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Lecture objectives

e To Introduce CREAThE and the centres
operating in the field of ART to couples with HIV

 To review the available evidence on safety and
efficacy of assisted conception in HIV discordant
couples

 To present the opportunities offered by proactive
prospective follow up of couples (the Register)

 To explain the objectives of a European register
on couples with HIV accessing ART
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Presenter
Presentation Notes
Tre anni fa i centri clinici europei che forniscono assistenza riproduttiva a coppie HIV discordanti hanno fondato CREATHE. 

Scopi della network sono:







Specific Objectives

1. Improve the standards and availability of ART to
couples with HIV

2. Issue recommendation for reproductive counselling
and assistance of HIV couples

3. Collect data on treatment safety and effectiveness

4. Train new centres in countries where this method Is
currently not available

5. Inform regarding the availability and results of the
method

6. Lobby with policy makers
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1987. Sperm washing for HIV
discordant couples

Density gradient




REMOVAL OF p18 IMMUNOREACTIVE CELLS FROM THE

SEMEN HTLV-II/LAV SEROPOSITIVE MEN
Augusto E Semprini, A Vucetich, E Morandi, CL Parravicini, G Pardi
and AE Beer. Colloque INSERM, Vol. 154, 1987, pp 462

A cytospin preparation of washed spermatozoa, supernatant and the
second fraction of the ejaculate were tested against a monoclonal
anti-p18 antibody by immunoperoxidase technique. Washed sperm
of seropositive and seronegative men were non-reactive, while many
mononuclear cells and those in the second fraction of seropositive

males were strongly reactive. Experiments are under way to test the

possibility of safe intrauterine insemination with processed semen of

HIV-positive men desiring a child.
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1992: INSEMINATION OF HIV-NEGATIVE WOMEN
WITH PROCESSED SEMEN OF HIV-POSITIVE
PARTNERS

85 HIV-discordant couples were screened for fertility;
29 women were found suitable for a timed
Insemination course with the processed semen of
their HIV-positive partner. None of the inseminated
women seroconverted and 17 pregnancies were
achieved in 15 women. All 10 infants born to these

mothers remain HIV seronegative.

(Semprini et al. - Lancet 1992; 340: 1317-19)
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2000 — 2005: “HIV-1 infection risk iIn women
Inseminated with washed semen from HIV-1 positive
partner — a retrospective analysis”
- CONRAD
* Proactive retrospective follow up of HIV discordant

couples treated Iin Italy
« Clinical database — 811 couples accessed treatment
o 2504 ART cycles, of which 2107 IUls
e 16 years of follow up
o Activities:
— Anonymous clinical dataset analysis
— Request use of medical file data

— Request update of serological data
— Phone survey
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Presenter
Presentation Notes
Le evidenze finora descritte, sulla sicurezza e l’efficacia del lavaggio seminale, pur importanti non possono sostituire l’evidenza clinica.

In Italia, da 5 anni viene svolto uno studio di ricerca rivolto a indagare i risultati del lavaggio seminale con procreazione assistita nelle coppie HIV discordanti dal primo trattamento effettuato al San Paolo 16 anni fa fino a oggi.

816 coppie sierodiscordanti hanno superato gli screening e hanno ricevuto almeno un ciclo di trattamento con seme lavato. Queste coppie sono state considerate eleggibili.

16 anni di follow up

Attività:

Richiesta di evidenza di sierostato alle donne

Richiesta di revisione cartella clinica alle coppie

Richiesta di questionario telefonico anonimo alle coppie

Tutte le coppie vengono contattate al telefono dal uno dei medici che le ha assistite personalmente, cosi da non suscitare il timore di una fuga di notizie di carattere sensibile.

Se danno al medico il permesso di ricevere una telefonata di ricercatore vengono contattate per sommininstrazione del consenso informato.




CONRAD - Proactive vs. passive
survelllance

Safety Efficacy Safety Full Efficacy Full
Anonymous Anonymous

B Women M IUI cycles
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CONRAD: Follow up findings

Spontaneous conception

HIV
Infection:
one of 79

women
(1.2%)

@ No children from SW (263) B Children from SW (178)
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Presentation Notes
In particular, when requested to grade the importance of assisted conception services from 0 to 5 (not at all important, a little important, somewhat important quite important, important, very important) not a single participant gave a vote of less than 4.




CONRAD - Program impact

Psych Impact Psych Impact Impact couple Impact couple  Program Program
No livebirth Livebirth No livebirth Livebrith Importance  importance
No livebirth Livebirth

B Very negative B Negative & None O Positive E Very positive
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2003 — 2006: CREAThE -
multicentre passive surveillance

* 9 CREATHhE centres
e 1048 couples

e 3396 treatment cycles
— 2840 Iintra-uterine iInseminations
— 107 IVF-ET

-394 ICSI
— 49 embryo transfers
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Lomndres
=

¥ - - i -
Bruxelles -l-.-'l-'|||||I|+:+||n

e H= -
Faris 4 Strashourg
L
& 51 Gall

Milan
Z centres
Toulouse

T

18/10/2007 LabClin 2007, Seville



Data collection parameters

Cycle data : Patient data: Semen
parametersT:

 procedure * age
» before and after

e date e HIV history and :
sperm processing

. outcome treatment
* Spz concentration,
motility, normal

forms

» Gynaecological

e cycle rank history

* Number of cycles

T last specimen provided befor e insemination.
T last exams before insemination.
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Centre distribution of 3396 ART cycles
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Safety of Sperm washing + ART

e 3209 of 3396 treatment cycles had an HIV
test 6 months or longer after with a
follow-up rate of 94%

o All tests were negative

 Real contamination rate per cycle p is
unknown.
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SW + ART vs. natural conception

e Mandelbrot : 92 deliveries/4 seroconversions
e CREAThHhE : 386 deliveries/ O seroconversion
e Fisher's exact P =0.0013

Transmission No Transmission Total
Sperm washing + 0 386 386
ART
Timed unprotected 4 88 02
intercourse
Total 4 474 478
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Efficacy

580 pregnancies (rate per cycle 17.5%) in 499
women (rate per patient 48.2%)

 Pregnancy outcome:
— 401 deliveries and 453 live births

(360 singletons, 28 sets of twins - 2 neonatal deaths, 13 sets
of triplets)

— 111 failures

(100 miscarriage, 8 extra-uterine pregnancies, 1 intra-uterine
death, 2 TOP)

— 68 missing data
(21 ongoing and 47 lost of follow-up)
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Pregnancy rate per procedure

Missing

Procedure Number data % 1.C. 95%

|UI 420/ 2774 66 15.1% | 13.8% 16.5%
ICSI 120/ 392 2 306 % | 26.0% 35.2%
FIV 29 / 100 7 29.0% | 20.1% 37.9%
ET-Cryo 10/ 49 0 20.4 % 9.1%  31.7%
Total 579 /3315 75 175% | 16.2% 18.8%
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Conclusions retrospective
analysis

 Number of cycles insufficient to prove safety.

 Nevertheless, no infection after SW + ART, as
opposed to natural conception attempts.

* Pregnancy rate per cycle is constant for |UI.
* Higher pregnancy rate with IVFET / ICSI.

« Woman’s age has a strong influence on
Inseminations results.

e« Semen parameters have an influence on [UlI
results only.
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Retrospective analysis vs.
European register

Retrospective studies

European register

Simple, centralized data entry

Dedicated trained personnel at
centres

High number of patients

Time to accumulate significant
numbers

Rigid format

Ongoing development of study
Instruments

Missing data / different data
collection forms

Unified collections forms, fixed
deadlines

Incomplete follow up

100% safety + efficacy follow up

No psychosocial dimension

Psychosocial / QoL batteries

Drop outs are lost to FU

Study and correction of failure
correlates




SHARE

TUDYING HIV AND
EPRODUCTION IN “UROPE

 European Register on HIV and reproduction
* Pospective cohort study

e 10 clinical centres — common database
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SHARE - Objectives

1. To evaluate the number of reproductive requests from couples with
HIV in Europe

2. To monitor demographic and biological characteristics of HIV
couples accessing assisted conception programs

3. To improve the safety follow up of the program

4. To collect data on biological and psychological determinants of
failure to conceive

5. To estimate the rates of HIV transmission in Europe connected to
spontaneous conception attempts

6. To assess the efficacy of different treatment and diagnostic
protocols
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Presentation Notes
This WP is connected to the specific aims of studying the efficacy of assisted reproduction in

couples with HIV and of preparing guidelines for the counseling and treatment of these couples.

Clinical programs have been developed in several European countries to assist couples with HIV

seeking conception. They showed that several factors may interfere with the success of the program

leading to drop out and spontaneous conception. Retrospective analyses were powerful enough to

demonstrate the safety of the method, but not to identify these factors. A prospective analysis is

hence necessary to capture these variables and respond in a more effective way to the reproductive

desire of couples.

1 Retrospective data from project participants will be reviewed and presented during the opening

steering commmittee meeting. A list of variables to be collected will be decided upon. These will

address biological factors that may interfere with successful outcome and and psychological that may

hamper retention in the program. 2. Clinical data collection forms and clincal dataset will be

prepared and circulated for approval to the steering committee. 3. Forms be distributed to the

CREAThE centers. 4. Uniform data will be collected by all centres for the observation period and

loaded onto an access dataset. 5. Data collection will be discussed at interim and a data

analysis plan prepared by steering committee. 6. At end of data collection results will be

analysed, to allow for a characterization of couples with HIV accessing assisted reproduction.

Variables will be compared between: couples who conceived, couples who failed to conceive but are

still in the program, and couples who dropped out of the program. 7. A report will be prepared

and presented at consensus conference. 8. A manuscript will be prepared and submitted for peer

reviewed publication, and a report of results will be available on project wesite and through

scientific and community mailing lists.

1

This work package will result in the creation of a clinical database and data collection forms, which

can be used by any centre offering assisted reproduction to couples with HIV (D3. The knowledge

gathered by the prospective follow up will allow to clarify which factors influence the outcome in

couples who try to conceive using the sperm washing method. This knowledge will form the basis for

the guidelines for counselling and treatment of couples with HIV wishing to conceive (WP6, D14). The

results will contribute to the consensus conference (D8), will reuslt in a publication, and will be

part of the website update (D13).




SHARE - flow

Couples with HIV

HIV+ man / HIV+ woman /
HIV- woman HIV=man
1 1
| | | | |
wsapsirir:g int;?o(-:‘l:j rse SInprelEsee =l ART
+ ART + PREP intercourse insemination
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SHARE - data

« Number couples requesting reproductive
counselling / assistance

 Male/female infertility factors / correlation
with antiretroviral medication

o Safety / efficacy of reproductive options
* Risk taking behaivour
e Quality of Life
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For the Italian
retrospective
analysis thanks
to:

Grant from the
CONRAD program,
Eastern Virginia
Medical School
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