were very similar between the 
two groups. Menopause did not have 
a negative impact on viral suppression 
or CD4 change from ART initiation, Dr 
Hernando concluded.

Neonatal PEP
The national recommendations in Swit-
zerland were updated in 2016. In the 
update, nenonatal PEP was not longer Donal O´Shea

Victoria Hernando Paolo Paioni
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   A malignancy was found to be the first 
manifestation of HIV infection in an im-
portant number of cases.
   – A significant proportion of cancers 
were related with oncogenic virus co- 
infection.

No difference in renal markers 
elevation between TDF and TAF
In previous clinical trials and cohort stu-
dies, tenofovir disoproxil fumarate has 
been associated with decreased bone  
mineral density and renal function, said 
Dr Michelle Moorehouse, South Africa. 
   She presented the ADVANCE trial. In 
this 96-week trial, 1,053 treatment-naive 
patients in South Africa were randomised 
to tenofovir alafenamide fumarate/ em-
tricitabine + dolutegravir, or to tenofovir 
disoproxil fumarate/emtricitabine + do-
lutegravir, or to tenofovir disoproxil fu-
marate/emtricitabine + efavirenz.
   – One of the aims of the study was to 
determine whether changes related to 
bone and renal parameters over 96 weeks 
did differ in PLWH taking tenofovir 
disoproxil fumarate (TDF) containing 
regimens versus those taking a tenofovir 
alafenamide fumarate (TAF) containing 
regimen, Dr Moorehouse said.
   At the time of the analyses, all parti-
cipants had completed 48 weeks but not 
all had reached week 96.

   – Despite effective ART, ADCs and 
NADCs continue being an important 
medical problem. There is limited data 
about the historical evolution of these 
cancers, she explained the study's ratio-
nale.
   It was a retrospective analysis of 5,411 
HIV-infected participants from a single 
HIV unit in Spain, followed up between 
1986 - 2018. HIV, cancer diagnosis at the 
same time after HIV diagnosis and ADCs 
and NADCs, defined according to the 
CDC classification, were the inclusion 
criteria.
   Dr Montejano reported that NADCs in-
creased over time, being more frequent in 
the later ART period.
   – Overall, cervical cancer, Kaposi sar- 
coma, non Hodgkin lymphoma and Hodg-
kin lymphoma were the most frequent 
cancers. The mortality was higher in 
NADCs.

– and life expectancy is increased. But 
weight gain is 90 % irreversible for 90 % 
of people.
   Prof O'Shea continued by describing in-
variant natural killer T-cells (iNKT), and 
called them "The Swiss army knife of the 
immune system".
   – It is a key cell in the innate immune 
system, and they represent 0.2 - 1.2 % of 
all circulating T-cells. iNKT cells inte-
racts with other immune cells to deter-
mine the downstream inmmune response.
   In severe obesity, iNKT cells are sig-
nificantly depleted. It has been shown 
that gastric bypass restores iNKT cells 
population in humans. In a mouse model 
of iNKT knock-out mice, they got much 
fatter – and this was reversible.
   – Weight regulates the immune sys-
tem – and the immune system regulates 
weight. That element of the immune 
system is regulated by hormones, Prof 
O'Shea explained.
   In his summary he established that 
obesity is the biggest health challenge 
we face – and that the immune system is 
defending the body against weight loss.
   – Our immune cells are behaving dif-
ferently in obesity. Hormones and other 
factors regulate the immune-weight 
axis, Prof O'Shea ended his lecture.

AIDS-defining and non-AIDS 
defining cancer
In another session, Dr Rocio Montejano, 
Spain, presented a study with the pur-
pose to review AIDS-defining cancer 
(ADCs) and non-AIDS-defining cancer 
(NADCs) and temporal changes in the 
ADCs/NADCs ratio, in a large single  
center cohort.

Rocio Montejano Michelle Moorehouse
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   He presented EACS Guidelines 10.0, 
and thanked all those who had contributed 
to it with their work in the different pa-
nels, and also sent a special thanks to Ms 
Lene Ryom, Denmark, who is the Guide- 
lines Co-ordinator.
   – The guidelines are available in diffe-
rent formats: As a paper booklet, a PDF 
file, a mobile app and now also as a web-
site. You can also download them for free 
on EACS homepage, Prof Battegay said.
   Prof José Arribas, Spain, is Chair of the 
panel for HIV treatment.
   – If you have a patient – go to the  
tables on initial combination regimen for 
ART-naive adult PLWH, he said.
    Before selecting, it is critical to review 
if a woman wishes to conceive, is preg-
nant, has an opportunistic infection, TB, 
potential treatment limiting co-morbidi-

prior thymidine analogues/didanosine 
use were associated with larger peri-
cardial adipose tissue volume. Thymi-
dine analogues/didanosine modified the  
effect of cART duration with a larger pe-
ricardial adipose tissue volume among 
exposed, and a lower volume among 
unexposed, was Dr Dehlbæk Knudsen's 
conclusion.

Guidelines updated
Traditionally, a Guidelines session is 
held at the EACS Conference. This was 
the case also in Basel.
  The aims of the guidelines are to pro-
vide easily accessible recommendations 
to clinicians centrally involved with the 
care of PLWH, to cover a large and to 
geographically diverse area.
   – It is really a bedside instrument, tar-
geted for clinical questions, covering a 
large and geographically diverse area. It 
should not be considered as a full over-
view of all aspects of HIV-infection – but 
rather as a continuously updated over-
view of the most relevant clinical issues 
in HIV, with emphasis on co-morbidi-
ties, Prof Battegay explained.
   The English version is regularly up- 
dated by the Guideline's different panels. 
A major update is published once per 
year in the autumn and is translated into 
additional languages. 

   She presented the conclusions, and 
started with the bone.
   – There were no significant differences 
between TAF and TDF for whole body 
or spinal osteopenia. The risk of osteo- 
penia in the hip was higher in the efavi-
renz arm, than in the dolutegravir arms.
   Using the FRAX equation, the pre- 
dicted 10-year risk of major fractures 
was 0.2 % lower in the TAF/ emtricita-
bine + dolutegravir arm compared to the 
TDF/ emtricitabine + dolutegravir arm. 
There were no difference in bone fractures 
between the arms.
   Dr Moorehouse then continued with 
renal adverse events.
   – There were no consistent differences 
between TAF and TDF arms in elevations 
of renal markers above the normal range. 
However, there was an apparent diffe-
rence in β2-microglobulin and retinol- 
binding protein with efavirenz.
   No significant differences in the number 
of Grade 3 and 4 renal clinical adverse 
events across the treatment arms were 
seen.
   – Longer-term follow up is needed 
to balance the risks of clinical obesity 
for TAF-containing treatment, versus 
changes in bone and renal markers for 
TDF, Dr Moorehouse stated.

HIV associated with larger adipose 
tissue volume
Morbidity and mortality due to cardio-
vascular diseases (CVD) are increasing 
in people living with HIV, Dr Andreas 
Dehlbæk Knudsen, Denmark, reminded 
the audience. Pericardial adipose tissue 
volume is a predictor of CVD.
   – Epicardial adipose tissue volume is 
larger among PLWH, and has been asso-
ciated with duration of cART use, espe-
cially thymidine analogues, he said.
   He presented a study that aimed to 
determine and compare pericardial adi-
pose tissue volume in PLWH and unin-
fected controls. 587 HIV-infected indivi-
duals and 587 uninfected were analysed.
   – We also wanted to identify HIV- 
related and non-HIV related factors in-
dependently assoicated with pericardial 
adipose tissue volume – and to investi-
gate the association between use of thy-
midine analogues and/or didanosine and 
pericardial adipose tissue volume.
   The investigators found that HIV was 
associated with larger pericardial adi- 
pose tissue volume after adjusting for 
BMI and traditional risk factors. Tradi-
tional risk factors were also associated 
with larger volume in PLWH and unin-
fected.
   – CD4 nadir of less than 200 cells, and 

Andreas Dehlbæk Knudsen Manuel Battegay at 
the Guidelines session
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   In the latter, it is stated that one should 
screen for HDV antibodies in all HBsAg 
positive PLWH. Use non invasive mar-
kers with caution – because data are 
really scarce. Refer early to university 
centers, in order to monitor them and 
enroll them in trials with new HDV ac-
tive drugs.

Opportunistic infections and 
community perspectives
Prof Ole Kirk, Denmark, presented 
changes in opportunistic infections 
(OIs). These include a table on when to 
start ART in PLWH with OIs, and a table 
on prevention and treatment of immune 
reconstitution inflammatory syndrome.
   – There has also been an extensive re-
vision of the section on treatment of re-
sistant TB, a table of TB drug doses and 
minor revisions in the text for individual 
OIs, Prof Kirk said.
   The session ended with Simon Collins, 
HIV i-Base, UK. HIV i-Base is a treat-
ment activist group, HIV-positive led 
and committed to providing timely HIV 
treatment information both to positive 
persons and to health care professionals. 
Mr Collins presented the community 
perspectives on EACS Guidelines.
   – HIV-positive individuals use guideli-
nes as a reference for minimum care. It is 
important that sexual health is included. 

tion and management. There is however 
no agreed "old age" cut-off, but sections 
include age-specific guidance.
   – Frailty and ageing is a new section, 
another is on obesity – which is a rapidly 
evolving field in HIV.
   Dr Charlés Beguelin, Switzerland  
talked about clinical management and 
treatment of viral hepatitis co-infection 
in PLWH.
   – There is a new chapter structure, 
with general recommendations, treat-
ment and monitoring of persons with 
HBV/HIV co-infection, and another 
on persons with HCV/HIV co-infec-
tion. The direct-acting-antiviral table 
has been split in order to make it more 
readable. Hepatitis D and E in PLWH is 
in one chapter.

ties, other medications or difficulties in 
swallowing. For all of these categories, 
there is information in the Guidelines, 
Prof Arribas pointed out.
   He also underlined that one of the big-
gest updates in the 10.0 version is for wo-
men on ART who wish to conceive. 
   – And new tables have been included 
in ART in TB/HIV co-infection and 
drug-drug-interactions. This is very im-
portant for patients in the world!

Drug-drug interactions, comorbidities 
and viral hepatitis co-infection
Prof Arribas was followed by a string of 
speakers from the Guidelines panel who 
presented updates. Dr Catia Marzolini, 
Italy, talked about drug-drug-interac-
tions (DDIs).
   – Two major updates are that Bictegravir 
does mostly not, and doravirine does not, 
impact co-medications, she said.
   Dr Marzolini pointed out that EACS  
tables are linked to DDI websites, and 
have been revised to include all updates 
made to the websites in the past year. 
   Prof Patrick Mallon, Ireland, continued  
with prevention and management of 
co-morbidities in PLWH. 
   – This is a long section in the Guidelines, 
that covers 44 pages and is divided into 
12 groups of conditions – such as bone 
diseases, cardiovascular diseases and  
diabetes to name a few, he said and 
showed an example on hypertension.
   Current guidelines cover a range of 
age-related conditions, and give compre-
hensive guidance on screening, preven-

José Arribas
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Combination prevention is needed
In another session on where we stand 
with HIV prevention today, Prof Claudia 
Estcourt, UK, talked about what is being 
done in Europe.
   – Keep in mind that there are at present 
160,000 transmissions in Europe – more 
than 80 % are in the Eastern area. In the 
East, 50 % present late (CD4 below 350), 
and 41 % are born in a different coun-
try to that in which they are diagnosed. 
The epidemiology is different in the East 
compared to the West, she said.
   If we focus on the EU and the European 
Economic Area there has been a reduc-
tion of newly diagnosed, mostly in MSM. 
But HIV rates are increasing in one third 
of the countries, Prof Estcourt continued.
   – Prevention is hard – combination is 
the key. But prevention has to date been 

cant. Early diagnosis plays a crucial role 
in reaching the 90-90-90 targets – along 
with timely provision of patients with an 
efficient HIV treatment, she continued.
   However, early HIV detection does not 
stop transmission immediately. Without 
large-scale prevention programmes 
some key populations are very hard to 
link and retain in care, was the study's 
last conclusion.

Dramatic decrease in French cohort
A study that had assessed the impact of 
achieving the second 90 (90 % of PLWH 
on sustained cART) and third 90 (90 % 
of those on cART virologically controlled) 
of UNAIDS targets was presented by 
Prof Firouzé Bani-Sadr, France. What 
does this mean for the primary HIV in-
cidence?    
   – 61,822 PLWH were followed from 
2007 to 2017. They represented 501,025 
patient years, she said.
   A dramatic and regular decrease during 
a 5 year period from 2013 to 2017 was 
seen.
   – Primary HIV infections went down 
35.1 % in full cohort and 36.1 % in MSM, 
Prof Bani-Sadr reported.
   Reaching the second and third UNAIDS 
90-90-90 targets is accompanied by a 
dramatic reduction in primary HIV in-
fection and in recent HIV infection in a 
large French cohort, was her conclusion.
   – The results are in agreement with 
what has been seen elsewhere – in Cana-
da, USA, Denmark, Australia and other 
countries.
   A limitation of the study is that the true 
incidence and the impact of PrEP are 
unknown.
   – Only 2,614 persons in 2016 and 6,039 
in 2017, were recieving PrEP in France, 
Prof Bani-Sadr commented.

EACS have done a fantastic job – they 
have provided us with a tool to work 
with, was Mr Collins opinion.

Culturally competent and tailored care
One session was on public health and 
epidemiology of HIV in Europe. Prof 
Arja Harxhi, Albania, talked about Central 
and Eastern Europe.
   – Central and Eastern Europe differs 
significantly from Western Europe in 
many respects, and require a stronger 
voice and representation on a European 
level, he stated.
   Late presentation for HIV care remains 
a significant challenge in these countries. 
The proportion of late presenters among 
newly diagnosed range between 15 - 55 % 
in Central Europe, 40 - 55 % in Eastern 
Europe and 45 - 60 % in South-Eastern 
Europe.
   – Migrants are the second most reported 
hard to reach population across all HIV 
continuum of care from all three regions. 
Despite heterogeneity of the HIV epide-
mic and cascade of care indicators, there 
is a variety of activities and interventions 
targeting key populations across the con-
tinuum of care, Prof Harxhi continued.
   Disaggregating care cascade data by key 
populations, and improving care cascade 
outcomes, must be a principal compo-
nent of the HIV programs in Central and 
Eastern Europe, he underlined.
   – National programs should provide 
culturally competent, and culturally 
tailored care that includes integrated 
services and individual or combined  
interventions across the HIV care cas- 
cade, was Prof Harxhi's recommenda-
tion.

New HIV cases goes down but 
remains significant in Russia
Ms Natalia Ladnaia, Russia, presented a 
study with the objective to evaluate cur-
rent trends in the HIV/AIDS epidemic in 
Russia – and to measure the efficacy of 
early diagnosis in reaching the UNAIDS 
90-90-90-target. The study had analysed 
data from 1991 to 2018.
   – In the Russian Federation we see an 
increase in the number of PLWH asso-
ciated with the ongoing HIV epidemic 
among injecting drug users – and a rapid  
spread among the heterosexual popula-
tion, Ms Ladnaia told the audience.
   This trend can also be attributed both 
to the low ART coverage among PLWH, 
along with the continuing increase in 
the number of people being tested for 
HIV.    
   – The number of new HIV cases has 
started to go down, but remains signifi-

Firouzé Bani-Sadr

Arja Harxhi Natalia Ladnaia
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with discontinuation – the ARNS Pre- 
venir study. It is an open-label prospective  
cohort study.
   – The 30-month discontinuation rate 
was estimated to be 32 %. Younger users, 
new PrEP users and those with lower 
educational level were at higher risk of 
PrEP discontinuation – as already observed 
in previous studies, Dr Costagliola said.
   Qualitative research focussing on 
young MSM with low educational level 
would help to understand the reasons  
for stopping PrEP – and to design tar-
geted interventions aiming at increasing 
PrEP persistence, was her conclusion.

Unique potential for being a 
game-changer
PhD Jessika Deblonde, Belgium, had 
monitored the PrEP implementation in 
Belgium.
   – MSM are driving the epidemic in Bel-
gium via networks of transmission, she 
pointed out.
   Ms Deblonde had aggregated data col-
lected from 12 HIV reference centres 
from June 1 2017 until December 31 
2028. During this time, there was an in-
crease in PrEP starters. 2,848 of those 
were men, 11 were women and 9 were 
transgender individuals.
   – We found one seroconversion due 
to inconsistent PrEP adherence. 23 % 

and is also co-infected with HCV. Hence 
she represents one example of many that 
need a holistic approach to care.
   Combination prevention is key – it 
needs to be tailored to both country and 
the target group, was her first conclu-
sion.
   – For some groups it may need to be 
much broader than just HIV – which 
challenges us and our patterns of wor-
king and organisational relationships. 
We have seen progress, but it will get 
harder when we have achieved the  
"easier" early wins.
   Evaluation of efforts for prevention is 
essential, but it can be difficult to mea-
sure. Therefore the ECDC reporting is 
invaluable, Prof Estcourt summarised.

Discontinuation rate for PrEP
PrEP has become an important compo-
nent of HIV prevention. Dr Dominique 
Costagliola, France, presented a study on 
PrEP persistance and factors associated 

focussed on the individual. Effective 
HIV prevention programmes require a 
combination of behavioural, biomedical 
and structural interventions, she under-
lined.
   Combination prevention involves three 
steps: Primary prevention – people at 
risk of HIV, secondary prevention – for 
PLWH to prevent onward transmission 
and tertiary prevention – to improve 
health and quality of life for PLWH.
   Fast track cities is a global partnership 
between 300 cities and municipalities 
around the world, committed to attain 
the 90-90-90 targets by 2020. Achieving 
zero stigma is the initiative's fourth – but 
no less important – goal.
   – Personally, I think that zero stigma 
should be the first target!

Harder after the first easy wins
Prof Estcourt continued by describing 
the syndemics model of health. It repre-
sents a switch from understanding of 
diseases as distinct separate entities – to 
seeing them as interacting synergistical-
ly, having a substantial impact on indivi-
dual and population health.
   – We need a syndemic model of preven-
tion, she stated.
   This includes having to accept that we 
might not be top priority for the person. 
Working with more stakeholders – social  
as well as medical – and multifaceted 
interventions which address more than 
just HIV is necessary.
   Prof Estcourt exemplified with a 27 
years old woman in Glasgow.
   – She is homeless and has no money. 
She is injecting drugs, consumes much 
alcohol and is selling sex. She has mental 
issues, might be pregnant and has HIV 

Claudia Estcourt Dominique Costagliola
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A typical patient in Romania
The last session in Basel 2019 was on 
status report and standard of care. It was 
co-organised with the European Centre  
for Disease Prevention and Control 
(ECDC) and the British HIV Association 
(BHIVA).
   Dr Cristiana Oprea, Romania, talked 
about TB in HIV infected patients.
   – TB is the most frequent opportunistic  
infection in Eastern Europe, with high 
percentage of drug resistant TB and a high 
level of mortality, Dr Oprea explained.
   Low coverage of ART, lack of social 
support and adherence – in particular in 
vulnerable groups – leads to inadequate 
results of TB treatment, she continued.

low – and to keep promoting a fair per-
ception of HIV infection risk.

Rapid expansion of PrEP in Paris   
Director of Vers Paris sans SIDA, Eve 
Plenel, France, presented data on drop-
in diagnoses among MSM in Paris.
   – Between 2015 and 2018, HIV diag-
noses have fallen by 16 % overall in Paris 
with a steep decrease of 28 % among 
French-born MSM, she told the audience.
   The number of HIV tests have gone up 
by 10 - 15 % – along with increased in-
vestment in self-tests, outreach testing 
and daily communication that promotes 
HIV test as a recurrent trivial examina-
tion with daily opportunities adapted to 
urban life.
   – PrEP use is expanding quickly among 
Parisian MSM. The uptake has been  
boosted by the ANRS Prevenir study, 
as well as the political support given 
to PrEP early adopters by City officials  
and public campaigns, Ms Plenel sum-
marised.
   However there are still challenges: 
Within the gay and MSM communities 
PrEP has gained legitimacy and HIV/
STI screening have gone up. Yet, Parisian 
MSM do not test frequently enough for 
HIV, and delays to diagnosis therefore 
remain too high.
   – Those results call for additional ef-
forts especially towards migrant MSM. 
Next steps are free HIV tests in medical 
labs without prescription, incentives for 
GPs to offer sexual health check-ups, 
community-based express STI clinic and 
new PrEP roll-out strategies, Ms Plenel 
ended her lecture.

reported "chemsex" – i.e. drug use just 
before or during sex. 5.3 % interrupted 
PrEP care. 
   There is a unique potential for PrEP to 
be a game-changer, Ms Deblonde said.
   – But we need to continue to invest in a 
reliable data collection – with individual 
data instead of aggregated data, longitu-
dinal follow up and with linkages to the 
PEP and new HIV diagnoses surveillance. 
In my opinion, there should be a set of 
core indicators at European level. Finally  
– PrEP, as a catalyst for combination pre-
vention uptake and sexual health pro-
motion, should be reflected in the set of 
indicators that we monitor!
   There are several challenges and on-
going questions: Do we target the right 
people – are those that access PrEP those  
who need PrEP? How many want/need 
PrEP but do not access it? What is the 
desired PrEP coverage to have an impact 
on the HIV epidemic? These were just 
some of the questions that Ms Deblonde 
finished by pointing out.

Epidemic elimination may 
be temporary
In many high-income settings, MSM 
constitutes the group most affected by 
HIV. The IPERGAY and PROUD clinical 
trials showed that PrEP can reduce HIV 
incidence among MSM by 86 %. Accor-
ding to one study in the US and one in 
the Netherlands, PrEP can curtail – even 
eliminate – HIV epidemics, if high levels 
of PrEP coverage are reached.
   – But in both cases, PrEP coverage is 
assumed to reach certain values – which 
may not be achieved in the real world, 
said PhD student Sofia Jijón, France.
    What levels of PrEP coverage could 
be reached voluntarily by MSM at risk? 
She presented a mathematical model, ac-
counting for individual decision-making 
about adopting PrEP.
   – In theory, epidemic elimination is 
possible – provided PrEP effectivness is 
high. The minimum level that could lead 
to epidemic elimination (58 %) is much 
lower than the level of PrEP effective-
ness found in major PrEP trials (86 %).
   Also the relative cost (which includes 
price, access model of PrEP, pill burden 
etc.) of using PrEP versus ART is percei-
ved as low.  
   Ms Jijón also pointed out that epidemic 
elimination may only be temporary.
   – After temporary elimination, the 
risk of infection is no longer perceived – 
which leads to a perception of a higher 
cost that in turn leads to epidemic resur-
gence. Epidemic elimination requires to 
keep the cost of PrEP perceived as being 

Eve Plenel

Jessika Deblonde Sofia Jijón
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what EACS is all about. Thank you all for 
coming – and see you again in London 
in two years time, said EACS President  
Jürgen Rockstroh, Germany.
   With that, EACS 2019 in Basel had 
come to its end.
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Late diagnosis were preventable in more 
than 1,000 patients – so potentially 100 - 
200 deaths were preventable if previous 
testing opportunities had not been mis-
sed, Dr Chadwick said.
   He presented a pilot project performed 
at 15 hospitals in UK, July - December 
2018. The total number of late presenters 
in the pilot period was 127.
   – It showed that the LDRP was feasible 
in the pilot hospitals. LDRP was found 
to be a sustainable process with current 
resources in most centres, he continued.
   The pilot also showed that engagement 
with healthcare services where missed 
opportunities occurred is difficult.
   – An implementation of LDRP across 
UK is planned for 2020. This should 
contribute to increased HIV testing, 
reduced late diagnosis – and lowering 
harm to patients, Dr Chadwick said.

"What EACS is all about"
Dr Ann Sullivan, UK, described a joint 
pilot audit between EACS and ECDC 
on hepatitis screening, prevention and  
management in PLWH.
   – The conclusion from the pilot is that 
a multicentre, multinational plan is fea-
sible and acceptable to clinicians. Data 
produced would allow national, regional 
and pan-European comparison of per-
formance against EACS standards and 
variation, Dr Sullivan said.
   It would also allow services to bench-
mark themselves to similar services 
(country/healthcare system) with lear-
ning.
   – But we have also found challenges. 
One of them is time. In the pilot, time 
was donated by clinicians – it was only 
achieved due to their good will and en- 
thusiasm, Dr Sullivan pointed out.
   – This session very nicely demonstrated  

   Dr Oprea described a typical patient in 
her home country Romania. He is an in-
jecting drug user, and has AIDS, TB and 
HCV.
   Negotiations are ongoing to decrease 
the cost of drug resistant TB treatments 
at national and European levels. There is 
a need of strong infection control to stop 
spread of TB and multidrug resistant TB 
and HIV infections, she stressed.
   Dr Oprea ended with a quote from Nel-
son Mandela: "We can not win the battle 
against AIDS if we do not also fight TB".
   – So, when HIV virus and TB bacteria 
can work together – why can't we?

HCV treatment also works 
as prevention
Liver diseases are the major cause of 
morbidity and mortality in PLWH and 
co-infected with HBV/HCV, said Prof 
Mojca Maticic, Slovenia. She was talking 
about viral hepatitis.
   In Europe, hepatitis C is the major cause 
of viral hepatitis mortality.
   – HCV treatment with direct- 
acting-antivirals is highly effective, and 
also works as prevention of HCV trans-
mission. Co-infected people should be 
diagnosed and provided with appropria-
te and effective treatment for both HIV 
and HCV as a priority, she underlined.
   Dr Maticic ended by pointing out that 
HCV micro-elimination in HIV/HCV 
co-infected patients as a public threat 
seems feasible.
   – In HIV/HCV co-infection, treatment 
indication and regimens are the same as 
in HCV mono-infected patients.

Project to reduce number of late 
presenters
A clinical audit is a way to find out if 
healthcare is being provided in line with 
standards, said Dr David Chadwick, UK. 
He was talking on Late Diagnosis Re-
view Process (LDRP). According to him, 
it is a something in between an audit and 
quality of care control.
   – In 2016 around 2,066 patients in UK 
were diagnosed late (CD4 less than 350). 

David Chadwick Ann Sullivan

Cristiana Oprea Mojca Maticic

Jürgen Rockstroh
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   This also increases the probability to 
achieve complete viral suppression and 
improve clinical outcomes and survival.
   – Remember we have to center our 
care around the patient, Dr Oprea under- 
lined.

Boosted protease inhibitor 
recommended for early start
The third 90 is ART. Dr Anton Pozniak, 
UK, talked about rapid start – i.e. at the 
time of diagnosis.
   – Given the lack of robust evidence  
there is no standard framework for rapid- 
start ART in high income settings, he 
pointed out.
   If one wants to start rapid ART, what 
treatment should one choose? Dr Pozniak 
presented statements from guidelines.
   – EACS and IAS-USA say that if ART 

role in early diagnosis – here there are 
opportunities for improvement, she 
commented. 
   – There is still a delay to entry in care 
– even in settings with high linkage to 
care. But one strategy does not fit all – 
best practices depend on the local situa- 
tion and epidemic, were Dr Hofstra's  
take-home messages.

Many barriers for retention in care
Dr Cristiana Oprea, Romania, then talked 
about the second 90 – retention in care.
   – This is defined as a patient's regular 
engagement with medical care at a health- 
care facility after initial entry into the 
system, Dr Oprea explained.
   There are many barriers for retention 
– stigma and fear, substance use disorder 
and social barriers such as insurance and 
housing were some she described.
   A study published in 2019 on a total of 
38,700 transmissions showed that per-
sons diagnosed with HIV – but not retai-
ned in care – are responsible for 43% of 
all transmissions in the US. 
   – It is important to use a collaborative 
and multidisciplinary approach – and in-
tegration of HIV, TB, HCV, addiction and 
mental care to increase probability of 
receiving ART, direct-acting antivirals, 
anti-TB therapy and opioid substitution 
therapy, she summarised.

At the Conference in Basel, several 
sponsored symposia, outside the EACS 
Scientific programme, were held. HIV & 
Virology News sat in on some of them, 
and here follows a brief report on what 
was said.

Still a delay in entry care
A clinical journey through the 90-90-90-
90 was the title of the first of these sym-
posiums. It was sponsored by Janssen, 
and Dr Karine Lacombe, France, and 
Prof Alan Winston, UK, were the Chairs.
   All speakers presented patient cases 
that illustrated their topics.
   Dr Marije Hofstra, The Netherlands, 
talked about the first 90: Testing.
   – Early diagnosis of HIV infection is 
essential for treatment as prevention to 
work, she underlined.
   In The Netherlands this first 90 is the 
most challenging. Dr Hofstra presented 
data on HIV testing in general practice 
in Europe. Missed opportunities are fre-
quently recorded.
   – In Italy, 26 % of late presenters had 
more than one indicator condition 
without undergoing testing. In Estonia, 
of 390 indicator conditions only 5 % 
were tested for HIV. And in Switzerland 
47 % of newly diagnosed cases had missed 
at least one opportunity 
   General practitioners can play a key Marije Hofstra Cristiana Oprea

Symposia at EACS 2019
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that many people's knowledge of HIV 
stems from 20 - 30 years ago.
   – It is important to re-educate them 
– and that is more difficult than to edu-
cate them in the first place. That is why 
U=U is so important. It's new know- 
ledge, and I want to be a part in the pro-
cess of spreading it in the general popu-
lation, Mr Thomas ended the sympo- 
sium.

Marked reduction in fasting lipids
A symposium sponsored by MSD was 
entitled “No more to learn in HIV?" Don’t 
be so sure…
   Dr Laura Waters (UK), who was the 
Chair, talked about the limitations of 
non-nucleoside reverse transcriptase in-
hibitors (NNRTIs).
   – There is a need for a pre-treatment 
resistance test, and there are drug-drug 
interactions.
   Dr Waters continued with presenting 
data on fasting lipids at week 24 from 
the DRIVE-SHIFT study. In this, 670 
participants who demonstrated virolo-
gical suppression (undetectable HIV-1 
RNA) on an antiretroviral regimen for 
at least six months were randomised 
to begin treatment with doravirine/ 
lamivudine/tenofovir disoproxil fuma-
rate (DOR/3TC/TDF) immediately on 
Day 1 (immediate switch group, N=447) 
or after 24 weeks (delayed switch group, 
N=223).
   – A marked reduction in fasting lipids 
was seen in the DOR/3TC/TDF group, 
she said.
 
A period of extreme vulnerability  
Prof Karine Lacombe, France, then spoke 
about women and HIV.
   – Women represent 52 % of all HIV- 
infected persons globally, she reminded 
the audience.
    The mission for Women against viruses 
in Europe (WAVE) is to promote welfare 
of HIV-positive women in Europe, and 
Prof Lacombe presented their key areas 
to optimise care of women living with 
HIV.
   – The first is psychosocial aspects of 

I wanted to do it right: To rid stigma sur-
rounding HIV with hard facts! It had to 
be not just about me – many more live 
with HIV and experience the shame.
   He explained when the documenta-
ry was aired, it made him relieved and  
feeling relevant. It proved that he still 
was athletic and could participate in 
competitive sports.
   – That day I ridded a bit of my stigma, 
he said and showed a clip from the do-
cumentary – which rendered him a stan-
ding ovation.

An important message
Mr Alex Kalomparis, Vice-President of 
Public Affairs for the EMEA region at 
Gilead Sciences, said that there are many 
issues for patients beside the virus.
   He talked about the Prevention Access 
Campaign – a health equity initiative 
to end the dual epidemics of HIV and 
HIV-related stigma.
   – It is about empowering people with, 
and vulnerable to, HIV with accurate 
and meaningful information about their 
social, sexual and reproductive health. 
One important message is undetectable 
equals untransmittable (U=U), which 
was founded by the Prevention Access 
Campaign!
   The U=U movement is a growing global 
community of HIV advocates, activists, 
researchers and over 900 community 
partners from nearly 100 countries.
   In partnership with the International 
Association of Providers of AIDS Care 
(IAPAC), Gilead launched an emotive 
documentary "Fast-Track Cities: Making 
progress, changing lives" focusing on the 
successes of the Fast-Track Cities initia-
tive in six cities across the globe: London, 
Atlanta, Bangkok, Kyiv, Nairobi and Sao 
Paulo.

More difficult to re-educate
The symposium ended with a panel 
discussion. Dr José M. Zuniga, IAPAC,  
talked about the fact that stigma still  
prevails.
   – Five decades into the epidemic! It has 
to be addressed, he said.
   Dr Rageshri Dhairyawan, Barts Health 
NHS trust, talked about the political bar-
riers.
   – They are huge barriers, and we need to 
work together in order to tear down and 
erase them, she stated.
   Marion Wadibla, The NAZ project 
London, talked about the inequity many 
PLWH experience.
   – We have to go from talk to action, she 
said.
   Gareth Thomas finished by underlining 

is initiated before resistance is available, 
a high genetic barrier drug – a boosted 
protease inhibitor – is recommended.  
   United States Department of Health & 
Human Services recommends under the 
same circumstances boosted darunavir 
or dolutegravir + tenofovir/emtricitabine. 

Unmet needs in mental health
Quality of life has become the "fourth 
90". Dr Antonella Cingolani, Italy stressed 
the importance of patient reported out-
comes (PROs).
   – Quality of life and other PROs repre-
sent essential outcomes to be considered 
for the evolving challenges of the long-
term healthy living in PLWH. These in-
struments and interventions should be 
tailored according to different unmet 
needs of PLWH, Dr Cingolani said.
   Mental health is one of the most urgent 
unmet needs. Data presented at the Glas-
gow conference 2018 showed that 29 % 
of PLWH screened positive for a mental 
health condition.
   – The challenge is how to measure it, 
and to plan interventions. A research 
priority should be to include PRO mea-
surements in the regulatory evaluation 
of innovative therapeutic strategies, Dr 
Cingolani ended her talk.     
 
Participated in a documentary
Together we can stop the virus – working 
in partnership to achieve common goals 
was the title of a symposium sponsored 
by Gilead Sciences.
   One of the speakers was the British rug-
by player Mr Gareth Thomas, who gave 
an emotional talk about his private jour-
ney after being diagnosed with HIV.
   – It is a cursed disease, and I could not 
accept it. My visits to hospitals became 
a necessary evil, steeped in shame, Mr 
Thomas told the audience.
   The turning point for him happened 
when a journalist sought him out, and 
Mr Thomas realized that his status was 
going public.
   – I then participated in a BBC do-
cumentary on how to live with HIV, and 
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New drug for multi-drug resistant 
patients
Beating resistance: Finding new treatment 
paths for difficult-to-treat HIV patients, 
was the title of a symposium sponsored 
by Thera technologies.
   Chair Prof Carlo Federico Perno, Italy, 
began by talking about managing diffi-
cult-to-treat HIV patients.
   – Studies on treating subjects with multi- 
drug resistant virus show higher levels of 
non-suppressions, he pointed out.
   Ibalizumab is an agent for cases in 
which it is otherwise not possible to 
construct a suppressive antiviral regi-
men. It is now approved in the USA, and 
will soon be approved in Europe, Prof 
Perno said.
   – It blocks HIV-1 from infecting CD4+ 
T-cells by binding to a conformational 
epitope in the extracellular domain 2 of 
CD4, and interfering with the post-at-
tachment steps of HIV-1 cell entry. It is 
a novel approach, with a complete diffe-
rent mode of action – not as other drugs.
   In Phase IIb and III trials, only one pa-
tient (of 153 patients total) was positive 
for anti-ibalizumab antibodies.
   – Even in this single case, positive im-
munogenicity did not appear to have a 
negative impact on the antiviral efficacy 
of ibalizumab, Prof Perno underlined.

Pathway to trials without placebo
– There is a high unmet medical need for 
new treatment options, said Dr Antonella 
Castagna, Italy.
   The prevalence of heavily treatment 
experienced (HTE) patients in Europe is 
8,8 %. Multidrug resistant HIV-1 is a real 
issue. This trend is stable according to a 
study, Dr Castagna emphasized.
   She presented two cases in which most 
regimens had been unsuccessfully  tested. 
– Even though we are reaching an era  
where we have fewer of these patients, 
there are still some, Dr Graeme Moyle said. 

diabetes mellitus, peripheral vascular di-
sease, dyslipideaemia and liver fibrosis, 
Prof Mallon continued.
   The ADVANCE trial was an open label 
RCT in South Africa. 1,053 ART-naive 
were randomised to dolutegravir/emtri-
citabine/tenofovir disoproxil fumarate 
versus dolutegravir/emtricitabine/teno-
fovir alafenamide fumarate versus efavi-
renz/ emtricitabine/tenofovir disoproxil 
fumarate. 
   – There were differences in weight gain 
between the arms: At week 48, 20 % of 
females in the DTG/FTC/TAF arm had 
gained weight. 11 % of females in DTG/
FTC/TDF arm had gained weight – the 
EFV/FTC/TDF arm had 9 % of females 
that gained weight.
   The NAMSAL study in Cameroon with 
613 participants (65,9 % female) showed 
a similar outcome.
   Lipids have been seen to increase in 
patients that switch from tenofovir diso-
proxil fumarate to tenofovir alafenamide 
fumarate.
   – Is this only is related to the loss of 
effect for TDF – or does TAF have me-
tabolic effects? At this time we can not 
answer those questions, Prof Mallon  
ended his talk.

HIV diagnosis and care. Then there is 
mental health and wellbeing, she said.
  Pharmacokinetics, toxicity and tolera-
bility of ART is the third area. Co-infec-
tions, comorbidities and menopause the 
fourth. The fifth and final area is sexual 
and reproductive health.
   Prof Lacombe stressed that spe- 
cific care should be delivered to women  
living with HIV alongside the continuum 
of care.
   – PrEP is a challenge in women at risk, 
and work should be done to increase  
access. Also ART regimens may still be 
an issue.
   She continued by talking about preg-
nancy, which is a period of extreme vul-
nerability for HIV transmission and for 
treatment adverse effects.
   – Unplanned pregnancy is a reality. 
In a study published 2018 that followed 
1,142 pregnancies from 671 HIV positive 
US women, 524 (78.1 %) reported at least 
one unplanned pregnancy.
   Prof Lacombe finished by pointing out 
that polypharmacy is more common in 
women. There are gender-related bio-
logical differences in the occurrence of 
specific co-morbidities.
   – Ageing increases the risk of co-mor-
bidities and polypharmacy, owing for a 
careful follow-up with special attention 
to quality of life, was Prof Lacomb's final 
take-home message.

Differences in weight gain
Two "hot topics" in HIV is 1: weight gain 
and obesity and 2: dyslipidaemia, said 
Prof Paddy Mallon, Ireland.
   He underlined that weight gain and 
obesity are two different things.
   – Overweight is defined as a BMI higher  
than 25, but lower than 30. Obesity 
means a BMI over 30, he explained.
   There are consequences of obesity in 
PLWH. 
   – It is associated with hypertension, 

Karine Lacombe, Paddy Mallon and Laura Waters

Graeme Moyle, Antonella Castagna and Carlo Federico Perno



HIV & VIROLOGY NEWS 1· 202022

Symposia at EACS 2019

to recommend for this patient. The ma-
jority (59%) in the audience voted for 
one integrase strand transfer inhibitor + 
2 nucleoside analog reverse-transcriptase 
inhibitors. A 2-drug regimen came in on 
second place with 30 % of the votes.  

Always review possible 
adverse events
Where do dolutegravir-based regimens 
fit into international first-line guidelines?
   – Dolutegravir + abacavir/lamivudine, 
emtricitabine/tenofovir alafenamide fu-
marate, or emtricitabine/lamivudine is 
preferred by EACS. Dolutegravir + em-
tricitabine/tenofovir disoproxil fumarate 
is preferred by WHO, Dr Calmy continued.
   The two guidelines differ in their view 
on dolutegravir use at conception. WHO 
recommends dolutegravir  as preferred 
treatment option in all populations, while 
EACS do not recommend it in women 
who wish to conceive or who become 
pregnant while on ART. However, it is ok 
after 8 weeks of pregnancy.
   Dr José Arribas, Spain, talked about 
switch strategies. One of the indications 
for a switch in virologically suppressed 
persons is documented toxicity – or pre-
vention of long-term toxicity.
   – Clinicians should always review pos-
sible adverse events or tolerability issues 
with current ART regimens. Just because 
the viremia is suppressed, it should not 
be assumed that the PLWH is well adapted 
and tolerating the current regimen, Prof 
Arribas pointed out.
   The symposium then ended with a  
panel discussion between the speakers.

 PER LUNDBLAD

   – According to the guidelines, not 
much. But we must consider long term 
ARV toxicity – and the factors that in- 
fluence optimal NRTIs, Dr Waters con-
tinued.
   New oral fixed-dose three drug com-
binations are bictegravir/emtricitabine/ 
tenofovir alafenamide fumarate, dora-
virine/lamivudine/ tenofovir disoproxil 
fumarate and darunavir/ cobicistat/ em-
tricitabine/tenofovir alafenamide fuma-
rate. 
   2-drug regimens are dolutegravir/rilpi-
virine and dolutegravir/lamivudine.
   – Dolutegravir/lamivudine is probably 
the game-changer for 2-drug regimens, 
she said.
   Dr Waters finished her lecture by stres-
sing the importance of individualised 
choice of regimen.
   – It has to do with patient factors. Choice 
should be determined by the factors we 
understand now – and the factors that 
emerge in the future. Choice should not 
be determined by systems factors, she 
stated.

Same day ART
A case with a 32 year old migrant woman 
newly diagnosed with HIV was presented 
by Dr Alexandra Calmy, Switzerland. 
The woman had 110,000 HIV RNA co-
pies/ml and a CD4+ cell count of 350 
cells/mm3. The audience was asked to 
vote on when the best time to initiate 
ART for this patient should be. 
   82 % voted for the alternative "as soon 
as possible", which also was Dr Calmy's 
opinion.
   – Same day ART is associated with 
increased likelihood of ART initiation, 
retention in care and viral suppression. 
There is also a trend for decreased like-
lihood of loss to follow-up and death. In 
addition, earlier ART initiation reduces 
the viral reservoir in the individual, she 
said.
   Next vote was on which regimen type 

   He presented a pathway to approval of 
new drugs for treatment-experienced 
patients by EMA and FDA with trials 
without placebo. 
   – All patients receive investigational 
new drug and optimised background 
regimen. A second analysis occur at 24 
weeks to evaluate dose response, dura-
bility of dose response, safety and emer-
gence of resistance to the investigational 
new drug and optimised background re-
gimen, Dr Moyle explained.

First new ARV mechanism since 2007
Dr Moyle presented the ibalizumab Phase 
III trial. The eligibility criteria were HIV-
1 viral load of more than 1,000 copies/ml, 
documented resistance to one or more 
ARV from 3 classes – and had sensitivity 
to more than 1 ARV to construct an opti-
mised background regimen.
   – Ibalizumab was found to maintain  
viral suppression over 25 weeks.
   Patients who completed week 25 were 
enrolled to 96 weeks long term fol-
low-up. They continued to receive iba-
lizumab every two weeks. 82 % completed 
the study to week 96. No safety concerns 
emerged between week 25 and 96.
   He finished his talk with some unique 
properties for ibalizumab.
   – Ibalizumab has the first new ARV 
mechanism of action since 2007. There 
is no evidence of cross-resistance with 
existing ARV, and no antagonism seen 
with any ARV class. It is metabolised by 
CD4 receptor internalisation – not by  
liver or kidney. It has no drug-drug inte-
ractions with approved ARVs and does 
not require daily dosing – it is given as 
intravenous infusion ever two weeks, Dr 
Moyle underlined.  

Game-changer for 2-drug regimens   
Clinical Care Options is a premier me- 
dical education technologies and medical 
publishing company. They gave a sympo-
sium supported by an educational grant 
from ViiV Healthcare, entitled Broader 
horizons: Incorporating ART advances  
into patient care. Prof Jean-Michel  
Molina was the Chair.
   Dr Laura Waters started by giving a 
lecture on recent advances in ART. After 
a brief history summary, she turned her 
attention to current ART. 
   – EACS Guidelines recommend as pre-
ferred first line treatment an integrase 
strand transfer inhibitor + 2 nucleoside 
reverse transcriptase inhibitors (NRTI). 
For the first time we see dolutegravir + 
lamivudine here, she said.
   What is so bad about 2 NRTIs + a third 
drug? 

Jean-Michel Molina, Laura Waters, Alexandra Calmy and José Arribas
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More News on Weight gain from 
virtual CROI

dest but significantly greater in the TAF/
FTC arm. Weight over 96 weeks rose 
1.7kg vs 0.5kg (p<0.001) while BMI star-
ted at 25.3/m2 in both groups and rose by 
0.6 and 0.1 (p<0.001). Within the subset 
of Black subjects weight gain was slightly 
greater than the overall population (+2kg 
for TAF/FTC vs +0.9 for TDF/FTC) and 
not significantly different within this 
subset.  The weight gain in F/TAF arm 
was similar to that observed in the pla-
cebo arm of iPrEx PrEP trial (where 
subjects on TDF/FTC PreP lost a small 
amount of weight) and the changes that 
may be expected in the general popula-
tion over 96 weeks. Thus, in HIV negative 
subjects there appears scant evidence of 
a TAF weight effect, but good evidence of 
efficacy as PreP with some safety advan-
tage over TDF/FTC based PreP.

Studies in HIV+ subjects: Randomised
Previous data on weight change have 
suggested black and female subjects may 
be at greatest risk of weight gain. The 
BRAAVE2020 study exclusively recrui-
ted subjects with black or African-Ame-
rican heritage to either continue their 
current regimen (SBR) or switch to the 
single tablet of bictegravir/FTC/TAF. A 
total of 495 subjects were randomised 
(B/F/TAF n=330, SBR n=165) including 
32% cis women, 2% trans women with 

over 96 weeks. It remains unclear (to 
me at least) if differences observed in 
an HIV+ study represent a ‘protective’  
effect of TDF over weight gain or an  
effect of TAF on enhancing weight gain. 
Studying healthy subjects without HIV 
at least takes any ‘restoration to health’ 
effect out of the equation. 

DISCOVER randomised at risk 
cis-males and trans-females to TAF/FTC 
(n=2694) or TDF/FTC (n=2693). Over-
all, 84% of subjects were white and 17% 
were on TDF/FTC PreP at baseline. Over 
96 weeks 24 infections occurred, 8 with 
TAF/FTC for a rate of 0.16/100 person 
years of follow up and 16 on TDF/FTC 
or 0.3/100py follow up. Differences were 
not statistically significant. One and Two 
percent, respectively of subjects discon-
tinued due to adverse events, including 
one Fanconi event in the TDF/FTC arm. 
As expected bone and renal effects fa-
voured the TAF/FTC arm, with a rise of 
1% in spine (vs -1.4% with TDF/FTC) and 
+0.6% in hip BMD(vs -1%). eGFR changes  
were -0.6 vs -4.1ml/min with similar 
changes when only older subjects were 
considered. Lipid changes favoured TDF/
FTC while there were no differences in 
glucose over 96 weeks. Lipid reductions 
with TDF have been previously reported 
but not associated with cardio-protec-
tion.  Weight and BMI changes were mo-

An outbreak of SARS-CoV 2, centred 
around a meeting of the Pharmaceu-
tical company Biogen at the Marriott 
Hotel, steps away from the conference 
centre, is likely to be the critical event 
that turned this years CROI into a virtual 
meeting. 

The outbreak led to over 100 cases  
across the US (https://www.nbc 
boston.com/news/coronavirus/
what-we-know-about-the-corona-

virus-cases-linked-to-biogens-boston-
meeting/2086974/). Many CROI dele-
gates had already been prevented from 
coming due to travel bans while others 
had withdrawn due to responsibilities 
with the management of the deadly out-
break in their own home countries. The 
decision was wise given how much the 
outbreak has extended in the subsequent 
weeks. 

The conference continued online and 
remained engaging and relevant to cli-
nical practice although the subject of 
weight change with ART continued to 
generate more heat than light.

Weight Change in PreP
The issue of the potential role of teno-
fovir alafenamide (TAF) relative to ‘old’ 
tenofovir DF and the weight change was 
explored in the DISCOVER PreP trial 

Weight gain from virtual CROI
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ternational Diabetic Federation criteria, 
BMI rather than waist circumference 
was used to estimate emergent metabo-
lic syndrome. Metabolic syndrome was 
observed 5% at baseline, increasing to 
to 8% with TAF/FTC/DTG, and stable 
rates of 6% and 4% at both baseline and 
week 96 with TDF/FTC/DTG and TDF/
FTC/EFV, respectively. Ten year Fra-
mingham risk rose fractionally (+0.43, 
+0.22, +0.28%) from low baseline risk 
(2.37, 2.53, 2.24%) with no differences 
between groups and is largely related to 
rise in age. The QDIABETES risk calcu-
lator also incorporates BMI in estimating 
risk of new onset diabetes mellitus over 
10 years and includes a race adjustment. 
Baseline risk was low in a 3 arms (0.3, 0.4. 
0.3% respectively) and rose in all groups 
over 96 weeks (+0.9, +0.5, +0.7%, respec-
tively) with significant pairwise diffe-
rences between TAF vs TDF with FTC/
DTG, and DTG vs EFV with TDF/FTC 
but no differences between TAF/FTC/
DTG and TDF/FTC/EFV. Thus, in this 
young population of African subjects, 
treatment emergent obesity was common, 
especially in women, and while statistically 
significant intergroup differences were no-
ted in some analyses, the observed changes 
in estimated effect of cardiometabolic risk 
were typically modest.

The IMPAACT 2010 study, looking at 
the same regimens as ADVANCE, de-
monstrated that in pregnant women with 
gestational age 14 - 28 weeks maternal 
and foetal outcomes were significantly 
better with TAF/FTC/DTG. The previous 
studies DolPHIN II, which compared 
TDF/FTC + either DTG or EFV reported 
postnatal weight changes in various re-

gain on estimated future risk. Of note, 
these calculators have generally not 
been validated in African populations 
although some include adjustments for 
race and the average age at entry was 
33yrs, with age an overarching risk for 
cardiovascular and diabetic risk. Treat-
ment emergent obesity was common in 
the study. Amongst women randomised 
to TAF/FTC/DTG vs TDF/FTC/DTG vs 
TDF/FTC/EFV obesity defined as a BMI 
>30kg/m2 emerged in 28, 17 and 15%, 
respectively through week 96. For men, 
emergent obesity was seen in 7, 5 and 
3%, respectively. Fasting glucose values 
were little changed (0,5, 0.5, 0.7mmol/l) 
and did not differ between groups. Blood 
pressure rose 3mmHg with TAF/FTC/
DTG and fell 1mmHg with TAF/FTC/
DTG (p=0.03) but DTG groups did not 
differ from the EFV arm. Total and HDL 
cholesterol rose significantly more with 
EFV than DTG regimens, and more with 
TAF than TDF when combined with 
FTC/DTG. Waist circumference was not 
reported in the study. Utilising the In-

a median age of 49 yrs (range 18-79). 
Subjects were required to be stable on 
therapy with a median HIV treatment 
duration of 10 yrs (IQR 6,17). The study 
allowed in subjects with some known 
NRTI mutations and  11% had a history 
of M184V/I mutation. At baseline 3rd 
agents the INSTIs 61% (most commonly 
EVG/c 38% of total and DTG 20%), NN-
RTIs 31% and PIs 9%. TAF was used by 
68% of subjects, TDF in 17% and ABC in 
13%. At the primary endpoint of week 24, 
0.6% on B/F/TAF and 1.8% on SBR had 
HIV-1 RNA ≥50 c/mL (difference -1.2%; 
95% CI -4.8% to 0.9%) demonstrating 
noninferiority of B/F/ TAF. The propor-
tion with HIV-1 RNA <50 c/mL was 96% 
B/F/TAF and 95% SBR. Importantly, no 
subject had treatment emergent resis- 
tance to study drugs. There were mini-
mal differences in the median changes in 
weight (IQR) over 24 weeks, 0.9 (-1.3, 3.0) 
for B/F/TAF and 0.2 kg (-1.7, 2.0) for SBR 
respectively, the differences not being 
statistically significant (p=0.09). Changes 
in weight were not analysed by gender or 
baseline regimen. Lipid differences were 
minimal.  Participants on B/F/TAF arm 
preferred their new regimen as shown 
by higher HIV-TSQ scores at W4 and 
W24 compared to SBR (p<0.001). The 
data are supportive of a minimal effect 
of B/F/TAF on weight gain in Black sub-
jects although is not conclusive given 
that the study has short term follow up 
and included a high proportion of sub-
jects on TAF at baseline.

The ADVANCE study in South Africa 
reported striking differences in weight 
increases with initial therapy between 
DTG and EFV, lower with EFV when 
each combined with TDF/FTC and with 
TAF and TDF when each combined with 
FTC/DTG. Increases in weight were 
most striking in women. An exercise pre-
sented at CROI involved the imputing of 
baseline and (incomplete) week 96 data 
into various risk calculators to examine 
the potential consequences of weight 
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A study in 30 ART-naïve individual, 
prospectively enrolled subjects and per-
formed a comprehensive clinical and  
laboratory assessment at baseline and 
at 6 and 12 months after ART initiation. 
Fasting resting metabolic rate and V02 
were measured by indirect calorimetry 
and body composition by DXA. Nutrient 
intake was assessed by a registered die- 
tician via 24-hour dietary recalls x3 at 
each time point. Subjects had a mean 
age or 31 yrs, 77% were male, and 74% 
black. Clinical data included a mean ba-
seline CD4 of 444 cells/mm3 and HIV 
RNA 267,148 copies/mL, BMI 28.6 kg/
m2 and1690 total kcal average daily in-
take. All but 1 initiated an integrase in-
hibitor-based regimen (53% DTG; 37% 
TAF). Viral suppression at month 12 
was achieved in 29/30 subjects. At both 
month 6 and 12, there was a significant 
increase in mean weight, total body fat 
and trunk fat (6 mo/12 mo: +3.8/+10.2 
kg, +2.4/+4.6 kg, +1.6/+3.4 kg; all p<0.05), 
but a nonsignificant increase in total lean 
body mass (+1.7/+2.7 kg). Intriguingly, 
there were no significant changes in res-
ting metabolic rate, V02 or dietary intake 
(kcal, total fat, saturated fat, fiber, pro- 
tein, total sugars, fructose, branched-chain 
amino acids, or arginine) (all P>0.70). This 
suggests that the observed changes in 
weight may not relate to appetite but 
may involve improved utilisation of nut-
rients such as may arise from improved 
gut function. The same investigators re-
ported separate data describing enhan-
ced gut integrity, reduced gut inflamma-
tory markers and ART reversing the loss 
of intestinal microbiome diversity asso-
ciated with HIV infection.

Further data from ADVANCE exa-
mined variants in CYP2B6 and weight 
gain. A subset of 170 participants in the 
EFV/TDF/FTC arm underwent CYP2B6 
metaboliser genotype testing to be clas-
sified as extensive, intermediate, and 
slow of EFV. Weight gain was compared 
between CYP2B6 extensive metaboli-
sers in the EFV/TDF/FTC arm and the 
DTG/TDF/FTC arm. The  CYP2B6 me-

3.0). Within DTG users, black subjects  
gained an average of 5.1kg whereas white 
subjects gained 3.3kg. Black DTG users 
had a 3.2 times greater risk of gaining 
≥15kg compared to white DTG users 
in their first year after ART initiation 
(95%CI:1.3-8.0). The risk was partially 
reduced in sensitivity analyses adjusting 
for HIV disease severity at baseline (RR:2.4 
95%CI:0.9-6.3) and when only subjects 
on a TDF backbone were considered 
(RR:2.3 95%CI:0.7-7.3). Differences in 
risk of weight gain between black and 
white participants were not observed 
for non-DTG based regimens. This con-
tinues to underline that race and ART 
choices appear to interact and associate 
with weight gain. The data also contrast 
somewhat with the B/F/TAF data reported 
above in the BRAAVE2020 randomised 
study. 

Mechanistic and Genetic studies
Weight gain in the setting of some 
psychiatric drugs has been associated 
with marked increase in appetite and 
food intake. Data reported with DTG 
suggests this agent interacts with the 
Melanocortin-4 receptor involved in ap-
petite. Thus mechanistic studies are ur-
gently needed to understand why people 
are gaining weight. 

gions. Subjects in Botswana and South 
Africa, but not Uganda, were noted to 
gain more weight in the post partum pe-
riod, re-iterating in a further randomised 
study the differences between the choi-
ces but also the geographical variations 
in weight gain that may be in part in- 
fluenced by genetic variants, more of 
which below. 

Studies in HIV+ subjects: Cohort
The MACS cohort looked at 2255 sub-
jects switching to INSTI and reported 
several key risk factors and differences 
between INSTI choices. The data indica-
ted that weight gains were greater when 
switching away from NNRTIs than PIs 
but also  for women, non-white and  
older subjects. Amongst INSTIs, weight 
gains were greatest in DTG recipients, 
more modest with EVG/c and least with 
raltegravir. Bictegravir was not widely 
used at the data cut off. 

A further cohort of 8 Centers for AIDS 
Research Network of Integrated Clinical  
Systems (CNICS) evaluated weight 
change ART-naïve individuals  who ini- 
tiated ART between 2012-2018 with re-
gimens included efavirenz, rilpivirine, 
atazanavir, darunavir,  and DTG-based 
≥3 drug regimens. Reflecting the extraor-
dinary weight gain sometimes observed 
they defined ‘substantial’ weight gain as 
≥15kg 1 year following  ART initiation. 
The analysis  restricted race to white 
vs black and baseline BMI to ≥18.5 and 
adjusted for age, sex, hepatitis B and/or 
C virus coinfection, smoking, diabetes, 
and baseline BMI. They commenced 822 
subjects (DTG=302 Others=520), Over-
all, 52 (6%) of subjects gained ≥15kg, of 
whom 26 (50%) were taking DTG, and 
19 (73%) were black. DTG users were 
more likely to gain ≥15kg compared 
to non-DTG users (RR:1.7 95%CI:0.9- 
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lear. It remains clear, however, that body 
shape changes that lead to sarcopenic 
obesity in older people with HIV are le-
ading to high rates of pre frailty, life limi-
tations and frailty as patients age. Efforts 
around diet, exercise and possibly ART 
choice may influence the grace with 
which our patients age.
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And Finally
Subjects being recruited to the ACTG  
REPRIEVE (A5332) were evaluated for 
baseline health status in the PREPARE 
substudy (A5361S). Recruits are  40-75 
years of age, on stable antiretroviral the-
rapy (ART) with CD4+ count >100 cells/
mm3,  cardiovascular risk score ≤15%, 
excluding diabetes if LDL cholesterol 
≥70 mg/ dL The evaluations included 
Short Physical Performance Battery 
(SPPB; 10x repeated chair stand, balan-
ce, 4-m walk), frailty phenotype, Duke 
Activity Status Index (DASI) and Rapid 
Eating and Activity Assessment for Pa-
tients (REAP). Physical function impair-
ment was defined as a composite SPPB 
score ≤10. Among the 266 participants, 
the median age was 51 (Q1, Q3: 46, 55),  
81% were male, 47% white, 45% Black, 
18% Hispanic. The median CD4+ count 
was 610 (437, 840) cells/mm3 93% had 
HIV RNA <50 copies/mL, 28% hyper-
tension; 38% were overweight (BMI 25 
to <30 kg/m2), 30% obese (BMI ≥30 kg/
m2), 33% had high waist circumferen-
ce (>102 cm in men, >88 cm in women), 
89% were physically inactive (by REAP).  
The data indicated 37% (95% CI: 31%, 
43%) had physical function impairment; 
6% (4%, 9%) were frail and 42% pre-
frail with 31% reported not being able 
to perform one or more instrumental 
activities of daily living (by DASI). Black 
race, greater BMI and physical inacti-
vity remained associated with physical 
function impairment in the multivariate 
model. These data underline that many 
of our patients remain at risk of frailty 
or are experiencing limitations in daily 
living. Issues such as diet and exercise 
advice remain critical to HIV patients as 
they grow older with HIV. The Reprieve 
study will eventually answer if statins, 
which in the general population improve 
CV risk, bone density, dementia, cancer 
and all cause mortality, deliver similar 
benefits in the HIV population.

Summary
Since the recognition of HIV metabolic 
and gut disturbances have been obser-
ved, most notably through the loss of 
gastrointestinal lymphoid tissue and the 
development of wasting syndrome and a 
pro-atherogenic lipid profile. Subsequ-
ently, HIV medications were associated 
with body shape changes including li-
pohypertrophy and the metabolic syn-
drome and lipoatrophy. A new event of 
weight change associated with specific 
patient subsets, DTG and, in some stu-
dies TAF is now being observed. The 
mechanisms of the events remain unc-

taboliser genotypes were 51 extensive, 
74 intermediate, and 46 slow in African 
subjects with median age 32 years (IQR 
28–37) of whom 57% were women and 
had a median BMI 23.7 kg/m2 (IQR 20.2–
27.5) and median CD4 count 292 cells/uL 
(IQR 172–406). The percentage change in 
weight from baseline over 48 weeks dif-
fered by CYP2B6 metaboliser genotype 
(p=0.004), with differences more marked 
in women whereas in men CYP2B6 me-
taboliser genotype was associated with 
percentage change in weight initially 
(to week 24) but attenuated over time. 
The percentage change in limb fat on 
DXA (n=148) from baseline to 48 weeks 
differed significantly by CYP2B6 meta-
boliser genotype in women (p=0.008) 
with extensive metabolisers gaining the 
greatest amounts of weight.  The percen-
tage change in weight from baseline to 
48 weeks was similar between CYP2B6 
extensive metabolisers in the EFV/TDF/
FTC arm and the DTG/TDF/FTC arm 
(p=0.939).Thus, a subset of efavirenz 
recipients may have similar weight in-
creases to DTG recipients suggesting 
changes with DTG may not necessarily 
represent an abnormal change.

Data from Japan looked at resistin, a 
proinflammatory adipokine involved in 
insulin sensitivity of peripheral tissues 
and the central nervous system. A single- 
nucleotide polymorphism (SNP) at 
−420C>G in the resistin gene is corre- 
lated with serum resistin levels in Japa-
nese people. They looked at individu-
als who started INSTI-based ART with 
INSTI (n=220) or protease inhibitors 
(n=62). BMI increased by 0.86 kg/m2 
(p<0.001, paired t-test) in the INSTI 
group and 0.33 kg/m2 (p=0.04, paired 
t-test) in the PI group. In total, 24% of 
the INSTI group and 14% of the PI group 
showed psychiatric symptoms (such 
as insomnia, low mood). In the INSTI 
group, the fully adjusted multiple line-
ar regression analysis showed low body 
weight (p=0.016) before ART, use of 
TAF (p=0.028), smoking (p=0.027), and 
the SNP −420G allele (p=0.005) were 
all associated with greater BMI increase.  
Additionally, psychiatric symptoms were 
significantly associated with smoking 
and the SNP −420G allele (p=0.026, 
p=0.001). In the PI group, BMI increase  
was associated with low BMI before 
ART (p=0.0014), but no factors were 
associated with psychiatric symptoms. 
This indicates individual genetic back-
grounds may influence weight gain and 
tolerability of INSTI and these factors 
are not necessarily relevant to other ART 
choices. 

GRAEME MOYLE
Associate Specialist in HIV Medicine 

Chelsea and Westminster Hospital
London, United Kingdom

(Graeme Moyle is a speaker and advisor to 
BMS, Gilead Science and Merck. He is an ad-
visor to Tobira Therapeutics.)



ADVERTISEMENT



29HIV & VIROLOGY NEWS 1· 2020 

Short cycle of ART in in virologically 
suppressed patients
73 HIV-positive patients on antiretroviral therapy (ART) were 
included in an observational switch study where patients on 
ART with viral load (VL) < 50 copies/µL were treated with an 
integrase based short cycle triple therapy for 4 or 5 days a week. 
Patients with viral load < 50 copies/µl for at least one year before 
switch were enrolled. The primary endpoint was virological 
efficacy at 48 weeks with viral failure defined as confirmed VL 
> 50 copies/µL. All patients were treated with two nucleoside 
reverse transcriptase inhibitors (NRTIs) and one integrase in-
hibitor (INSTI). All patients were on INSTI-based therapy at 
inclusion and were switched to 4 or 5 days of therapy per week. 
28 patients (40 %) were on elvitegravir/cobicistat, 32 (44 %) 
on dolutegravir, and 10 (14 %) on raltegravir. 18 patients (25 %) 
had a previously documented virological failure with one pa-
tient with a baseline INSTI associated mutation (N155H). At 
the time of analysis all patients had reached 24 weeks, 90 % 
had reached 48 weeks, and 47 % had reached 96 weeks. The 
rate of virological success was 100 % at 24 weeks and 48 weeks 
and 93.7 % at 96 weeks with no difference between 4 and 5 days 
of therapy.

Ref; Calin et al. J Antimicrob Chemother. 2020. doi: 10.1093/jac/dkz555.

Comment: Even though the outcome was favorable for both 4 
and 5 days cycles of therapy it is hard to understand the design 
of the study that was observational and non-randomized and 
included patients with previous failures. It is debatable what 
effect intermittent therapy may have on adherence and long 
term outcome

Aspirin for the prevention of hepatocellullar 
carcinoma (HCC)?
All adults in Sweden with chronic hepatitis B or C from 2005 
through 2015 who were not using low dose aspirin were iden-
tified (n=50,275) from nationwide registries and followed for 
a median of 7.9 years. Of these, 14,205 participants started low 
dose aspirin during the follow up period. The cumulative esti-
mated incidence of HCC was 4.0 % in those on aspirin and 8.3% 
among non-users. The adjusted hazard ratios were gradually 
decreasing with prolonged use of aspirin. Adjusted hazard ra-
tio was 0.9 for one to three years of aspirin compared to 0.57 for 
more than five years. Ten years liver related mortality was 11 % 
for aspirin users compared to 17.9 % for non-users. Gastroin-
testinal bleeding was not significantly more common in aspirin 
users (7.8 % vs 6.9 %) and in aspirin users there was no signifi-
cant difference between those with compensated cirrhosis and 
those without cirrhosis. 

Ref; Simon et al. N Engl J Med 2020; 382:1018-1028

Comment: The effect of low dose aspirin on the incidence of 
HCC and liver related mortality is substantial in this large study. 
It would be very valuable to confirm these results with a large 
randomized trial. A majority of the participants (36,999) had 

hepatitis C that is now an easily treatable condition. It is rea-
sonable to assume that clearing hepatitis C reduces the risk of 
HCC. A randomized study with low dose aspirin should pre-
ferably also include participants with other underlying liver 
diseases than viral hepatitis.

Long acting cabotegravir/rilpivirine for HIV-
treatment after oral induction
Treatment naïve HIV-positive patients were treated with do-
lutegravir/abacavir/lamivudine for 20 weeks in a clinical trial.  
After 20 weeks patients who achieved viral load (VL) < 50 co-
pies/mL were randomized to continue the same therapy or 
switch to one month of oral cabotegravir/rilpivirine followed 
by monthly injections of long-acting cabotegravir/rilpivirine. 
283 participants were included in each arm. The primary end-
point was the proportion of patients with VL > 50 copies/µL 
and the key secondary endpoint was VL < 50 copies/mL at week 
48. Six participants (2.1 %) in the injection group and seven (2.5 
%) in the oral group had VL > 50 copies/mL at 48 weeks. In 
the injection group, 4 patients had confirmed viral failure and 
3 of them developed NNRTI and INSTI associated resistance 
mutations with decreased sensitivity to rilpivirine and cabote-
gravir. All 3 patients with resistance had subtype A1 with the 
L74I integrase polymorphism at baseline. 51 other participants 
had the same polymorphism without failing therapy. Almost all 
patients had injection site reactions most commonly pain. The 
injection site reactions were mostly mild and led to treatment 
discontinuation in only 2 patients. Plasma concentrations of 
cabotegravir and rilpivirin during injection therapy were simi-
lar to the concentrations measured during oral therapy.

Ref; Orkin et al. N Engl J Med 2020; 382:1124-1135

Comment: Long acting cabotegravir/rilpivirine injections is 
a new and interesting treatment alternative that may be pre-
ferred by many patients.  The role of subtype A1 and the L74I 
polymorphism is still unclear. 

Notes 2020
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Long-acting cabotegravir/rilpivirine for 
maintenance HIV therapy in virologically 
suppressed patients
HIV-positive patients on stable antiretroviral therapy with VL 
< 50 copies/µL for at least 6 months were randomized to con-
tinue their oral therapy or switch to long-acting cabotegravir/
rilpivirine monthly injections after 4 weeks of oral cabotegra-
vir/rilpivirine. Patients were excluded if they had evidence of 
previous virological failure, resistance mutations to INSTIs or 
NNRTIs, or history of treatment interruption. 308 participants 
were included in each arm. Primary endpoint was proportion 
of patients with VL > 50 after 48 weeks. After 48 weeks, 5 par-
ticipants (1.6 %) in the injection arm had VL > 50 compared to 
3 (1.0 %) in the continuation arm. 92.5 and 95.5 % in the two 
treatment arms had VL < 50 copies/µL. The difference was 
not statistically significant. 3 patients in the long-acting the-
rapy group had confirmed viral failure with development of 
resistance mutations to rilpivirin and in one patients also to 
cabotegravir. Of the three failing patients, two had subtype A/
A1 and one had subtype AG. Two also had the L74I polymorp-
hism. In the continuation group, 4 patient had confirmed viral 
failure with the development of resistance mutations, mainly 
M184V. As in other studies with injectable cabotegravir/rilpivi-
rine injection site reactions were very common but mostly mild 
without leading to treatment interruption.

Ref; Swindells et al. N Engl J Med 2020; 382:1112-1123

Comment: In a continuation of the study injection every 4 
weeks has been compared to injections every 8 weeks and pre-
liminary data indicate that there is no significant difference in 
outcome. Longer intervals between injections will of course 
make long-acting injection therapy more attractive. 

Glecaprevir/pibrentasvir after treatment failure
Patients with hepatitis C genotype 1 who had previously failed 
treatment with an NS5A inhibitor in combination with sofosbu-
vir were included in an open label study of glecaprevir/pibren-
tasvir (G/P). A total of 178 patients were included. Of these, 34 
had genotype 1B and 2 had genotype non-1A, non-1B. Patients 
without cirrhosis were randomized to 12 weeks (n=78) or 16 
weeks (n=49) of treatment with G/P. Patients with compensated 
cirrhosis were randomized to 12 weeks of GP together with ri-
bavirin (n=21) or G/P for 16 weeks (n=29). Resistance tests were 
performed before treatment in all and after treatment in those  
who failed. Primary endpoint was sustained viral response  
after 12 weeks (SVR 12). Most patients had NS5A associated re-
sistance mutations at baseline (76 %). SVR 12 was achieved in 
162 of the 177 patients (91.5 %). All patients with genotype 1 B 
achieved SVR 12 except one who died before SVR 12 could be 
assessed. The two patients with non 1 A, non 1 B also achieved 
SVR 12.  9 patients relapsed, 4 had breakthrough infections and 
one was reinfected.  SVR 12 in the four treatment arms were 90, 
94, 86 and 97 % without any statistically significant difference 
between the groups. Treatment was well tolerated without any 
SAEs leading to treatment discontinuations. Although there 
were no statistical differences between the treatment arms the 
authors recommend 16 weeks of G/P with or without ribavirin 
for patients with previous treatment failure with NS5A inhi- 
bitor and sofosbuvir. In the study baseline resistance tests were 
not found to be helpful,

Ref; Lok et al. Gastroenterology 2019;157:1506-1517

Comment: Very few patients fail first line treatment in hepa-
titis C. Among the few failures a majority can be cured with 
a second line treatment. The authors recommend 16 weeks of 
treatment with G/P. Also the triple combination of sofosbu-
vir/¬velpatasvir/¬voxilaprevir is an alternative. A comparative 
trial between the 2 options is not feasible and both options 
seem reasonable. In this study baseline resistance tests did not 
predict outcome.
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Risk of hepatocellular carcinoma (HCC) in 
successfully treated Hepatitis C
More than 18,000 patients from 12 Veterans Health Adminis-
tration Hospitals who had achieved sustained viral response 
after 12 weeks were included in a follow up study of the risk 
of HCC. All patients received treatment during 2015 and were 
followed up until September 2018. All patients had a follow-up 
time of at least two and a half years. The overall and quarterly 
incidence rates of HCC were calculated. The predictive values 
of changes in the FIB-4 and APRI-scores were also evaluated. 
During a mean follow up time of 2.9 years 544 cases of incident 
HCC were found. The cumulative 1,2 and 3-year risk of HCC 
was 1.1, 1.9 and 2.8 %. There was a strong correlation between 
cirrhosis and the development of HCC with and adjusted ha-
zard ratio of 4.13. Persistently high FIB-4/APRI-scores were 
associated to an increased risk of HCC even in patients without 
cirrhosis. Risk was also increased in patients with alcohol use, 
older age, and infection with genotype 3.

Ref; Kanwal et al. Hepatology 2020;71:44-55

Comment: The overall HCC incidence in this study is high and 
remains high throughout the follow-up time. All patients were 
treated 2015 which was in the beginning of the era of direct 
acting antivirals. One can assume that the first patients that 
were treated were the most advanced and that overall risk of 
HCC may be lower in the patients that are now treated for he-
patitis C. The median age was high (61.6 years) and 38.4 % had 
cirrhosis. The study results support the continuation of HCC 
screening in patients with cirrhosis that have cleared hepatitis 
C. It is still not clear if the incidence of HCC will decrease over 
time to a level where screening is no longer useful. The use of 
FIB-4 and APRI scores to select patients for screening also has 
to be further evaluated.

Treatment of hepatitis C in children
34 children with hepatitis C were included in an open label 
treatment study with ledipasvir/sofosbuvir. The children were 
3-6 years old with median age of 5 years. 33 had genotype 1 and 
one had genotype 4 infection. All children were perinatally  
infected and were treatment naïve. Treatment was weight- 
based with ledipasvir/sofosbuvir granules 33.75 mg/150 mg for 
children weighing less than 17 kg and 45 mg/200 mg for those 
weighing more than 17 kg. Pharmacokinetic data showed that 
the selected doses were appropriate. No serious side effects 
were observed. Treatment was given for 12 weeks. 33 (97 %) 
achieved sustained viral response after 12 weeks (SVR 12). The 
patient who did not achieve SVR12 discontinued treatment  
after 5 days due to “abnormal drug taste”.

Ref; Schwarz et al. Hepatology 2020;71:422-430

Comment: The only approved treatment for hepatitis C in 
young children is pegylated interferon and ribavirin. In most 
cases hepatitis C is not a major clinical problem in children 
but there are exceptions and the possibility to treat children 
without interferon is of course a valuable step forward. To 
what extent a pediatric formulation of ledipasvir/sofosbuvir is 
or will be available is unknown.

Treatment of hepatitis C in adolescents
Adolescents aged 12 to 17 with hepatitis C were treated with 
adult dose glecaprevir/pibrentasvir (G/P) for 8-16 weeks accor-
ding to the indications used in adults. Pharmacokinetic studies 
were performed and showed comparable exposures to adults. 
The open label study included 47 patients. Genotype 1 was the 
most common genotype (n=37) but patients with genotypes 2-4 
were also included in the study. 11 were treatment experienced.  
The median age was 14 (12-17) and the median weight 58 
(32-109) Kg. No serious adverse events occurred. All patients 
achieved a sustained viral response after 12 weeks.

Ref; Jonaset al. Hepatology 2020;71:456-463

Comment: That fact that the same dosage, treatment duration 
and indications as in adults can also be applied to adolescents 
simplifies the management of hepatitis C in this age group. To 
my knowledge, the treatment is not yet approved for this age 
group.
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Hepatitis C and diabetes
From the Veterans database 242,680 cases of chronic hepatitis 
C infection were identified. Patients treated with directly ac-
ting antivirals (DAA) and those treated with pegylated inter-
feron and ribavirin (PEG/RIBA) were compared for the risk of 
developing diabetes mellitus (DM). Patients with diabetes at 
baseline, HIV, hepatitis B and those treated with both DAA and 
PEG/RIBA were excluded. 4,764 patients who were treated 
with PEG/RIBA and 21,270 with DAA were identified. Propen-
sity scored controls (1:1) were also identified. Among untrea-
ted the incidence of DM was 20.6 per 1000 person years. For 
those treated with PEG/RIBA the incidence was 19.8 and for 
the DAA-treated it was 9.89. For those achieving sustained viral 
response (SVR) the overall incidence was 13.3 compared to 19.2 
for those who did not achieve SVR. The differences between 
the groups were highly significant. There was also a significant 
correlation to FIB-4 score. The higher the baseline FIB-4 score 
in the successfully treated, the bigger the reduction in DM in-
cidence.

Ref; Butt et a. Clin Infect Dis;70:1153-1160

Comment: Treatment of hepatitis C with DAA confers benefits 
beyond preventing the development of fibrosis and HCC. The 
underlying mechanisms are not known but one could speculate 
about the role of chronic inflammation caused by hepatitis C as 
a driving force between the infection and the risk of DM. Why 
the benefit of clearing the virus with DAA is bigger than with 
PEG/RIBA is unclear. In any case there is every reason to treat 
and cure hepatitis c as quickly as possible in all patients.

Greater weight gain with dolutegravir
In a retrospective cohort study from the Vanderbilt Compre-
hensive Care Clinic in Nashville, weight gain after starting an-
tiretroviral treatment (ART) was compared between different 
treatment regimens. The study included treatment naive pa-
tients who started ART from 2007 to June 2016. 1,152 patients 
were included in the analysis. 454 (39 %) started PI-based, 
347 (31 %) NNRTI-based, and 351 (30 %) INSTI-based therapy.  
Among the patients who were treated with INSTI 63 star-
ted raltegravir, 153 elvitegravir, and 135 dolutegravir. Patients 
starting INSTI had higher CD4-counts and started treatment 
later during the study period compared to those starting NN-
RTI and PI treatment. There were no differences in baseline 
weights between the groups and no differences in racial com-
position. Median age was 35 years and median body mass in-
dex was 25.1 kg/m2.  Virologic suppression at 18 months was 
similar between the different treatment regimens. All patients 
had substantial weight gain during the first year. After the first 
year the rate of weight gain slowed down. The adjusted aver-
age weight gain was 2.5 kg after 6 months and 3.9 kg after 18 
months. At all time points, weight gain was higher for dolute-
gravir treated patients compared to all other treatments. At 18 
months the weight increase was 6.0 kg for dolutegravir, 2.6 for 
NNRTIs and 4,1 for PIs. For elvitegravir the weight gain was 
0.5 kg and for raltegravir 4.1 kg. The difference between ralte-
gravir and dolutegravir did not achieve statistically significant 
difference but for the other treatments the differences were 
statistically significant.

Ref; Bourgi et al. Clin Infect Dis 2020;70:1267-1274

Comment: A number of studies have indicated that dolutegra-
vir is associated with increased weight gain compared to other 
treatment options. This is an interesting observation, but the 
underlying mechanisms and clinical consequences are still 
unknown. There is presently not enough knowledge to issue 
any recommendations on if and how this information should 
guide the choice of therapy.
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