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Outline

e A brief recall: The Swiss statement
e Review of the literature after 2008

e Hot (and less hot) topics
e Procreation without barriers
e Sex between MSM
e Break of condom and other accidents
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Background of the Swiss statement

e Increasing evidence for low risk on
combined antiretroviral therapy (CART):

o Epidemiological data
e Biological plausibility

o [ ack of case reports



Bulletin des medecins suisses

Bollettino dei medici svizzeri

Une personne séropositive, suivant un
traitement antirétroviral (TAR) et avec une
viremie indétectable, ne transmet pas le VIH,
par voie sexuelle

Validité de I'affirmation:

1) TAR appliqué “a la lettre” et suivi régulier par un médecin;
2) Charge virale en dessous du seuil de détection = 6mois (< 40 cp/ml);

3) Aucune autre maladie sexuellement transmissible (urétrite, syphilis...)

Vernazza P, Hirschel B, Bernasconi E, Flepp M, No 5/2008, www.saez.ch



The EKAF ("Swiss”) statement

What the statement described

e |t's ok to talk about risk estimates

e Under optimal conditions, risk is in the
range of daily life (,negligible”)
e Long term maximal suppression

e Perfect adherence, regular checks
e Absence of STDs

e Only the informed partner can
decide on condom use




Other “negligible” risk situations:

1. Condom-protected vaginal sex:
- 0.9 /100 py for always users

Davis, 1999, Fam Plan Perspectives

2. Receptive oral sex (MSM):
—> 0.0004 / act (= 1/2’500)

Vittinghoff, 1999, Am J. Epid




HIV transmission risks are fuzzy

Oral sex?

-

Sex under ART
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Royce RA et al, 1997; 2Davis KR et al, 1999; 3Vittinghoff E et al, 1999



Heterosexual HIV-1 transmission after initiation of
antiretroviral therapy: a prospective cohort analysis

Deborah Donnell Jared M Baeten, James Kiarie, Katherine K Thomas, Wendy Stevens, Craig R Cohen, James Mdntyre, Jairam R Lingappa.
Connie Celum, for the Partners in Prevention HSVIHIV Transmission Study Team*

Follow -up during whikh HIV- 1 infected partner had  Follow-up after HV- 1 infected partner initiated

not initiated ART ART
Norrbes of Legthof HIV-1modesce per Number of Length of V-1 incdence per
HvVa follow wp 200 person yeans HV-L folow up 100 person years
tansmnsons (pescoyears) (95%0) LarsmesRons (personpeas)  (95%C)
Overat 1 4558 2240084270 1 73 0371009-204)
By (D coll cownt !
« 200 cels pey pl. 5 N 879(440-758) o * 132 000 (000-2 80}
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350-495 als per pd. 24 150¢ 17000 14-254) 0 30 000 (000-1230)
#500 cols pur . 9 592 18201272 82) 0 A 000 (000-17 5N

* HIV-neg 18 days after Tx start of index patient,
but HIV-pos. at next visit (day 90)

Donnell et al, Lancet 2010
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RESEARCH

Jorge Del Romero, clinical researcher,’ Jes(s Castilla, consultant medical e pidemiologist,” Victoria Hernando,
epidemiologist,® Carmen Rodriguez, research scientist,’ Soledad Gardia, clinical researcher’

Combined antiretroviral treatment and heterosexual

transmission of HIV-1: cross sectional and prospective

cohort study
Tx Index Tx Index
Prevalence Incidence
No ART | cART No ART CART
Partners (n) 476 149 Partners (n) 341 144
Partner pos. 9.2% 0%* Sex acts™* (n) 11000 | ~7000
*p<0.001 Pregnancies 50 47
Seroconversions 5 0
s/c per sex act 0.0004 0
Upper 95%-Cl| 0.001 | 0.0005

Del Romero et al, BMJ 2010

** without condoms




The NEW ENGLAND
JOURNAL o« MEDICINE

ESTABLISHED IN 1812 AUGUST 11, 2011 VOL. 365 NO. 6

' * 1763 couples, one partner HIV+ and the other HIV
negative; HIV+ with CD4+ counts between 350 and

500/pL

« Randomization 1:1 to immediate ART (early) or after
CD4+ declined below 250/uL

« After a median follow up of 1.7 years, 38 HIV
transmissions, 28 virologically linked to the infected
partners

=*» Only 1 transmission in the early therapy group
= 96% reduction of transmission risk




HPTN 052: HIV-1 Transmission

>6 Months of therapy

Incidence/100PY
Study Arm | Follow-up (PY)* [95% Cl]

Linked >6 Mth Th

| 0.1 0.0
Immediate 1585 /1145 (0.0 - 0.4]
1.7
Delayed 1567 [1.1—-2.5]

*Person-years specific for transmission events

Median follow-up: 1.7 (1.1) years



HIV transmission in serodiscordant
hetero couples: ART not protective?

1927 (57% men) initially HIV-negative spouses in Zhumadian city, Henan, China
(Study period: Jan 2006 — Dec 2008; 4918 person-years of follow-up time)

Did NOT Did RR (95%) RR (95%)
seroconvert seconvert univariable multivariable
AIDS diagnosis
YES 1583 73 1.0 (0.53-1.89)
NO 260 11 1.0

66 =4.8 %

18=3.2%

1.32 (0.78-2.22)
1.0

But: No information on adherence to ART, viremia on
treatment, and if HIV transmissions were linked to the
stable partner or not

Wang et al, JAIDS 2010
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One swallow does not make a summer
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Mr A and Mrs B are married and want to have a
child. Mrs B is 35 year old and has an HIV infection
stage CDC Al with CD4+ count of 650/ul, VL
12’350 copies/mL. Because of the high CD4+ count
she didn’t started a treatment yet.

Your are asked to counsel the pair on the best

possible way to obtain a successful pregnhancy
and on the risk of HIV transmission to the child

18



Visit 3 (N=387)
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Mother to child transmission
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Counselling activity

e The triple value of ART in this situation:
e Possibility of natural procreation

e Protection against mother to child
transmission of HIV

e Early ART may be of interest even for the
mother’s health

e The seronegative husband must be involved in
the discussion and he has the last word on
natural procreation



CONCEPT OF EQUIPOISE*:
INVOLVE PATIENTS WHEN

RISK IS MARGINAL

*equilibre clinique



HC-Provider — Patient relationship

- Knows a lot
- Informs patient

!

Paternalistic concept




HC-Provider — Patient relationship

| know some, but not
what’s best for you

- Equipoise




The ethical dilemma of equipoise

A

Shared decision making and the concept of
equipoise: the competences of involving patients
in healthcare choices

AYRA

)

Elwyn & Edwards, Br J Gen Pract, 2000, 50, 892-897

Ongmal papers




HC-Provider — Patient relationship

Equipoise
| know some, but not
what’s best for you

d m

decision
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Procréation naturelle

La place de la procreation naturelle a fortement evolué du fait des progres des traite
ments antiretroviraux et des donnees recentes sur les risques de transmission. En pratique,
1a situation differe selon que le couple utilise systematiquement ou non les preservatifs et

selon le membre du couple qui est infecte par le VIH,

La procreation naturelle est desormais consideree comme une alternative a ' AMP.

www.sante.gouv.fr




...but not all agree with the
Swiss and French approach

Future perspective: The combination of SW-IUIl and
PrEP around the time of the luteinizing hormone
surge in well-selected, monogamous HIV-
serodiscordant couples is likely to be a less
expensive, safe and efficacious alternative to IVF-
ICSl in the US

SW-IUI: sperm washing with intrauterine insemination
IVF-ICSI: in vitro fertilization with intracytoplasmic sperm injection

Fertility treatment options for .. VikoLoGy
HIV-infected individuals ‘&\\
TGS 0 O e :



Mr A and Mr B, a homosexual pair for more than 3
yvears, have always had anal intercourse with
condom. In fact, Mr B is HIV positive, on ART for
more than 5 years with undetectable viremia at
every regular check for at least 4 years. Both guys
have sometime other sexual partners (anal sex
always with condom).

Your are asked to counsel the pair on the risk of
non protected sexual intercourse in their
particular situation

29



Unprotected Sex in SHCS after the Swiss statement

More reports of sex w/o condom

MSM Het M Het F
3 1
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Penod 407-1/08 H H 4
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On ART No H . :
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Hasse et al, CID 2010
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Nombre des nouveaux diagnostics d'infection par le VIH selon la voie d'infection, par année
du test (estimation statistique basée sur les déclarations des laboratowes et des médecins)
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Counselling activitity

e Swiss statement does teoretically apply to
MSM serodiscordant couple, but risk of other
STDs has to be considered in this situation

e Lack of controlled studies and limited number
of data from observational studies

e Do not forget to involve the seronegative
partner
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Figure 2 Comparison of antiretroviral exposure at mucosal surfaces
Seminal plasma, cervicovaginal fluid, and colorectal tissue exposure
is plotted as a ratio relative to matched blood plasma exposure.

The Y axis is on a log scale.

Cohen M, et al. Lancet 2013



Facts on HIV in genital fluids on ART

e Methods for the measurement of viral load in semen, vaginal,
cervical, and rectal fluids are not standardised

e Most persons on fully suppressive ART have undetectable HIV-RNA
in genital fluids (GF)

e HIV RNA and DNA found in GF on ART is usually at low level
(cut off for transmission unknown)

e Risk factors for positive HIV RNA/DNA in GF: Inflammation,
presence of Lc; drug penetration in genital fluids?

e Presence of replication competent and infectious virus not
demonstrated

36
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Mr A comes to the emergency room at 02.30. Two
hours before he had receptive anal intercourse
with Mr B with condom, but at the end of

intercourse the condom broke with probable
exposure to seminal fluid. Mr B is well known at
the outpatient clinic of your hospital: He has been
on ART for more than 10 years. As you can verify
online, his viremia was always undetectable (last
check 6 weeks before).

You must decide on providing or not Mr A with
postexposure prophylaxis for HIV
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Risk for acquiring HIV infection:
occupational vs. sexual exposure

e Occupational (needle stick injury) 0.3%

e Unprotected receptive anal intercourse 0.8-3.2%

e Unprotected receptive vaginal intercourse 0.05-0.15%
e Unprotected insertive anal intercourse 0.03-0.09%

e Use of a contaminated needle (IVDU) 0.67%

Katz and Gerberding, NEJM, 1997



Indication "nPEP” 1

e Patient source VIH+, non traité ou traité de maniere inefficace,
lors que:
e Rapport sexuel vaginal/anal non protégé (p.ex. rupture d’un préservatif)
e Fellation avec éjaculation dans la bouche
e Recours au matériel d’injection déja utilisé par une personne VIH+

e Exposition potentielle dans le cadre d’un viol (jusqu’a I'examen
chez I'auteur du délit)

e Statut sérologique du patient source inconnu, mais la personne
appartient a une région ou un groupe a haute prévalence
d’infection par le VIH (p.ex. des personnes provenant de
I’Afrique sous-saharienne, MSM, toxicomanes i.v.)

Bulletin OFSP 2006; 36:712-5



Indication "nPEP”

En général il n’y a pas d’indication pour une nPEP si:

e Statut sérologique du patient source inconnu (a I’exception
des situations mentionnées plus haut)

e Patient source infecté par le VIH, mais suivant une ART
stable et efficace (virémie indetectable)

e Morsure par une personne infectée par le VIH

e Blessure par une aiguille qui traine

Bulletin OFSP 2006; 36:712-5



Swiss guidelines on non-oPEP

Publication 1997 2006 2014
year
Interval (up to) 72h 72h 48h
How long 4 weeks 4 weeks 4 weeks
Drug(s) AZT Lopinavir/rtv *Raltegravir
+ + +
3TC AZT Tenofovir
+/- + +
Indinavir 3TC FTC
Publisher FKT (FOPH) FKT (FOPH) “AG1” (FOPH)
> Bulletin > Bulletin > soon in Forum

*= |sentress 1-0-1, Truvada 1-0-0
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ORIGINAL RESEARCH

Raltegravir-emtricitabine-tenofovir as HIV nonoccupational
post-exposure prophylaxis in men who have sex with
men: safety, tolerability and adherence® N =86

)} McAllister,” P Read A McNulty,** WWY Tong,' A Ingersoll’ and A Carr
HIV, Immunology 8 Infectious Discases Unit, St Vincent’s Hospital, Sydney, Australia, ‘Sydney Scrual Health Centre,
Svdney H.n‘;'HJJ, Swidney, Australia, "The Kirby Institute, Untversity of New South Wales, Sydney, Australia and

'‘School of Public Health and Community Medicine, University of New South Wales, Sydney, Australia

92% completion rate

89% adherence rate
Avoidance of potential DDI

McAllister J et al, HIV med 2014
43
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Merci pour I'attention!




