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PrEP etkin ama
ilaca uyum varsa

e Maksimum koruma

 Uyumsuzluk nedenli
ilaca direncli suslarin

secilimi

Table 4: Measures of Efficacy, by Medication Adherence, Percentage Reduction in HIV Incidence in Randomized Clinical
Trials (95% Confidence Interval)

Efficacy hy Efficacy by Efficacy hy
Study Modified Intent-to-Treat Efficacy Self-report Pill-count Adherence | Blood Detection of Drug
Adherence Measures Measures Measures®
1PrEx 4% (15-63%) >50% 0%  (18-70%) 92%  (40-99%)
(TDFFIC) 0% T3%  (41-88%)
Partners PtEP All Men Women NR 100% (87-100%)
TDF: 67% TDT: 63% TDE: T1% TDF: 86% (67-
TDEFTC: 75% | TDF/FTC: 84% | TDF/FTC: 66% Y4%)
TDF/FIC: 90% (38-
9R%)
TDR2 All Men Women NR NR TDF detected: 855"
(TDFFTC) 635 80% 49% "
FEM-PrEP NR NR NR NR
{TDEFIC)
VOICE NR NR NR NR
(TDF,TDEFTIC)
BTS 49% NR S6% (-19 to B6%)° T4% (17-94%)
(TDF)
NR, not reported,

*Tenafwir delectinn assays were dane in subsets ol persans rnonly assigned i receive TDE ar TDEFTC
! Finding not statistically significant
¢ Among participants on directly observed therapy




Randomized Cantralled Trial > Sci Transl Med. 2012 Sep 12,4151):151ra125.
dni: 10,1126/ scitransimed . 30040086.

Emtricitabine-tenofovir concentrations and pre-

Etkin koruma ICIN exposure prophylaxis efficacy in men who have sex

yiksek duzeyde uyum with men
gerekli

Peter L Anderscn *, David ¥ Glidden, Albert Liu, Susan Buchbinder, Javier R Larna,

Juan Vicente Guanira, Vanessa McMahan, Lane R Bushman, Martn Casapia,

Orlando Montoya-Herrera, Valdilea G Veloso, Kenneth H Mayer, Suwat Chariyalertsak,

FMauro Schechter, Linda-Gail Bekker, Esper Georges Kallas, Robert M Grant, iPrEx Study Team

Affiliations + expard
PMID: 229728432 PMCID: PMC3721972 DOl 10.1128/scitransimed. 2004008
Free PMC article

Risk azaltma

Abstract

° 7 d O Z / hf 0/ 9 9 Drug concentrations associated with protection from HIV-1 accuisition have not been determined.
0 ‘We evalusted drug concentrations among men whe have sex with men in a substudy of the iPrEx
trial (1). In this randomized placebo-controlled trial, daily oral doses of emricitabinef/tencfovir
disoproxil fumarate wers used as pre-exposure prophylaxis {PrEP) in men who have sex with men.
° 4 d h f (y 9 6 Drug was detected less frequently in blocd plasma ard in viable crycpresersed oeripheral blood
O Z / 0 mononuclear cells (PEMCs) in HIV-infected cases art the visit when HIV was first discoverad
comparad with cantrols at the matched time point of the study (8% versus £44%,; P < 0.001) and in
the 90 days before that visit (11% wersus §1%; P < 0.0017). An intracellular concentration of the
o) active form of tencfovir, tenafovir-diphosphate [1FW-0P), of 16 frmol per millicn PEMCS was
® 2 d O Z / hf A) 7 6 associated with a 90% reductian in HIV acquisition relative to the placeba arm. Directy abserved
dosing in a separate study, the STRAND trial, yielded TFV-DP caoncentrations that, when analyzed
accorcing to the IPrex model, coresponded to an HIV-1 risk reduction of 76% for two doses per
week, 36% for four doses per week, and 98% for seven doses per week. Prephylactic benefits were
observed over a range of deses and drug concentrations, suggesting ways Lo optimize FrEP
regirmnens lor his popalation,




1603 HIV(-) kisi, %76’sI PrEP

iPrEx OLE PrEP kullanmayanlarda HIV insidansi 4.7/100 py

PrEP etkisi uyum ile artmakta

s % <z lableatieek | 2-3 Tsoktsiest 4-& lableraivsek 7 labletatVeek
: Lancet Infect Dis. 2014 September ; 14(9): 820-829. doi:10.1016/$1473-3099(14)70847-3.

An observational study of preexposure prophylaxis uptake,
sexual practices, and HIV incidence among men and
Off PrEP transgender women who have sex with men

T Robert M Grant, MD' 27, Peter L. Anderson, PharmD?, Vanessa McMahan, BS', Albert Li,
MDZ5_ K. Rivet Amico, PhD®, Megha Mehrotra, MPH', Syblil Hosek, PhD’, Carlos Mosquera,
: MD?, Martin Casapia, MD?, Orlando Montoya'?, Susan Buchbinder, MD? %, Valdilea G.
Veloso, MD'!, Kenneth Mayer, MD'?, Suwat Charlyalertsak, MD', Linda-Gail Bekker,
PhD', Esper G. Kallas, MD'5, Mauro Schechter, MD'¢, Juan Guanira, MD®, Lane Bushman,
BChem*, David N. Burns, MD'7, James F. Rooney, MD'3, David V. Glidden, PhD?, and for the

iPrEx study team

HIV Incidence per 100 Person-Years
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On-demand PrEP efficacy: forgiveness or timely dosing?

Oral daily pre-exposure prophylaxis (PrEP) containing
tenofovir disoproxil fumarate plus emtricitabine can
be highly protective against HIV infection. However,
its effectiveness is dependent on drug intake. In large
randomised placebo-controlled trials,”* objective
measures of adherence have dosely predicted the extent
of protection against HIV in the intention-to-treat

IPERGAY o

=15 pills per month,
non-compliers excluded

=15 pills per month, B &
non-compliers included o

frequent sexuval intercourse, Antoni and colleagues’
reviewed the pill uptake of tenofovir disoproxil
fumarate plus emtricitabine and data from self-
reported adherence questionnaires in the ANRS
IPERGAY trial to identify a specific pattern of PrEP use:
15 pills of fewer per month with consistent event-
driven PrEP use. 270 participants had at least one

IPERGAY o

=16 pills per month

PrEP efficacy=1-46 ~adherence —0-43
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Escinsel erkeklerde
istek Uzerine PrEP
rastgele alinan
ayni miktarda
glnlik PrEP'den

daha koruyucu olabilir

Istek tizerine > Glinliik

T
75

Tenofovir plasma detection in tenofovir disoproxil fumarate plus emtricitabine group (2¢)

L
100



PrEP ortaya ciktigindan beri, escinsel erkeklerin en givenli HIV onleme stratejisi

Awareness and Perceived Effectiveness of HIV
Treatment as Prevention Among Men Who Have Sex
with Men in New York City

Karolynn Siegel = & Etienne Meunier

AIDS and Behavior 23, 19741983 (2019) Cite this article
732 Accesses | 15 Citations | 16 Altmetric | Metrics

Abstract

To assess pg e survey
of MSNHM in trategies
to reduce I . . 19%

e — New York'taki escinsel erkekler .

identified 1 in the

prior s mo TasP’1 PrEP'den daha az etkili Saymoest
requently
(70.0%8), fa 15.8%6).

and withd olarak degerlendiriyor er used

PrEP, and sP as

effective. F



* ilaci tanitmak, amaci anlatmak, ne zaman, kac tane ilac
alinacak?

 Uyumun 6nemi (uyumun oniindeki engellerin
tanimlanmasi)

* ilag alimi unutuldu ise _ g WHY

Sonraki dozun zamani gelmedigi sirece, unutulan dozun hatirladiklari
anda alinmasi CAN CHANGE YOUR LIFE.

Bir sonraki dozun zamani yaklastiysa, kacirilan dozu atlamali ve
dizenli programa devam

* Yan etkiler ve yonetimi
* HIV enfeksiyonu bulgulari

e Risk azaltma



Risk azaltma

Bekleme odasinda video, brosir vb bilgilendirme araclari
e Guvenli siringa kullanimi

CYBE

Kondom kullanimi

SEXUALLY

PrEP’in CYBE'den korumadigi anlatiimali TRANSMITTED
DISEASES




HIV enf disindaki CYBE’ler artmaktadir

Ozellikle PrEP kullanimindan sonra artis daha

belirgin!

PrEP mi CYBE’leri arttirtyor, CYBE riski yuksek

kisiler mi PrEP kullaniyor?

PrEP kullanicilari daha siki takip ediliyor, test

vapiliyor, daha cok mu tani konuyor?




e Gonore ve klamidya 6 ayda bir — MSM’lerde NAAT farenks, rektal ve idrarda

» Kadinlarda vajinal sivi ve riski olanlarda rektal 6rnek - NAAT

HIV (+) kadinlarin %29’u biseksiiel erkeklerle birlikte

kadinlarin 1/3’tinden fazlasinin anal seks deneyimi mevcut

Author manuscript
AIDS Behav. Author manuscript; available in PMC 2016 July 01.

Published in final edited form as:
AIDS Behav. 2015 July ; 19(7): 1327-1337. doi:10.1007/s10461-014-0992-8.
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2099 kadinin %38’i son 6 ay icinde kondomsuz anal seks




Pre-exposure prophylaxis to prevent the acquisition of HIV-1 @*‘\.@
infection (PROUD): effectiveness results from the pilot phase b

of a pragmaticc

Sheena McCormack™, David T Dunn®, |
Gabniel Schembri, Nicola Mackie, Chris
Saye H Khoo, James Roeney, Anthony |

Summary

Background Randomised place
tenofovir-emtricitabine reduc
compensation in users of PrEI

Methods PROUD is an open-|
negative gav and other men wi

Cl/nlcal lnfect/ous Dlseases
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Effects of Pre-exposure Prophylaxis for the Prevention of
Human Immunodeficiency Virus Infection on Sexual Risk
Behavior in Men Who Have Sex With Men: A Systematic

Review and Meta-analysis

Michael W. Traeger.'” Sophia E. Schroeder,'” Edwina J. Wright,'**® Margaret E. Hellard,"*® Vincent J. Comnelisse,*"® Joseph S. Doyle,"** and

Mark A. Stoovée'™*"

'Disease Efimination Progra
Sciences. Lund University, N
“Pater Doherty Institute of ir
Australia

Background. |
who have sex with
and increased incic

Methods. We«
in the context of d
random-effects me

Results. Sixtee
reported STI preva
use was associated
and an increase in
later studies. Most

Conclusion. I
Monitoring of risk
health of MSM anc

Study

Grant (2014)

Corales (2015) -~
Liu (2016)

McCormack (2016)

Guilob (2016)

Marcus (20186)

Montano (2017)

Lal (2017)

Overall

Odds Ratio

(95% CI)

1.35 (0.83,
0.41 (0.07,
0.96 (0.71,
1.07 (0.78,
1.39 (0.76,
1.48 (1.18,
0.98 (0.58,
2.99 (1.42,

1.24 (0.99,

2.19)
1.87)
1.29)
1.46)
2.55)
1.85)
1.65)
6.51)

1.54)

%
Weight

12.10
1.66
18.91
18.32
9.10
22.32
11.06
6.53

100.00
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Preexposure prophylaxis for men who have sex with
men in the Netherlands: impact on HIV and Neisseria

. gonorrhoeae transmission and cost-effectiveness
Hollanda’da modelleme

Maarten Reitsema™®, Albert Jan van Hoek?,

ca | NutN Maarten Schim van der Loeff“?, Elske Hoornenborg®,

Ard van Sighem®, Jacco Wallinga™®, Birgit van benthem®
and Maria Xiridou®

* PrEP kriterlerine uyan

Objectives: To assess the impact of a preexposure prophylaxis (FrEP) programme for
high-risk men who have sex with men (MSM), which includes gonorrhoea testing and

’ t .0 ’:
M S M I erin A) 7 5 Ine treatment, on the transmission of HIV and Nelsseria among MSM in the Netherlands and
the cost-effectrveness of such programme with and without risk compensation {in the
form of reduced condom use).
. Methods: We developed a stochastic agent-based transmission model of HIV and
) gonorthoea, We simulated a capped (max 2.5% of MSM) and uncapped (5.5% of MSM
3 ayd d b Ir H IV ve CYB E in 2018 declining 10 3% in 2027) daily PrEP peogramme for high-risk MSM, with 3-
manthly HIV and gonorrhoea testing, with and without risk compensation. Epidemio-
| . I logical cutcomes were calculated from the transmission model and used in an
economic model to calculate costs, quality-adjusted life-years (QALY), and incremental
t € St erl ya p 1Hirsa cost-effectiveness ratios (ICER), over 2018-2027, taking a healthcare payer perspective,
Results: Without risk compensation, PrEP can lead to a reduction of 61 or 49% in the
total number of new HIV infections in 2018-2027, if the programme is uncapped or
° capped 10 2.5% of MSM, respectively. With risk compensation, this reduction can be 63
H I V S nf S go nore of 46% in the uncapped and capped programmes, respectively. In all scenarios,
gonorrthoea prevalence decreased after introducing PrEP. Without risk compensation,
92% of simulations were cost-effective (of which 52% cost-saving). With risk compen.
1 1 (0} sation, 73% of simulations were cost-effective (of which 23% was cost-saving).
INSI d ansin d d /‘)70 daZd | ma Conclusion: A nationwide PrEP programme for high-risk MSM can result in substantial
reductions in HIV and gonorrhoea transmission and be cost-effective, even with risk
compensation. Copynight © 2019 Wolters Kluwer Heakh, Inc. All rights reserved.

AIDS 2020, 34:621-630




New diagnoses of STls from 1996 to 2015 in MSM in England

PROUD
results
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Unemo M et al. Lancet Infect Dis 2017




F )

Weekly number of individuals diagnosed with Neisseria gonorrhoeae at 56 Dean Street,
London, UK from week 50 (2018) to week 35 (2020).
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ORAL ABSTRACT

Incidence of HIV-Infection
with Daily or On Demand PrEP
with TDF/FTC in the Paris Area

An Update of the ANRS Prevenir Study

S AL Meling, J. Ghoan, C, Delaugarns, G, PRloy, C. Kadiana, L. SQma, C. Pintado, M.
Ohyan, H. Mohinn, L Assainnee. B Spiw, M BapMuchiie D, Rojes Cuslia, D. Contagfiok
wined (e AXRS Prwvvsenr wlly group

Asszionse Publigue Hidodsux de Fans,
Loathice BLIS AINES

ORCRGUE  Sescndin Graois Gacon A% Enadl | Mory Gon W T




IMPACT OF COVID-19 ON HIV PREEXPOSURE PROPHYLAXIS
CARE AT ABOSTON COMMUNITY HEALTH CENTER

Douglas S. Krakower, Patricia Solleveld, Ken Levine, Kenneth M. Mayer
Abstract OACLBO104

Gonorrhea/chlamydia test positivity increased by 3.5 percentage points

EEEERERRER
N Posiwe GC/CT Tests

w20 feb 20 Mas 20
MY Tt Performed e ™e el EA
= GC/CTY Teuts Performed e LE2] 0
= Poutive GUTT Tests % p]
=% Postive GO/XCT Testy 1208 218 2N nn

Increased of 3.5 percentage points (28.5% increase)




PrEP ve HCV enfeksiyonu

Amsterdam

High incidence of HCV (re-)infections among
PrEP users in the Netherlands: implications for

preven tion, monitoring and treatment

Elske Hoornenborg, MD
GGD Amstardam

AIDS 2028, Amsterdam, the Netherlands

376 MSM ve TGW

HCV prevalansi %4.8

insidans 1/100 py

Reenfeksiyon 25.5/100 py

%75’i kimyasal seks

PrEP

e kondom kullaniminda azalma

* HIV (+) ve (-) kisiler arasinda cinsel aktivitede artis
HIV (-) kisilerde HCV insidansinda artis olabilir!!!

Reenfeksiyonlara da dikkat!!



PrEP kisinin cinsel aktivite modeline
gore planlanmali

Kondom kullanmak istemese de koruyucu TDF

dizeyi olana kadar kullanmali

* Rektal dokuda max konsantrasyona 7 guin
* Servikovajinal dokuda 21 glin

Risk — tatil plani
Planlanan kondomsuz cinsel temastan 7 glin 6nce !
Kadinlarda 3 hf 6nce - 1 ay daha devam et

. \u_




Klinik koruma
- Anal temasta 2 tb alindiktan 2-24 h sonra

Vajinal temasta istek Gzerine PrEP kullanimi
onerilmez (dokularda ilaclarin koruyucu
seviyesi?)




Yan etkiler

PAEEXIOSUA: CHENCIADUHYLAXIE VUL HIv IEREVENTLUN

Table 5: Evidence Summary of Randamized Clinical Trials — Safety and Toxicity
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2-1-1 PrEP

Clinical Infectious Diseases

BRIEF REPORT

Early Adopters of Event-driven Human
Immunodeficiency Virus Pre-exposure
Prophylaxis in a Large Healthcare
System in San Francisco

J. Carlo Hojilla,"* " Jufia L Marcus,’ Michae! J. Silverberg.' C. Bradley Hare,'
Rachel Herbers,' Leo Hurley,' Derok D, Satre.'** and Jonathan E. Volk**

"Dwision of Research, Kaiser Parmanonie Northeen Califoméa, Oatiand, Califomé, USA,
A\Vail nstitute for Nevroscences, Degartmant of Peychiatry, University of Cadomia, San
Francisco, Califomia, USA, "Bepanment of Poputation Medicine, Harvard Medical Schoo!
and Hsevard Pilgrim Health Care nstiste. Baston, Massachusetts, US4, and ‘Department of
Adult and Family Medicine, Kaiser Permanents San Francisco Medical Center, San Frantisco,
California, USA

Among 279 patients within a large healthcare system in San
Francisco, event-driven HIV pre-exposure prophylaxis using
a 2-1-1 regimen was a desirable alternative to daily dosing,
Problems with adherence, planning sex in advance, or side ef-
fects were infrequent (13.9%). We found no new HIV infections
over 136 person-years of follow-up.

Table 1. Patients Prescribed 2-1-1 PrEP at Kaiser Permanente San

Francisco, Assessed at the 3-Month Follow-up Visit

No. 1%]

Daosing regimen in the prior 3 months

Exclusively 2—-1-1 140 {51.3)

Daily 53 {19.4)

Combination of Z—1-1 and daily 41 {15.01

Stopped PrEP 20 (73}

Other nondaily dosing 11 44.0)

Never started PEP 8{2.9)
Reasons for selecting 2-1-1

Infrequent sex 158.(67.9}

Concerns around side 11 44.0)

effects from daily dosing

Cost 742.8)

Difficulty with daily adherenca 6142.2)

Adwvice by medical provider 3 {11}
Challenges with 2-1-1 PrEP

Adnerence/difficulty 16 {5.9)

with dosing pattem

Unable to plan sex in advance 13 {4.8)

Sicde effects 8{2.9)

Cost 140.49)
Reasons for stopoing PrEP

Lost health ins 14{5.1)

Raduction in :
szt kreaCl azalma

M =273 Kc enz artis

Abbrasnation: PrER g

4 {1.5}
240.7)




NEfrOtO kSiSite TFV renal tubuler hiicrelerde mitokondriyal toksisiteye,

oksidatif strese neden olur

Shortage of ATP production Oxydative stress Chronic inflammation
J ATP-dependent pumps in tubular cells Fibrosis

Tubular reabsorption

defect of ions and small 1 Chianic tubular
lecule
b ? J Phosphate reabsorption damage
Fanconi J Vitamin D activation
syndrome

+
™ Bone Turnover
Sub-clinical
Tubulopathy

Tubular dysfunction Osteopenia Decline in renal function

” v
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J Acgreir Immune Defic Syndr. Author manuscript:; available in PMC 2017 April O1.

Published in final edited form as:
J Acguir Immune Defic Syndr. 2016 April 1; 71(4): €ell15——<«118. doi:10.1097/QAT.0000000000000906.

Elevations in Serum Creatinine with Tenofovir-Based HIV Pre-
exposure Prophylaxis: A Meta-Analysis of Randomized Placebo-
Controlled Trials

Rabi Yacoub, MD'-", Girish N. Nadkarni, MD, MPH, CPH2-", Damian Weikum, BS3, loannis

Konstantinidis, MD?Z2, Anna Boueilh, MD“, Robert M. Grant, MD MPHS, Kenneth K.
Mugwanya, MBChB, MS®, Jared M. Baeten, MD7, and Christina M. Wyatt, MD?=2

Metanalysis — 10 placebo-controlled PrEP clinical trials — 19 507 participants

Creatinine ' Placebo

, PrEp Placebo 0dds Ratio Odds Ratio
elevation | | N=7307 Study o Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
215 (2.2%) 137 (1.9%) Bacten ol o W 63 13 1584 126%  151[080.28)) T
Grade 1 Cnoopanys et ol Q 124 N 108 026N 137086 220) ™
= R Grant ot &l 2% 1281 W18 118% 180093 347) -
1,1 Nlj();el)JLN 195 (2%) 126 (1.7%) Pt DN e TR e oot apioppel NN i
Keengo et al 2 M 0 12 05%  2712.6254) -
Grade 2 _ Marrazzo of of 17 200 2 008 23% A00%W 188 - 2
1,4-1,8 X ULN 16 (1.6%o) 7 (1%e) Mt of & 2 M 0 12 0%  27p12.6254) -
No. (%) Peterson ¢ o 3 ¥ 15 ¥ 8N 087 041, 1.86) —~
Grade3ou 4 Thigpen et al 1 0 608 0% 1991012, 1355
1,9 X ULN 4 (0.4%e) 4 (0.5%a) Van-Damme of ol 72 1062 %6 1058 387N 130 [0.91. 167)
No. (%)
*ULN Upper limit of normal Total (95% CY) L1 THT 1000%  1.36[1.09,1.71) ¢
. - . Total events 215 b
PrEP ile renal toksisite nadir ve Heterogensty: Tau? =000, Ch¥ = 822, of =9 (P = 081) ' 0% R TEE TR
Tt for overall offect 2= 271 (P = 0.007) Placsto  PrEP

ciddi degil



Mean eGFR reduction

Bobilation No. of A Rmbal (mL/min/1.73m?) from baseline
: participants between TDF and placebo arms

M1 M6 M12 M24

MSM 2499 45% 127 131 -2.04  -0.80

CLLLAl Heterosexual 4747 82% 242 || 442 201 | 042
PrEP couples

BTS* PWID 2413 51% 470 | 26D

*Bangkok Tenofovir Study

Gunlik PreP, plasebo ile karsilastirildiginda eGFR’de azalma ~ 2 mL/dk/1.73 m?

Solomon, AIDS, 2014, Martin, CID, 2014; Mugwanya, JAMA Intern Med, 2015
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eGFR’de azalma TDF'ye maruziyet ile koreledir

Gandbhi, Lancet HIV, 2016, Tang, JAIDS, 2017



* 6 ayda bir eCrCl

e Bazal eCrCl < 90 ml/dk veya 40 yasin lizerindeyse
yakin takip

 HT, DM varsa daha sik ve ek testler (proteinuri takibi)

* eCrCl 2 60 ml/dk ise serum kreatinindeki artis ilaci
kesmeyi gerektirmez, ancak azalmaya meyilli ise

nefrolog gorusu



istek lizerine (on-demand) PrEP
daha mi az renal toksisiteye neden oluyor?

BPD2/8 | Renalsafety of on-demand and daily
TDF-FTC for HIV pre-exposure prophylaxis in the
ANRS-PREVENIR Study

G. Liegeonl - L. Assoumott; J. Ghosrf’; M. El Mouhebb?’:;
C. Katlama®; G. Pialoux>; J.-P. Viard®; K. Lacombe’;
M. Genin? L. Beniguelz; J. Lourenco”; D. Rojas Castro’;

D. Costag]iolaz; J-M. Molinal; for the ANRS PREVENIR
Study Group
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. . On-demand PrEP dosing had a smaller impact on eGFR

'pfeve[!!f evolution than daily PrEP

Legearn, EACT canference, 2521 - Ausact BPRZMB



J Acquir Immune Defic Syndr. 2016 April 1; 71(4): 374-380. doi:10.1097/QAT.0000000000000868.

Reversibility of Glomerular Renal Function Decline in HIV
Uninfected Men and Women Discontinuing Emtricitabine-
Tenofovir Disoproxil Fumarate Pre-exposure Prophylaxis

Kenneth K. Mugwanya, MBChB, MS'-2, Christina Wyatt, MD, MS3, Connie Celum, MD,
MPH'145 Deborah Donnell, PhD%€, James Kiarie, MBChB, MPH%7, Allan Ronald, MD32,
Jared M. Baeten, MD, PhD'4.5 and the Partners PrEP Study Team’

PrEP birakildiktan sonra renal fonksiyon duzelmektedir

132

131

130

129

~#—TDF
i FTC-TDF
i Placebo

128

Mean eGFR (mL/min/1.73 m?)

127

126
Baseline Last on-study drug visit First post-study drug visit



A BMD (%)

Kemik toksisitesi

* TDF kemik mineral yogunlugunda azalma ile iliskili (6z ilk 6 ayda)

e Osteoporoz/peni varsa yarar-zarar hesabi. TAF olabilir

|
o
b

Effects of Emtricitabine/Tenofovir on Bone
Mineral Density in HIV-Negative Persons in a
Randomized, Double-Blind, Placebo-Controlled
Trial

Kathi gres,' David ¥. ! Parar L Ane 2 Amart La,' W aan Parro 6 x
Msria Esthesr Ramirez-Casdich* Sin N mpvom,’ Pistr Chodacki,” Laura Marnia Canvalo de Mendonca,*
Fureng Wang,' Javicr B. Lama,” Swaat Chariyalertsak,” * Juas Viceste Guanim® Susan Buchbinder,'?
Lindu-Guil Bekisr.® Mawro Scheckter ™'’ Valdilea 6. Voloso.™ and Robert N Grant™": for the Pressposure

Prophylaxis Initistive Study Teom
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JAcquir Inmmune Defic Synde, Author manuscripl. avadable in PMC 2018 Oct 1. PMCID: PMCS5597476
Publshed in final edited form as: NIHMSID: NIHMSS884871
JAcouir immune Defic Syndr, 2017 Oct 1; 76(2) 177182, PMID: 28539995

doi: 10.1097/QA1.0000000000001475

Recovery of Bone Mineral Density Following Discontinuation of
Tenofovir-Based HIV Pre-Exposure Prophylaxis
David V. Gidden, Ph.D., Kathleaen Mulligan, Ph.D., Vanessa McMahan, M.S., Pater L Anderson, Pharm D.,
Juan Guanira. M.D., M_P.H., Suwal Charyalersak M.D., Dr.P.H._, Susan P Buchbinder, M.D.,

in Gail kikar, M.B., Ch.B., Ph.D., Mauro Schaechter, M.D., Ph.D., Beatnz Grinsztein, M.D.,. Ph.D., and
Robern M. Granl, M.D_, M P.H.
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Table 8: Clinical Si

Akut HIV enfeksiyonu

ns and Symptoms of Acute (Primary) HIV Infection’®

Sex Route of transmission
Overall Male Female Sexual Injection Drug Use
m=375)| n=355) | (m=23) | (n=329) (n=34)
Features %o %o %o %0 %0
Fever 75 74 83 77 50
Fatigue 68 67 78 71 50
Myalgia 49 50 26 52 29
Skin rash 48 48 48 51 21
Headache 45 45 44 47 30
Pharyngitis 40 40 48 43 18
Cervical adenopathy 39 39 39 41 27
Arthralgia 30 30 26 28 26
Night sweats 28 28 22 30 27
Diarrhea 27 27 21 28 23




CD4, HIVRNA, genotipik direnc testi

Rehberlere uygun ART

TDF/FTC + DTG veya DRV/r

Direnc¢ sonucuna gore ART modifikasyonu

Partnerlerin de test edilmesi, son 72 h icinde kondomsuz temas veya enjektor

kullanimi varsa PEP



Mesleki olmayan temas sonrasi proflaksiden (nPEP) sonra PrEP adaylari

1. Onceki 72 saatte HIV maruziyeti olanlar

2. Yakin bir donemde tekrarlanan nPEP talep edenler (6 ayda > 2)

PrEP

4 4

* nPEP endike ve kisi PrEP icin uygunsa, 28 gunlik nPEP verilmelidir

* nPEP sonunda PrEP'e gecis icin degerlendirilir



4 Kusak Ag/Ab testi

ve
Akut HIV klinik bulgulari

(+) (-)
Dogrulama testi ve 3.1lac stop
nPEP’e devam (ART) PrEP olarak devam




Direncg

Table 6: Evidence Summary of Randomized Clinical Trials — HIV Resistance Findings (TDF or FTC Drug Resistant Virus

Detected)
Outcome Analyses
Study Agent Control
1PrEx 2 resiStant viruses among 2 persons infected at baseline n=1257 | 1 resistant virus among 8 persons infected at baseli‘ n=1248
1 0 resistant viruses among 36 persons infected after baseline 0 resistant viruses among 64 persons infected after baseline
US MSM Safety Trial | 0 resistant viruses among 3 persons infected after baseline (in delayed | 1 resistant virus among 1 person infected at baseline| ,-199
arm before starting drug) n=201 || () resistant viruses among 3 persons infected after baseline
Partners PrEP M184V/ ik’ 5 persons infected at baseline and randomly | () resistant viruses among 6 persons infected at base ,=1586
n=1589 | () resistant viruses among 51 persons infected after baseline
rus among 3 persons infected at baseline and randomly
n=1583
TDF2 in 1 person infected at baseline 1 resistant virus in 1 person infected at baseline (very low
\V/EksVAVH /1 es among 9 persons infected after baseline frequency and transient detection) n=608
0 resistant viruses among 24 persons infected after baseline
FEM-PrEP 4 resistant viruses among 33 persons infected after baseline | n=1062 | 1 resistant virus in 35 persons infected after baselir| h=1058
West African Trial | -(Lresistant vimses among 2 persons infected while on TDF n=469 NR h=467
VOICE TDF | NR —
BTS n=1204 | 0 resistant viruses among 49 persons infected after baseline n=1207

NR, not reported.



PrEP alirken,
* FTC'nin genetik bariyeri disik, M184V/I ortaya ¢cikmasi olasidir
* TFV genetik bariyeri yuksek, TFV direnci (K65R mutasyonu) olasiligi daha dusuktir

PrEP alanlar direncli HIV ile enfekte olabilir!

Case Reports > N Engl J Med. 2017 Feb 2;376(5):501-502. doi: 10.1056/NEJMCc1611639.

Multidrug—Resistant HIV—1 Infection despite
Preexposure Prophyvylaxis

Multipl diren¢ mutasyonlari iceren HIV ile enfekte

PrEP ve uyum ile tutarli kan TFV seviyelerine ragmen bulasma meydana gelmistir

PrEP'e ek olarak KONDOM KULLANIMI 6nemli

 Kisi direncli HIV'e maruz kaldiysa, aktif antiretroviraller iceren PEP baslatilmalidir



WHAT'S THE 2+1+17

EVENT-DRIVEN ORAL PRE-EXPOSURE
PROPHYLAXIS TO PREVENT HIV FOR MEN
WHO HAVE SEX WITH MEN: UPDATE TO WHO'S
RECOMMENDATION ON ORAL PREP

LY 2019

(8 World Health
‘g' Organization

WHAT ARE THE POTENTIAL RISKS OF ED-PREP IN
MEN WHO HAVE SEX WITH NEN?

istek Gizerine PrEP’de
* ilaca epizodik maruz kalma
* PrEP’den once HIV testi yapilmamasi ile

direnc riski daha yuiksek olabilir

istek Gizerine PrEP'i seyrek olarak alan kisiler

* PreEP'den ciktiklari donemlerde HIV ile

enfekte olabilirler

* HIV enfeksiyonunu dislamadan PrEP alinirsa

direnc riski artar




Gebelik

e VL ylksek HIV (+) partneri olan kadinlar PrEP
kullanirken kondom kullanimini birakip gebe

kaldiklarinda HIV enfeksiyonu riskinde artis

* Serodiskordan ciftler PrEP dncesi bilgilendirilmeli

HIV (+) partnerin efektif ART kullanimi saglanmali



Recommesdadlons for the Use of Awtiretrovirad
Oregs in Pragnant Wemnan with HIY Infeclion swy
Imicryentions o Reduce Perinatal HIV
Tranenissbon In the Uuied Stales
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Panel's Recommendations

» Health care providers should offer and promote oral combination tenofovir disoproxil fumarate/emtricitabine

. - , , . Gebelik dncesi
(TDF/FTC) pre-exposure prophylais (PrEP) to individuals who are at isk for HIV and are trying to conceive o are Gebelik

pregnant, postpartum, or breastfeeding (AIl). Indications for PrEP incluce any risk factors for acquiring HIV, such s TDF/FTC
condomless sex with a partner with HIV whose HIV-RNA level s detectable or unknown, recent sexually transmitted Postpartum

infection (STI), or injection drug use. Because risk factors may be underreported, those who report feeling at risk for 1zirmede

HIV acquisition should be counseled on the benefits and risks of and be offered PrEP.

TDF/FTC kullanirken gebelik
* Devam edilebilir
* Risk degerlendirmesi ile karar

v People who become pregnant while using TDF/FTC as PrEP can continue PrEP throughout their pregnancy. Risk for

acquisition should be reassessed and people should be counseled regarding benefits and risks of PrEP use n

pregnancy (Al



+ Providers should counsel patients about the benefits of PrEP to reduce the risk of maternal HIV acquisition and
perinatal HIV transmission (Al) and about potential risks of PrEP to mother and fetus or infant during periconception,
pregnancy, postpartum, and breastfeeding periods (All).

* In cases when the individual’s risk factor is one identified partner with HIV and that partner is on antiretroviral therapy B=B
(ART) with sustained viral suppression, PrEP may be optional because condomless sexual intercourse is associated PrEP opsiyonel
with effectively no risk of sexual HIV transmission when HIV viral load is suppressed (Al) (see Reproductive Options for
Couples When One or Both Partners Have HIV).

* Providers should counsel patients about the importance of daily adherence to oral PrEP in preventing HIV acquisition
(A1). Women should be counseled to take a once-daily pill of coformulated TDF/FTC PrEP for 20 days prior to being
protected from HIV and therefore should use back-up protection in the interim (BII). No data support on-demand PrEP
use for people exposed to HIV through vaginal exposure.

* Providers should offer routine PrEP follow-up, including testing for HIV every 3 months and counseling on signs and
symptoms of acute retroviral syndrome (Al) (see the Centers for Disease Prevention and Control Guidelines for HIV Pre-

Exposure Prophylaxis and Maternal HIV Testing and Identification of Perinatal HIV Exposure). More frequent testing may

be appropriate when clinically indicated (e.g,, adherence challenges, nonstandard visit schedule).

Other novel PrEP agents including oral tenofovir alafenamide (TAF)/FTC and injectable agents are not yet recommended
for people exposed to HIV through receptive vaginal sex.



Reproductive Options for Couples When One or Both Partners Have HIV
(Last updated December 29, 2020; last reviewed December 29, 2020)

For Couples Who Want to Conceive When One or Both Partners Have HIV:

» Expert consultation is recommended to tailor guidance to couples’ specific needs (Alll).

» Both partners should be screened and treated for genital tract infections before attempting to conceive (All).

« Partners with HIV should achieve sustained viral suppression (e.g., two recorded measurements of plasma viral loads
that are below the limits of detection at least 3 months apart) before attempting conception to maximize their health,
prevent HIV sexual transmission (Al) and, for pregnant persons with HIV, to minimize the risk of HIV transmission to
the infant (Al).

« When partners have different HIV statuses, sexual intercourse without a condom allows conception with effectively no
risk of sexual HIV transmission to the partner without HIV if the partner with HIV is on antiretroviral therapy (ART) and

e HIV (+) partnerde viral supresyon saglanmadiysa/bilinmiyorsa

* Partnerin ART uyumu koétiyse

Ovulasyon doneminde kondomsuz cinsel temas PrEP ile optimize edilebilir

ERARATASARALAS] A ATAR AR A IR IR A - I EAT BB "L A A 1A 1A A B "1 B A~ AT L

* Timing condomless sex to coincide with ovulation (peak fertility) is an approach that can optimize the probability

of conception (Alll).
* When partners with different HIV statuses attempt conception, the partner without HIV can choose to take PrEP

even if the partner with HIV has achieved viral suppression (CIII).




PrEP’i birakmak

* Kisisel istek

* Yasam sekli degisikligi

* Yan etkiler

e ilaca Kronik uyumsuzluk

* HIV enfeksiyonu




* HIV enfeksiyonundan korunma, gunlik PrEP kullanimini

biraktiktan sonra 7-10 glin icinde azalacaktir

* Anal seks icin kullanilan PrEP’de TDF/FTC <7 glin

duraklatildiysa tekrar 1 tb/glin olarak baslanabilir

* Biraktigi zamanki HIV statlsu ??7?

* Birakip tekrar baslamak??




v

H
HBV ko-enfekte ise B
\V

* TDF potent, ylksek direnc bariyeri

 Reaktivasyondan korunmak icin diizenli kullanim énemli (istek Gizerine PrEP kullanimi

onerilmez)
* PrEP ihtiyaci kalmazsa
- HBV tedavisine TDF veya diger potent ajanlar ile devam

- HBV alevlenmesi takibi



Son sozler...

e Guvenli ve etkili bir HIV 6nleme secenegi, ancak UYGUN kullanilirsa
* Reseptif vajinal seks, DiiK’da sadece ginliik PrEP onayl

* Escinsel erkeklerde, istek tzerine (2-1-1) PrEP de kullanilabilir ve

rastgele alinan ayni miktarda ginlik PrEP'den daha koruyucu olabilir

* Kullanmak isteyen kisinin 6zelliklerine, yasam sekline uygun sekilde

Rx Rx Rx Rx
Prescribed Filled Taken Continued

dizenlenmeli

* Klinisyenler PrEP’in DOGRU ve UYUMLU sekilde kullaniimasinda 6nemli

rol oynamakta






