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Trends in Annual Rates of Death due to the Six Leading Causes among
Persons 25-44 Years Old, 1987-2014—United States

1994 (triple-drug “cocktail” in studies, first regimens approved 1995-1996)
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Estimated annual incidence of HIV infections
in the U.S. declined 18% from 2008-2014

56% 36%
decline decline
among among

people who heterosexuals

inject drugs
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Riskli davranis |
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https://www.cdc.gov/motorvehiclesafety/impaired driving/impaired-drv_factsheet.html



https://www.cdc.gov/motorvehiclesafety/impaired_driving/impaired-drv_factsheet.html

2010

3,092
Deaths

B 200

Deaths

B <0

Injuries

B 2239000

Injuries

2011

3,331

32,479

387,000

2,217,000

https://www.cdc.gov/motorvehiclesafety/Distracted Driving/index.html
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2013
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https://www.cdc.gov/motorvehiclesafety/Distracted_Driving/index.html

Ne yapalim?

While it's OK to purchase your child's
clothes in a size larger than he or she
wears, the same is not true of helmets;

helmets should fit perfectly when you
purchase them.



Emniyet kemeri ise yariyor

Seat Belts Have Saved an
Estimated 255,000 Lives
Since 1975°
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https://www.cdc.gov/motorvehiclesafety/seatbeltbrief/index.html



https://www.cdc.gov/motorvehiclesafety/seatbeltbrief/index.html

Emniyet kemeri

Percentage of Drivers and Front Seat Passengers Wearing Seat Belts, 2012

https://www.cdc.gov/motorvehiclesafety/seatbeltbrief/index.html

Source for national data: National
Occupant Protection Use Survey
(NOPUS), 2012. Source for state data:
State Observational Survey of Seat Belt
Use, 2012.
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https://www.cdc.gov/motorvehiclesafety/seatbeltbrief/index.html

Bir kotu sonucu engellemek icin es
zamanli olarak onlemler alinmasi gerekir



B Kateter bakimi
B VIP engellenmesi

B Kateter iligkili uriner sistem enfeksiyonlarinin
engellenmesi



Enfeksiyonu engelleyen en etkili yontem

ASI



Feberuary 2019

Ending the HIV Epidemic: A Plan for America

HHS is proposing a once-in-a-generation opportunity to eliminate new HIV infections in our nation.
The multi-year program will infuse 48 counties, Washington, D.C., San Juan, Puerto Rico, as well
as 7 states that have a substantial rural HIV burden with the additional expertise, technology, and
resources needed to end the HIV epldemic in the United States. Our four strategies - diagnose,
treat, protect, and respond - will be implemented across the entire U.S. within 10 years,

Go AL. Our goal is ambitious and the ﬁathway is clear -
. employ strategic practices in the places focused on the right people to:

75% Diagnose all people with HIV as early as possible after infection.
reduction
in new HIV

: Ttﬁ the infection rapidly and effectively to achieve sustained
infections viral suppression. : 4 %
in 5 years
and at least

90%

The Initiative will target our resources to the 48 highest burden
counties, Washington, D.C., San Juan, Puerto Rico, and 7 states
with a substantial rural HIV burden.

Geographical Selection:
A Data on burden of HIV in the US shows areas where

4 - HIV transamission occurs more frequently. Moce

\ - than 50% of new HIV diagnases® occurred in only 48
. s, counties, Washington, D.C., and San Juan, Puerto
Rico. tn addition, 7 states have a substantial rural

. . burden - with over 75 cases and 10% or more of
. - their diagnoses in rural areas.

i | Ending
| the

*2016-2017 data

HIV www.HIV.gov —
| Epidemic
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PrEP nedir?

TDF/FTC tablet




Nasil olur da is gorur?

Virus vulnerability

——————

Penetration - Local expansion Systemic
establishment P dissemination
of infection

-Limitéd virus access
-Trapping/inactivation

-Physical barriers
-innate immune

-High levels of virus

-Expansion by accretion replication
JInfection fueled by influx | -Depletion of gut CD4+ T

of CD4+ target cells cells
-Continuous seeding to

defenses distal sites from expanding
-Large number of source
— defective particles
®  Small founder Early signal g:gg;g:igr"ms
population amplification
A (escape)
Hours Days Weeks

TRENDS in Pharmacological Sciences

Garci-Lerma JG etal 2010 Oral pre-exposure prophylaxis for HIV prevention Trends Pharmacol Sci




PrEP basarili olmasi icin

Pharmacodynamics
{Drug regimen H Adherence H D’?:::Lﬂ?:&t:::rgﬁ:e | HIV infection
'_ R w,_...::'::‘.'.‘.iiiliiilt:'.'.'.'.-.'.:'.-.-mm-w- TOXICOdynamICS N
e Toxicity
P T e——— ) Off-target
HIV load HIV exposure Viral kinetics Viraldynamics f ~ -
‘ Parasexual activity Distribution/clearance infectivity
SR Y S A N 4 . J
g ey e .
Potential Behaviors Dose fraction moves in Drug, host, virus Efficacy, safely
dose modify dose space and time interact outcomes

Hendrix CV 2012 The clinical pharmacology of antiretrovirals for HIV prevention_Curr Opin HIV/AIDS



TDF/FTC konsantrasyon ve korunma

Relative risk reduction 1.0 1
(mean [95% CI))
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Hendrix CV 2012 The clinical pharmacology of antiretrovirals for HIV prevention_Curr Opin HIV/AIDS




Etkili mi?

Table 1 Overview of prospective systemic oral PrEP studies in humans with relative risk reduction, details of adherence and adherence cor-
rected relative risk reduction

Study Risk population Administration Study subjects (n) PrEP agent mITT" % effi Plasma samples  Adjusted
cacy of relative  with detectable  efficacy after
risk reduction for TFV levels TFV plasma
HIV seroconver- levels in
sion peripheral

blood
% 9S5%Cl % % 95 % CI
iPrEx [14] MSM ¢ 2499 TDF/FTC 44  15-63 51 92  40-99

Partners PrEP [11]  HIV-discordant ¢ 4747 TDF 67 44-81 81 86 67-94

couples ¢ TDFFTC 75 55-87 90  58-98

IPERGAY [15] MSM i 414 TDF/FTC 86 40-99 NR NR -

Proud [16] MSM ¢ 545 TDF/FTC 86 58-96" NR NR -

TDF 2 [20] Heterosexual C 1200 TDF/FTC 62 22-83 80 85 NS

Bangkok Tenofovir IVDA ¢ 2413 TDF 49  10-72 67 74 2-91

Study [17]

Fem-PrEP [12] Heterosexual C 1951 TDF/FTC 6° —52t041 <30 NR -

women

Voice [13] Heterosexual ¢ 5029 TDF/FTC 6.7° 4.7-8.3 <30 NR -

women

Spinner CD etal 2015 HIV pre-exposure prophylaxis (PrEP): a review of current knowledge of oral systemic
HIV PrEP in humans Infection



®m NNT =13 [13, 90 % Cl 9-25, p = 0.002]

B |nfluenza Asisi
— NNT =71 (influenzayi engellemek)
— NNT = 29 yaslilarda, 5 ¢cocuklarda

B HCV tedavisinde ikinci nesil antiviral
— NNT =4

Spinner CD etal 2015 HIV pre-exposure prophylaxis (PrEP): a review of current knowledge of oral systemic

HIV PrEP in humans Infection

McCormack, S etal 2015 Pragmatic open-label randomised trial of preexposure prophylaxis to prevent the

acquisition of HIV-1 infection: the PROUD study Lancet

Remichelli V etal 2018 Vaccines for preventing influenza in healthy adults Cochrane Database of Systematic
eviews

Suwanthawornkul T etal 2015 Efficacy of second generation direct-acting antiviral agents for treatment naive

hepatitis C genotype 1: a systematic review and network meta-analysis PloS one



PrEP toplumsal etkinlik

2012 2013 2014 2015 2016 2017
HIV insidans orani 472 465 4.18 3.70 3.66 3.46

PrEP kullanimi (risk altindaki
100 kisi basina)

Suprese PLWH 79.8 819 833 845 857 86.7
Etki %
15.2

1.6 22 44 96 119 154

5.9
2.9

Mera-Giler. IDWeek 2019. Abstr 1963.



Kimler kullanmah?

® HIV negatif MSM

B CYBH tanisi alan birey
® PEP alan kisi

B Chem seks

B Slam seks

B HIV negatif cok esli kadin veya erkek

EACS 2019 Rehberi, V10



PrEP baslamadan

B Kisinin HIV durumu bilinmel
B Kisinin HBV durumu bilinmeli

B Anlat

— Diger CYBH i¢in korumaz
— Duzenli HIV testi sart

— Bobrek ve kemik sagligini bozabilir

EACS 2019 Rehberi, V10



Event-driven, intermittent administration
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Spinner CD etal 2015 HIV pre-exposure prophylaxis (PrEP): a review of current knowledge of oral systemic

HIV PrEP in humans Infection




Korku I: Direng

Study name Number of subjects mITT Number of all seroconversions beginning  Genotypic resistance mutations detected
from enrollment/resistance at enrollment/ (if any)
resistance after enrollment

iPrEx [14] 1.251 46/2/0 M184V/I, K103N, T215Y

Partners PrEP [11] 3.163 64/3/4 K65R, M184V, K70, D67N, K103N,
VI106A

TDF 2 [20] 611 11/1/0 K65R, M184V, A62V

Bangkok tenofovir study [17] 1.204 17/0/0 -

Fem-PrEP [12] 1.062 35/NR/4 MI184V/l

Voice [13] 2010 127/3/1 M184V/1

IPERGAY [15] 199 2/NR/NR NR

Proud [16] 545 3/NR/NR MI184V/l

Total 10.045 305/9/9

%0.18 (18/10045)

Spinner CD etal 2015 HIV pre-exposure prophylaxis (PrEP): a review of current knowledge of oral systemic
HIV PrEP in humans Infection



antiHIV pozitiflesenler

B PrEP altinda enfekte oluyor
— %89 vs %11
B PrEP baslandiginda enfekte olanlarda

— %29 FTC direnci (M184V)
— Sadece 2 kiside (K65R)

B Sonradan enfekte olanlarda

— %2 FTC direnci (M184V)
— <%1 TDF direnci

Powell VE. 2019 Update on HIV Preexposure Prophylaxis: Effectiveness, Drug Resistance, and Risk
Compensation Current infectious disease reports



Korku ll: Yan etki

m GIS:
— Bulanti, kusma, yumusak diskilama, ishal : % 1-18

B TDF tubulopati
— Yok

m KMD

— Hafif azalma, ozellikle omurgada

Spinner CD etal 2015 HIV pre-exposure prophylaxis (PrEP): a review of current knowledge of oral systemic
HIV PrEP in humans Infection



Korku lll: Risk alma

CYBH sikhgindaki artis PrEP ile iliskilendirilemez

70,000 Gonorrhoea — Total

— = Northem Ireland

. . . . . T~ St At Mt S
1918 1928 1938 1948 1958 1968 1978 1988 1988 2008
Year

Powell VE. 2019 Update on HIV Preexposure Prophylaxis: Effectiveness, Drug Resistance, and Risk
Compensation Curr Inf Dis Rep

Mohhammed H etal 2018 100 years of STls in United kingdom: A review of national surveillance data Sex
Transmit Infection



Onlem alma tutumu

Percentage of Drivers and Front Seat Passengers Wearing Seat Belts, 2012

Source for national data: National
Occupant Protection Use Survey
(NOPUS), 2012. Source for state data:
State Observational Survey of Seat Belt

Use, 2012.

67% — 78% ) 79% — 81%
© 82% — 84% @ 84% — 88%
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https://www.cdc.gov/motorvehiclesafety/seatbeltbrief/index.html,
https://aidsvu.org/prep/



https://www.cdc.gov/motorvehiclesafety/seatbeltbrief/index.html
https://aidsvu.org/prep/

PrEP Engeller

B Hedef grubun PrEP bilgisi eksik

B Irk ve cinsiyet ayrimciligl hala devam ediyor
— PrEP alanlarin %11’i yeni tani alanlarin %43’u siyahi
— PrEP alanlarin %13’0, yeni tani alanlarin %26’si Latin
— PrEP alanlarin %5’l, yeni tani alanalrin %19'u cis-kadin

— Trans kadinlar
W | ojistik eksikler

B Her CYBH viziti => PrEP sansi

Powell VE. 2019 Update on HIV Preexposure Prophylaxis: Effectiveness, Drug Resistance, and Risk
Compensation Curr Inf Dis Rep



PrEP Engeller

B Saglik personeli bilgisiz, ilgisiz
B Cinsellik konusulmuyor

M Sosyal guvenlik karsilamiyor

Powell VE. 2019 Update on HIV Preexposure Prophylaxis: Effectiveness, Drug Resistance, and Risk
Compensation Curr Inf Dis Rep



2015

2017

2019

Ground zero

US FDA-approved
once-dailyoral
tenofovir disoproxil
fumarate and
emtricitabine for Prep
inadults

Event driven PrEP
with oral tenofovir
diproxil fumarate
and emtricitabine
(2-1-1)

Results of study
(IPERGAY)

[ Oral drugs

[ Long-acting injectables
1 Monoclonal antibodies

1 Vaginal rings

I Topical, implants, and othertechnologies

Long-acting Dapivirine vaginal Once-daily oral
cabotegravir ring tenofovir disoproxil
Phase 3 studies Registration to fumarate and
(HPTNO83 and European Medicines emtricitabine for
HPTNO084) launched Agency submitted adolescents
US FDA-approved
bmswm wmpum* m‘ﬂal expanded indi cation
Phase 2b studies ring containing
launched (AMP) dapivirine and Islatravirimplant
levonorgestrel Results in animal
Phase 1 study models published
launched (MTN-030)
90 day trial of
vaginal rings
containing
antiretrovirals
Studies launched
Combination of
long-acting bNAbs
Phase 1 studies
launched

Tenofovir Topical formulations
alafenamide and (tablets, films, and
emtricitabine enemas)
Preliminary results Under development
of phase 3 study
Z:ecs;&tzdm(jDISCOVE R) Tenofovir
registration toUS ::r::ga:\:ei'n ::lt
FDA submitted Phase 1 study
(MTN 039)
Dapivirine vaginal
ring for adolescents S
:mnguv;mm alafenamide implant
launched (REACH) e Ldy
(CAPRISA-018)
Islatravir
once-weekly oral Next-generation
dosing bNAbs
Preclinical results Bispecific or trispecific
published bNAbs, engineered
immunomodulatory
proteins, and vector-
Event driven PrEP delivered antibody
For men who molecules
have sexwith men
recommended by WHO
Cabotegravir
transdermal drug
delivery systems
In early phase of
exploration

Coelho LE etal 2015 Pre-exposure prophylaxis 2.0: new drugs and technologies in the pipeline The Lancet HIV




PrEP korunmada onemli bir yontem

Pazaryeri, Bor, Nigde



