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EuroSIDA

 Established 1994 to study virological,
immunological & clinical outcomes in
PLWH, monitor temporal changes and
regional differences across Europe

* Large prospective observational
cohort: 100 collaborating clinics in 35
countries

e 2016 dataset held

e 23,000 HIV-positive individuals,
174,481 person-years

* 46% of participants HIV/HCV
e Repository >160,000 samples

EuroSIDA

* South: Argentina, Greece, Israel, Italy, Portugal, Spain
* Central West: Austria, Belgium, France, Germany, Luxembourg,

Switzerland

* North: Denmark, Finland, Iceland, Ireland, Netherlands, Norway,

Sweden, UK

» East/Central East: Belarus, Bosnia-Herzegovina, Croatia, Czech

Republic, Estonia, Georgia, Hungary, Latvia, Lithuania, Poland,
Romania, Russia, Serbia, Slovakia, Slovenia
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Data available in EuroSIDA ECroSIDA

Date of birth HIV-RNA, resistance test Antiretroviral therapy Samples collected annually
Sex CD4,CDS8 cell count Start/stop-dates

Country of origin Haemoglobin Reason discontinuation Centrally tested

Ethnicity Serum creatinine Adherence * Prostate specific antigen

e L—n JLon QNQ- R,

Date first seen HeLLRALA HCV

wemestees  EuroSIDA has published 300 |,
wienvne  articles (h-index 52) since 1997

Mode HCV-infe
Body weight

i http://www.chip.dk/eurosida

Blood pressure
Smoking status

Alcohol abuse HBsAg, HBV-DNA, anti-HBs, Fractures

Injection drug use HBc-1gG, anti-HBc Avascular necrosis

Pregnancy Anti-HCV 1gG, HCV-RNA Pancreatitis

MTCT HCV genotype and subtype Lipodystrophy
Parathyroid hormone Treatment related to
Prostate specific antigen e Cardiovascular disease

Fibroscan/liver biopsy/CT/US ¢ Hepatitis C



ART and declines in morbidity and mortality

ARTICLES

Changing patterns of mortality across Europe in patients

infected with HIV-1

A Mocrort, S Vella, T L Benrield, A Chies!, V Millex, P Gargalkanos, A a’Arminio Monforte, | Yust, J N Bruun,

A N Philips, J D Lunggren, for the EuroSIDA Stuady Group*

Summary

Background The introduction of combination antiretroviral
therapy and protease inhibitors has led to reports of falling
mortality rates among people infected with HIV-1
We examined the change in these mortality rates of
HIV-1-infected patients across Europe during 1994-98, and
assessed the extent to which changes can be explained by
the use of new therapeutic regimens

Methods Wo analysed data from EuroSIDA, which is a
prospective, observational, European, multicentre cohort of
4270 HIV-1-infected patients. We compared death rates
in oach 6 month period from September, 1994, to March,
1008

Findings By March, 1998, 1215 patients had died. The
mortality rate from March to September, 1995, was
233 deaths per 100 personyears of followup (95% Ci
206-260), and fell 1o 41 per 100 personyears of
follow-up (2:3-5.9) between September, 1997, and March,
1008. From March to September, 1997, the death rate
was 65-4 por 100 personyears of follow-up for those on no
treatment, 7.5 per 100 personyears of followup for
patients on dual therapy, and 3.4 per 100 person-yoars of
follow-up for patients on triplecombination therapy
Compared with patients who were followed up from
September, 1994, to March, 1995, patients seen between
September, 1997, and March, 1998, had a relative hazard
of death of 016 (0-08-0.32), which rose to 0.90
(0-50-1-64) after adjustment for treatment

Interpretation Death rates across Europe among patients
infected with HIV-1 have been falling since September
1005, and at the begining of 1908 were less than a fifth of
their previous level. A large proportion of the reduction
in mortality could be explained by new treatments or
combinations of treatments

Lancet 1998; 362: 1725-30
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Introduction

AIDS s one of the leading causes of premature death
worldwide' * and since the carly 1980s such deaths have
been steadily increasing in most countries.* An estimated
30 million or more adults and children had HIV-1
infection or AIDS by the end of 1997, of whom almost
2% were from westem Europe. Since the stant of the
epidemic, more than 11 million people have died. As the
number of patients with AIDS continues to increase,
future morality from the discasc will increase unless
treatment of the discase improves and survival increases.’

I'reatment of HIV-1 has changed rapidly since 1994,
particularly as a result of combination therapy which
reduces the nisk of death.”” The most recent class of
drugs to be approved are protease inhibitors, which have
been shown to increase survival in patients with advanced
immunodeficiency.” * Improvements in prophylaxis of
opportunistic  infections, better access to care, and
changes in treatment options may all have contnbuted to
the falling death rates.” *

We aimed to find out whether mortality rates had fallen
between 1094 and 1998 across Europe in a group of
prospectively followed patients infected with HIV-1. We
also examined whether the changing mortality rates could
be attributed to the introduction of new treatments.

Methods
Patients
The EuroSIDA study is & prospective, pan-Europesn study of
patients with HIV-1 in 30 centres across Europe (including
Isrsel). Details of the study have been published elsewhere.” In
brief, centres provided dats on consecutive patients seen in the
outpatient clinic from May 2, 1994, until & predefined number
of patients had been enrolled from each centre. This cohort of
3122 patients is the EuroSIDA | cohort. In December, 1999, a
further 1369 patients were enrolled to the EuroSIDA 11 cohort

Eligible patients in both cohorts were those with 8 CD4
lymphocyte count below 300/ul. in the previous 4 months and
age older than 16 years st enrolment. Information was collected
from putients’ case notes and by interviews with patients and
recorded on & standard dats-collection form st baseline and
every 6 months thereafter. Information from up to seven follow-
up forms is available for cohort I, and from up to four forms for
cohort 1. For this snalysis we induded data up to the last
follow-up which ended in March, 1998, For each patient, we
recorded the date of starting esch antiretroviral, including
protesse inhibitors. The dates of diagnosis of all AIDS-defining
diseases have also been recorded, sccording 1o the 1993 clinical
definition of AIDS from the US Centens for Disease Control and
Prevention.™ Members of the EuroSIDA coordinating team
visited all centres to ensure comect selection of patients and
sccurate provision of dats

Hach of the participating centres sought ethical cdlesrance
scconding to local ethical regulations and laws and if requested,
patients gave their informed consent to take part in the study
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infected with HIV-1

A Mocroft, S Vella, T L Benrield, A Chies!, v Miller, P Gargal|

A N Phiiips, J D Lundgren, for the EuroSIDA Study Group*

declines in morbidity

ARTICLES

AIDS across Europe, 1994-98: the EuroSIDA study

A Mocroft, C Katiama, A M Johnson, C Pradier, F Antunes, F Mulcahy, A Chiesi, A N Phillips, O Kirk, J D Lundgren,

Summary

Background The introduction of combination antiretroviral
therapy and protease inhibitors has led to reports of falling
mortality rates among people infected with HIV-1
We examined the change in these mortality rates of
HIV-1-infected patients across Europe during 1994-98, and
assessed the extent to which changes can be explained by
the use of new therapeutic regimens.

Methods Wo analysed data from EuroSIDA, which is a
prospective, observational, European, multicentre cohort of
4270 HIV-1-infected patients. We compared death rates

for the EuroSIDA Study Group*
Summary Introduction

& The clinical presentation of HIV-1 relsted Until 1995, HIV was n\lm s‘ 2 progressive \lls1i~:“:lh few
diseases could have changed after the Introduction of highly o Ju— P of o

active antietroviral treatment (HAART). We aimed 1o assess
changes over time In the iIncidence of ADIs overall and within
CD4 ympnocyte count strata. the re@tionship witn treatment

and degree of iImmunodenciency at dlagnosis of ADIs.

Methods We 30 @ prospective observational muticentre
study of over 7300 patients In 52 European HIV-1 outpatient
canics. Incdence rates per 100 patient years of observation

were calculated.

Findings In total, we recorded 1667 new ADIS; the incidence
of ADIs decined from 30-7 per 100 patientyears of

in each 6 month period from Septomber, 1994, to March

1008

Findings By March, 1998, 1215 patients had died. The
mortality rate from March to September, 1995, was

obsenation auring 1994 (95% C1 28-0-33-4) 1o 2-5 per 100
patientyears of cbservation during 1998 (95% CI 2.0-30,
P<D-0001, test for trend). Median CD4 lymphocyte count at
dlagnosis of @ new ADI Increased from 28 cefis/ul to
125 celis/pl Detwoen 1994 and 1998 (p<0-0001), yet &
steep decine In the rate of ADIs was seen after stratification

23-3 deaths per 100 personyears of followup (95% CI
206-26-0), and fell to 41 per 100 personyears of
follow-up (2:3-5.9) between September, 1997, and March
1008. From March to September, 1997, the death rate
was 65-4 per 100 person-years of follow-up for those on no
treatment, 7-5 per 100 personyears of followup for
patients on dual therapy, and 3-4 per 100 person-yoars of
followup for patients on triplecombination therapy
Compared with patients who were followed up from

by latest CO4 lymphocyte count within each year (=50,
51-200, and >200 celis/ul). Patients on HAART had a lower
rate of Alxs than patients not on this treatment within each
CD4 ymphocyte count strata. The proportion of ADIS
attrbutable to cytomegalovirus fetinitls and Mycobacterium
avium complex declined over time (p=0-0058 and 0-0022,
respectively), whereas the proportion of  dlagnoses
attrbutable 1o nonHodgan lymphoma has  Increased

September, 1994, to March, 1995, patients seen between
September, 1997, and March, 1998, had a relative hazard
of death of 016 (0-08-0.32), which rose to 0.90

(0-50-1-64) after adjustment for treatment.

Interpretation Doath rates across Europe among pationts
infected with HIV-1 have been falling since September
1005, and at the begining of 1908 were less than a fifth of
their previous level. A large proportion of the reduction
in mortality could be explained by new treatments or

combinations of treatments.
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(P<0-0001). In 1964, less than 4% of ADis were non-Hoagkin
lymphoma, In 1998 the propotion was almost 16%. This
condition has become one of the most common ADIS In
patients on HAART.

Interpretation Our Andings lend support 1o the Idea that
treatment fegmens can lower the Incidence of Ais. The
Immedciate sk of an ADI for @ gven CD4 lymphocyte count
has Gectned over Ume @nd Is lower among patients on
HAART. Longterm followup of patients on combination
treatment is essential to monitor the Incidence of new and
emergng Gagnoses.

Lancet 2000; 366: 291-96
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and subsequent AIDS-defining illnesses (ADIs). Patients
tended to have seversl ADIs before death, and each
sdditional diagnosis was sssocisted with an incressed risk
of desth.'* The ncidence of ADIs within groups of
patients varied before the introduction of combination
trestment, and was dependent on the degree of
immunodeficiency of patients ncuded I studies**
However, the risk of ADIs was known to be very small at &
CD4 lymphocyte count of sbove 200 cellvul.* Some
ADIs, such = Kaposi's sarcoms and tuberculosis,
frequently arose at higher CDM4 lymphocyte counts,
whereas others, such @ cytomegalovirus  and
mycobacterial disease, were ussocisted with profound
immunosuppression.'* With the introduction of double
and then highly active antiretroviral trestment (HAART)
regimens during 1996 and 1997, the incidence of ADIs has
greatly declined.

There have been reports of ADIs arising st higher than
expected CD4 lymphocyte counts sfter the stant of
trestment, as 8 result of immune resctivation or the
development of symptom-free disease,* which has to led
to debate shout the prognostic value of the CIM
lymphocyte count. There are uncertainties about whether
to use the same CDM lymphocyte count value for patients
given HAART when prophylaxis, snd
or investigation of specific symptoms, because current
guidelines are mainly based on dats obtsmed from patients
before the introduction of HAART.™ In addition, there
have been reports that the CDM lymphocyte count at
disgnosss of ADIs has increased,” and conflicting reports
that the incidence of some ADIs has declined to a greater
extent than others.** Although smaller observational
studies can monitor the incidence of more common ADIs
or AIDS oversll, larger studies with long follow-up are
needed to monitor the occumrence of less common
disgnoses. Such studies will also help to identify new and
emerging diagnoses that might arise among patients who
survive for longer than we have previously seen, or because
of drug-related toxicities.

The sims of this study were, therefore, to describe the
change in incidence of ADIs within the EuroSIDA study,
both overall and within CD4 lymphocyte count strata. We
also looked for temporal changes in the CDJ lymphocyte
count st diagnosis and to sssess whether an incresse at
disgnosis was as 8 result of patients lving longer with
higher CDM lymphocyte counts. Our final objective was to
ostablish whether the relstive proportion of specific
diagnoses was changing over time.

Methods

Pationts

The EuroSIDA study s 3 prospective, Buropean study of
patients with HIV-1 in 51 centres across Europe (including
lIsruel).®* In brief, centres provided data for consecutive
patients seen in the outpatient clinic from May 2, 1004,

201
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and mortality

Association between latest CD4 count,
treatment regime and incidence of ADIs

Incidence (per 100 patient-years of observation)
=50 cells,ul 51-200 cells/pl  >200cells/ul  Oversll

98-0 0.5

B2

36
14

1889
51

18-5 440 0-8 440
77 1.5 02 13
Prewmocystis carinil
MNon-HAART 7 03 25
HAART 04 01 06
CMV retinitis
MNon-HAART 171 1.7 0-1* 28
HAART 58 06 00 08
Wasting
MNon-HAART 10-5 1.8 0-2* 24
HAART 30 04 [15 ] 05
Kaposi's sarcoma
MNon-HAART 72 21 04 18
HAART 4.7 05 01 )
AIDS dementia
MNon-HAART 0.5 1.8 02 20
HAART 14 03 01 03
M aviurm*
MNon-HAART 13-4 12 0-1* 23
HAART 4.0 03 00 05
Mar-Hodghin lymphama
B8 14 0-3* 15
HAART 28 11 04 o8
All other diagnosas
MNon-HAART 40-4 9-4 15 50
25
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and declines in morbidity and mortality

ARTICLES . .
Changing population CD4 lymphocyte count (1995-2001)
Decline in the AIDS and death rates in the EuroSIDA study: an m <50 (151-200 ©>200
<= - >,
AIDS across Europe, 1994-98: the  observational study 600 100
Changing patterns of mortality ac| T
|nfect0d wlth Hlv-l A Mocroft, C Katiama, A M Johnson, C Pradier, F Antunes, F Mul{ g -T
for the EuroSIDA Study Group® < 500 4 _ I -
© _ —
= - r 80
A Mocroft, § Vella, T L Benrield, A Chies!, V Miller, P Gargall Summary | @ — |
A N Philiips, J D Lunggren, for the EuroSIDA Study Group* | A Mocroft, B Ledergerber, C Katlama, O Kirk, P Reiss, A d’Arminio Monforte, B Knysz, M Dietrich, A N Phillips, c — a
o The cirlcsl presertstion of HV-1 relsted { J D Lundgren, for the EuroSIDA study group* g g
Summary diseases could have changed after the Introduction of highly | > 400 1 - s
active antretroviral treatment (HAART). We aimed 1o assess =
Background The introduction of combination antiretroviral changes over time In the Incidence of AD!s overall and within { Background Since the introduction of highly active Introduction ] _ r60 <
therapy and protease inhibitors has led to reports of falling cn4 W count strata, the relationship with trestment 1 antiretroviral therapy (HAART), kttle is known about whether The mmA\lu.unn of highly sctive antiretrovirsl therspy £ <
mortaiity rates smong pecple infected with HIVA nd dagres of Imsmamodeficsmicy ot Gagnasts of AQW { changes in HIV-1 mortality and morbidity rates have been (HAART) during 1996 and 1997 Jed to s wel- Lol [a)
W cnswined the changs I /these: mortallly ‘raies of 4 x s | sustained. We aimed to assess possible changes in these documented rcduqllnn in mortality and risk of AIDS % 300 A O
HIV-1-infected patients across Europe during 1994-98, and Methods We Od @ prospective cbservational muticentre | rates across Europe defining  illnesses. The du:nth rate across Europe —~ 1 1l s
study of over 7300 patients In 52 European HIV-1 outpatient | dropped rapidly, and within 2 years of the widespresd - » 11 s
assessed the extent to which changes can be explained by canics. Incsence rates per 100 patientyears of GDSENVEton | Methods We analysed data for 9803 patents in 70 availability of HAART,' the number of deaths were less £ - r40 =
the use of now therapeutic regimens were calculated { European HIV centres including ones in Israel and Argentina. than a fifth of those before HAART.' The initial success g A1 - >
o ek dake o BN Wik | incidence rates of AIDS or death were calculated for overall sssociated with HAART might not have continued, und < 200 - 4
Methods Findings In total, we recorded 1667 new ADIS; the Incidence | and most recent CD4 count in 6-monthly periods and in three high levels of treatment failure have been reported,** a
prospective, cbeervational, E“"’”f”‘" mukicentse cohort of of ADIs declined from 307 per 100 patientyears of { treatment eras (proHAART, 10904-1006; early HAART which has been associsted with serious adverse events, (3]
4270 HiV-1-infected patients. We compared death rates observation during 1994 (95% C1 28-0-33-4) 10 2-5 per 100 { 1996-1997; and late HAART, 1998-2002) emergence of drug resistance, difficulties in maintenance c 20
in each 6 month period from September, 1994, to March patientyears of cbservation dunng 1998 (95% CI 2.0-30, | of long-term adherence, and the few types of drugs 8 100 [
1008 p<0-0001, test for trend). Median CD4 lymphocyte count at { Findings The incidence of AIDS or death fell after September available.* B
A By March, 1908, 1215 pationts had died. The dlagnosis of @ new ADI Increased from 28 ceSs/ul 1o | 1908, by 8% per B:Zmnm period (rate ratio 0-92, 95% Ci The EuroSIDA study was started n 1994 and provides =
ook 125 cells/pl Detwoen 1994 and 1998 (p<0-0001), yet a { 0.88-0-95, p<0-0001). When AIDS and death were analysed un ideal opportunity to follow a large cohort of patients to
mortality rate from March to September, 1905, was : danpage o . - separately, the incidence of all deaths during the late HAART describe patterns of mortality and morbidity in the era of
23:3 dosths per 100 personyears of followup (95% CI :w“:: :ﬂ" ,:,:‘;?:YOL ‘):n:a;::: ::‘: ‘v:"w" ',T { era was significantly lower than that during the early HAART HAART. The aims of this study were to examine changes 0 ) ) ) ) ) ) ) ) ) ) ] ) ) ) 0
20.6-26.0), ] > X . 04 cox 0o ‘ . .
et e ol coigs] et 51-200, and >200 cels/uL). Palents on HAART hada lower | o " Betents whose siest EO% Sount whe 20 ecla/ir of i AIDS and death rates during this time 9/94- 3/95- 9/95- 396~ 9/96- FO7- O/97- 3/98- 998 3/9%- 9/99- 300- Y/ 0L >=0/01
1008. From March 1o September, 1007, the death rate rate of ADts than patients not on this treatment wnin €3ch | counes i ot differ botwoen oarly HAART and lato HART,  Methods 3/95 /95 3/96 /96 3/97 9/97 3/98 9/98 3/99 9/99 300 9/00 3/0L 9/0L
was 654 per 100 person-years of follow-up for those on no €Ot ympnooyle cout strata. The proportion of ADIS 1 incidance of DS was about 50% lowor in late HAART than in  Patients Calendar period
treatment, 7-5 per 100 personyears of follow-up for attrbutadie to cytomegasovirus retinitls df'ﬂ W“m“f"'h"” { carly HAART, irrespective of latest CD4 count (p<0-0001). In The EuroSIDA study is a prospective study of patients p
pationts on dusl theragy, and 3-4 per 100 personyears of avium complex decined over time (p=0-0058 and 0-0022, multivariate Cox's models, with earlyHMRT as the  with HIV-I in 70 centres across Furope, and now
followup for pationts on triple-combination  therepy respectively), whereas the proportion of  diagnoses | reference, there was an increased risk of AIDS (relative includes Argenting and Isruel."" The centres provided data
troutable 10 nonHoagdn lymphoma has  Increased ! hazard 1-39; 95% Cl 1-16-1.67, p=0-0004) and all deaths for consecutive patients seen in outpatient chnics from
Oowpared With patients who wers followsd wp om . 0-0001). In 1964, less than 4% of ADIs were non- in | (1-29; 1.08-1.58, p=0-0065) in the pre-HAART era, and a May, 1994, until » predefined number of patients was
(P<0-0001). In 1964, less 4% o no x 2 6. 0065) in S May, . edefine: er ¢ £ .
September, 1994, to March, 1995, patients soen betwoen l;:w-'m in 1998 the proportion was aimost tox s | roduced rsk of AIDS (0.62; 0.50-0.77, p<0-0001) and &l enroiled from each centre. To be eligible for inclusion, Combined AIDS/death rates (1995 to 2001)
Septomber, 1997, and March, 1998, had a relative hazard CORSNNS. AS BOSOmD GRS oF hn: Bdt Canemte: ADIS B | deaths (0-66; 0-53-0-82, p=0-0002) in the late HAART era. patients needed to have 8 prebooked clinic appointment
of death of 016 (0-08-0-32), which rose to 0.90 patients on HAART { and be aged over 16. The EuroSIDA I cohort was the first
(0-50-1-64) after adjustment for treatment | Interpretation The initial drop in montality and morbidity after 3116 patients enrolled. The second cohort (n=1365) was
it siten Oaslh sules: awess Burspe ¢ pationts Interpretation Our Andings lend support fo the Idea that { the mtroduction of HAART has been sustained. Potential enrolled between November, 1995, and April, 1096, the 100
pooh - treatment regmens can lower the Incidence of ADIs. The 1 longterm adverse effects associated with HAMRT have not third (n=2839) between February, 1997, and September o
infected with HIV-1 have been falling sinco September Immediate risk of an ADI for @ gven CD4 lymphocyte count { akered its effectiveness in treating AIDS 1997, the fourth (n=1225) between Junuary, 1999 und §
1005, and at the begining of 1098 were less than a fifth of has Gechined over time and Is lower among patients on 1 December, 1999, and the fifth (n=1258) between ]
their previous level. A large proportion of the reduction HAART, Longterm folowup of patients on combination { Lancet 2003; 362: 22-29 November, 2001, and April, 2002. For cohorts I-1I1, =
in mortality could be explained by new treatments or treatment s essential 1o monitor the Incidence of new and { eligible patients were those with a CD4 count less than 3
combinations of treatments. emerging dagnoses 1 For fiat of members 80 500 cellw/pul. in the previous 4 months st enrolment. The =)
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WITH HIV IN TION WHO HAVE A RESPONSE TO ANTIRETROVIRAL THERAPY
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Estimated glomerular filtration rate, chronic
kidney disease and antiretroviral drug
use in HIV-positive patients

Amanda Mocroft?, Ole Kirkh, Peter Reiss, Stephane De Witd,
Dalibor Sedlacek®, Marek Beniowski’, Jose Gatell®,
Andrew N. Phillips®, Bruno Ledergerber”, Jens D. Lundgren™,
for the EuroSIDA Study Group

Objectives: Chronic kidney disease (CKD) in HIV-positive persons might be caused by
both HIV and traditional or non-HIV-related factors. Our objective was to investigate
long4em exposure to specific antiretroviral drugs and CKD
Design: A cohort study including 6843 HIV-positive persons with at least three serum
creatinine measuremenss and corresponding body weight measurements from 2004
onwards.
Methods: CKD was defined as either confirmed (two measurements >3 months apart
estimated glomerular filtration rate (€GFR) of 60 mi/min per 1.73 m” or below for persons
withbaseline eGFR of above 60 mUminper 1.73 m” or confirmed 25% dec line in eGFR for
persons with baseline eGFR of 60 mUmin per 1.73 m” or less, using the Cockcroft-Gault
formul a. Poisson regression was used 1o determine factors associated with CKD.
Results: Two hundred and twenty-five (3.3%) persons progressed to CKD during 21 482
person-years follow-up, an incidence of 1.05 per 100 person-years follow-up [95%
confidence interval (C1) 0.91-1.18]; median follow-up was 3.7 years (interquartile
range 2.8-5.7). After adjustment for traditional factors associated with CKD and other
confounding variables, increasing cumulative exposure 10 tenofovir fincidence rate
ratio (IRR) per year 1.16, 95% CI 1.06-1.25, P < 0.0001), indinavir (IRR 1.12, 95% CI
1.06-1.18, P<0.0001), atazanavir (IRR 1.21, 95% CI 1.09-1.34, P=0.0003) and
lopinavir/r (IRR 1.08, 95%C11.01-1.16, P= 0.030) were associated with a significantly
increased rate of CKD. Consistent results were observed in wide-ranging sensitivity
analyses, although of mamginal statistical significance for lopinavidr, No other anti-
retroviral dugs were associated with increased incidence of CKD.
Conclusion: In this nonrandomized large cohont, increasing exposure 1o tenofovir was
associated with a higher incidence of CKD, as was true for indinavir and atazanavir,
whereas the results for lopinavigr were less clear

© 2010 Wolters Kluwer Health | Lippincott Williams & Wilkins

AIDS 2010, 24:1667-1678

Keywords: antiretroviral drugs, chronic kidney disease, estimated glomerular
filtration rate
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Antiretrovirals, Fractures, and Osteonecrosis in a Large

International HIV Cohort
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Background. Antiretrovirals (ARVs) atfect bone density and turnover, but their effect on risk of fractures and osteonecrosis of
the femoral head is less understood. We investigated if exposure to ARV's increases the risk of both bone outcomes.

Methods. FuroSIDA participants were followed 10 assess fractures and osteonecrosis. Poisson regression identified clinical, lab
ratory and demographic predictors of either bone outcome. Ever, current, and cumulative exposures to ARVs were assessed.

Results. During 86118 PYFU among 11820 included persons (median age 41y

75% male, median baseline CD4 440/mm

70.4% wirologically suppressed), there were 619 fractures (mcidence/ 1000 PYFU 7.2; 95% C1 6.6-7.7) and 89 osteonecrosis (1.0
0.8-1.3). Older age, white race, lower BMI, IV drug use, lower baseline CD4, HCV coinfection, prior osteonecross, prior fracture
cardiovascular disease, and recent non- AIDS cancer (last 12 months) were associated with fractures. After adjustment, persons whe

had ever used tenofovir disoproxil fumarate (TDF) (1.40; 1.15-1
incidence of fractures. There was no association between cumulative exposure to TDF and fractures (1.08

70) or who were currently on TDF

1.05-1.49) had higher
y exposure; 0.94-1.25)

No other ARV was associated with fractures (all P> .1). Risk of osteonecrosis was associated with white race, lower nadir CD4, prior
osteonecrosss, prior fracture, and prior AIDS. After mutual adjustment, no ARV was assocated with osteonecrosis

Conclusions. In human immunodeficiency virus (HIV) infection, host factors, HIV-specific variables, and comorbidities con
tribute to risk of fractures and osteonecrosis. Exposure to TDF, but not other ARV, was an independent risk factor for fractures

Keywords.  fractures; osteonecrosis; avascular necrosis; bone

HIV

Fractures and osteonecrosis of the femoral head have emerged
a important manifestations of bone disease during treated
human immunodeficiency virus (HIV) infection. According
to population-based studies [1-3], HIV-positive persons have
a 1.5-3.0 greater risk of fractures than the general population.
Osteonecrosis of the femoral head, although a rare bone disease
also dsproportionally atfects HIV-positive persons. In the setting
of HIV infection, it was estimated that osteonecrosis has a 100
fold excess risk when compared to the general population (4]
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Initiation of antiretroviral therapy (ART) is associated with
reduction in bone mineral density 7] and increases levels of
markers of bone turnover |5, 8. The loss of bone mineral dens
ity following ART initiation & comparable in magnitude to that
occurring during the perimenopausal period [9] and treatment
with corticosteroids [10]. Changes in bone mineral density and
turnover are observed irrespective of ART regaimen, but teno
fovir disoproxil fumarate (TDF)-containing regimens causes
greater bone loss [6, 11] whereas integrase mhibitor-based reg
imens may cause less bone loss [7]. However, the direct chinical
consequences of this are yet to be determined because changes
in bone mineral density are not perfect predictors of fracture

risk [12], and the effect of ART exposure on the rsk of frac

tures and osteonecrosis remain poorly understood. In a large
HIV cohort, we set out 1o study the association of exposure o
antiretroviral drugs with incident fractures and osteonecrosis of
the femoral head and to determine factors independently asso
ated with these two bone outcomes.

Fractures and Osteonecrosss during HIV « CID 201764 (15 May)
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Background: Direct comparisons between countries in
core HIV care parameters are often hampered by dif-
ferences in data collection. Aim: Within the EuroSIDA
study, we compared levels of antiretroviral treat-
ment (ART) coverage and virological suppression (HIV
RNA ¢ 500 copies/mL) across Europe and explored
temporal trends. Methods: In three cross-sectional
analyses in 2004-05, 2009-10 and 2014-15, we
assessed country-specific percentages of ART cover-
age and virological suppression among those on ART.
Temporal changes were analysed using logistic regres-
sion. Results: Overall, the percentage of people on ART
increased from 2004-05 (67.8%) to 201415 (78.2%),
as did the percentage among those on ART who were
virologically suppressed (75.2% in 2004-05, 87.7%
in 2014-15). However, the rate of improvement over
time varied significantly between regions (p<o.01).
In 2014-15, six of 34 countries had both ART cover-
age and virological suppression of above 90% among
those on ART. The pattern varied substantially across

clinics within countries, with ART coverage ranging
from 61.9% to 97.0% and virological suppression from
32.2% to 100%. Compared with Western Europe (as
defined in this study), patients in other regions were
less likely to be virologically suppressed in 2014-15,
with the lowest odds of suppression (adjusted odds
ratio = 0.16; 95% confidence interval (C1): 0.13-0.21) in
Eastern Europe. Concluslons: Despite overall improve-
ments over a decade, we found persistent disparities
in country-specific estimates of ART coverage and
virological suppression. Underlying reasons for this
variation warrant further analysis to identify a best
practice and benchmark HIV care across EuroSIDA.

Background

It is documented that large health inequalities exist
across Europe among people living with HIV (PLHIV) as
well as for other diseases [1-4]. In recent years, com-
paring and characterising differences in healthcare
between countries has received growing interest and
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Variation in antiretroviral treatment coverage T00
and virological suppression among three HIV
key populations
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Objectives: We assessed differences in antiretroviral treatment (ART) coverage and
virological suppression across three HIV key populations, as defined by self-reported
HIV transmission category: sex between men, injection drug use (IDU) and heterosex-
ual transmission.

Design: A multinational cohort study.

Methods: Within the EuroSIDA study, we assessed region-specific percentages of ART-
coverage among those in care and virological suppression (<500 copies/ml) among those
on ART, and analysed differences between transmission categories using logistic regression.
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Variation in antiretroviral treatment coverage
and virological suppression among three HIV
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Incidence of hepatocellular carcinoma in HIV/HBV-coinfected
patients on tenofovir therapy: Relevance for screening strategies
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Background & Aims: Robust data on hepatocellular carcinoma
(HCC) incidence among HIV/hepatitis B virus (HBV)-coinfected
individuals on antiretroviral therapy (ART) are needed to inform
HCC screening strategies. We aimed to evaluate the incidence
and risk factors of HCC among HIV/HBV-coinfected individuals
on fi disop fi (TDF)-cont. ART in a
large multi-cohort study.

Methods: We included all HIV-infected adults with a positive
hepatitis B surface antigen test followed in 4 prospective Euro-
pean cohorts. The primary outcome was the occurrence of HCC,
Demographic and dinical information was retrieved from rou-
tinely collected data, and liver cirhosis was defined according
to results from liver biopsy or non-invasive measurements,
Multivariable Poisson regression was used to assess HCC risk
factors.

Results: A total of 3,625 HIV/HBV-coinfected patients were
included, of whom 72% had started TDF-containing ART. Over
32,673 patient-years (py). 60 individuals (1.7%) developed an
HCC. The inddence of HCC remained stable over time among
individuals on TDF, whereas it increased steadily among those
not on TDF. Among individuals on TDF, the incidence of HCC
was 5.9 per 1,000 py (95% C1 360-9.10) in drrhotics and 1.17
per 1,000 py (0.56-2.14) among non-cirrhotics. Age at initiation
of TDF (adjusted incidence rate ratio per 10-year increase: 2.2,
95% C1 1.6-3.0) and the presence of liver cirrhosis (45, 2.3~
8.9) were predictors of HCC. Among non-cirrhotic individuals,

Keywords: Hepatitis B infection; HIV infection: Hepatocellular carcinoma; Screening:
Antiretrovirak Nucleotide inhibitors; Surveilance.
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the incidence of HCC was only above the commonly used
saeening threshold of 2 cases per 1,000 py in patients aged
>45 years old at TDF initiation,

Conclusions: Whereas the incidence of HCC was high in dr-
rhotic HIV/HBV-coinfected individuals, it remained below the
HCC screening threshold in patients without cirthosis who
started TDF aged <46 years old

Lay summary: We investigated the incidence of hepatocellular
carcinoma in HIV/hepatitis B virus-coinfected individuals from
a large multi-cohort study in Europe. Over 32,673 patient-
years, 60 individuals (1.7%) developed hepatocellular card-
noma. The incidence of hepatocellular carcinoma remained
low in patients without drrhosis, who started on tenofovir diso
proxil fumarate when aged <46 years old.

© 2019 European Association for the Study of the Liver. Published by
Elsevier BV. All rights reserved.

Introduction

Hepatitis B virus (HBV) infection is the most important cause of
liver cirrhosis and hepatocellular carcinoma (HCC) worldwide.
In high-income settings, between 5 and 10% of HIV-infected
individuals are coinfected with HBV, which is a major cause of
severe morbidity and mortality in this population.” HIV infec-
tion accelerates the progression of HBV-related liver disease
and mortality is higher among HIV/HBV-coinfected individuals
compared to HBV-monoinfected ones,” While the incidence of
HBV-related HCC is estimated to range between 0.1 and 0.4%
per year among non-cirrhotics and to be above 3% per year
among cirrhotics, it is uncertain if the risk of developing HCC
is different among HIV/HBV-coinfected individuals.* In fact,
many factors which have a profound impact on HBV-related
HCCincidence, including age, sex, liver drrhosis, HBV viral load,
hepatitis B e antigen (HBeAg) and hepatitis delta virus
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Major achievements in EuroSIDA EUroSIDA

“Eurosida was initiated in 1994 with the aim of studying
long-term virological, immunological and clinical outcomes of

HIV positive individuals and assessing the impact of ART on
the outcomes of PLWH across Europe”

Informed international guidelines on best practice in HIV
care and management

Produced multiple
key research
outputs on the .
clinical implications
of the HIV epidemic
in Europe

Monitors regional European differences in HIV care and
management

Recruiting the largest cohort of hepatitis co-infected
patients to monitor uptake and outcomes of HCV therapy,
particularly DAAs

EuroSIDA will remain at the forefront of answering the scientific

guestions most meaningful for HIV and PLWH in the coming years



