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Epidemsiologic Notes and Reports

Pneumocystis Pneumonia - Los Angeles

1 the penod October 1980-May 1981, 5 young men, ail active homosexuals, were treated for beopsyv-confirmyed Friowsocysis carinir poecomonsa ot 3 different hosprtals in Los Angeles,
Caldormia Two of the paneats deed. All 3 paneats had labosaroy-confirmead peevions of cursent cyviomegaionvins (CMV) infecnoe and candidal mucosal infecticn. Case seports of these patients
ollow

Tanent | A peevaously healthy 33-vear-old man developed P. canms poesmoma and oral mecosal candidsasis m March 198] after 3 2-momth histoey of fever associated with elevated lnver
mzymes, leokopensy, and CMV virursa. The serum complement-fixaton CMV titer m October 1980 was 256; in may 1981 1t was 32 ¥ The patient's condition deseniorated despite courses of
reatment with sremethopnm-walfamethoxazole (TMP/SMX), pentamidine, and scyclovir. He deed May 3, and postmaonem examination showed residual P carinn and CMV pnevooma, but no
soadence of neoplasiz

Panent 2- A peevionaly healehy 30-year-old man deselopad p. cartell pneusacais m Agad 1981 afier a S.esonth histoey of fever each day and of elevased kver-function tests, CMV virana, and
Jocumented seroconverson 0 CMV, e, an acuse-phase teer of 16 and a convalescent-phase titer of J5* m antbcomplement mmunofloorescence tests Other features of hus illness meinded
erukopens and mucosal candadinns. His pnewenomia responded to a course of intravenous TMP' SMX, but, as of the Iatest reposts, be comtinues 1o have a fever each day

Fatzent 3: A 30-vear-old man was well wotil Januacy 1981 when be developed ssopbageal and oral camdadinsis thm respoaded to Amphotencm B trestment. He was hospitalized m February 1981
for P. carin! poeumoasa that respoeded to TMP/SME. His esophageal candidiasis securred after the peeumonsa was diagnosed, ad be was agmn gives Amghotencin B The CMV complement-
fixation neer in March 1981 was 8. Matersal from aa escphageal biogay was poattsve for CMV



RARE CANGER SEEN
IN 41 HOMOSEXUALS
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Ik kez AIDS terimi kullanildi

www.aids.gov
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Epidemiologic Notes and Reports Immunodeficiency among Female Sexual Partners of
Males with Acquired Immune Deficiency Syndrome (AIDS) -- New York

CDC has received reports of two females with cellular immuncdeficsency nio bave been steady sexoal panners of males wath the acquired wmune deficsency syndroens (AIDS)

Case 1: A 37-year-old black female begamn Josing wesght and developed msalaise in June 1982 In July, she had oral casdsdiasss aad generalized hymnphadenopachy and then developed feves, noa-
geoductive cough, and diffuse wnteststial pulmoaarny mfilrates. A ransbeoachial biopsy revealed Posumocysts carsii pasamonia (PCP). Immunclogse stodiss showed slevatad immunoglobalin
levels, hmphopenia, and an undetectable number of T-helper cells. She responded 10 antimicrobaal therapy, bt 3 months after hospital descharge had lvmphadenopathy, oral candadiasis, and
persistent depletion of T-helper cells.

The paticst had no peevions illsesses or therapy associaad with immusnceupgeesiion. She admitred 1o meoderate alcokol coasumption, but denisd intravenous (TV) drug abuse. Since 1576, she had
lived wuth and had been the steady sexual partner of 2 male with a histoey of IV drug abuse. He developed ocal candidiaais s March 1982 and in June had PCP. He had habocatory evidence of
smmune dyafescioa typical of AIDS and died in Novemaber 1982,

Case 2: A 23-yvear-old Hispanic female was well until Febevary 1982 when she developed generalized lympbadenopathy. Immemologic studies showed elevated immumoglobulin levels,
lymphopema, decreased T-helper cell numbers, and a depressed T-helper T-suppressor cell ratio (0 82). Common infectious cavses of lympbadenopathy were excluded by serologac testimg A
tymph node teopsy showed Ivanphoid hyperplasia. The hyaphadenopahy has persisted foe almost a year; no etiology for 1 has been found

The paticss had no peevsons illsesses of therapy associmad wuth immusceuggeession and densed [V d&ug abuse Since the summer of 1981, her caly somal pamoss has been a besexual male who
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Robert Gallo Luc Montagnier Francoise Barre Sinoussie
Institute of Human Virology

Pasteur Enstitusu

e 20 Mayis 1983’de Luc Montagnier ve Francoise Barre Sinoussie AIDS etkenini izole ettiler
(daha sonra LAV olarak adlandirildi)
* Kasim 1983’de Robert Gallo AIDS etkenini izole etti (daha sonra HTLV Ill olarak adlandirildi)?

1Barre-Sinoussie F., et al. Science 1983
2 Markham PD, et al. Ann N'Y Acad Sci. 1984



1984
* Robert Gallo ve ekibi HTLV'yi saptayacak tani
testini kesfetti?
* Robert Gallo ve Luc Montagnier ortak bir
toplanti yaparak bulduklari virislerin birbirinin

ayni oldugunu acikladilar.?

Weiss SH et al. JAMA 2014
2www.aids.gov



1. Uluslararasi AIDS Konferansi
Atlanta-Georgia?

CDC kanlarin taranmasi konusunda
bir kilavuz yayimladi.?

FDA ilk ticari ELISA testine onay verdi.!

Rock Hudson AIDS nedeniyle oldi!

lwww.aids.gov
2MMWR 34(1);1-5 1985




olarak belirlendi

AIDS etkeni virGsin adi H|I'\/

www.aids.gov



1987
Ik antiretroviral ilac FDA onayi aldi?

WB tani kiti FDA onayi aldi?

AIDS Anma Battaniyesi Washington
DC’de bir alisveris merkezinde

sergilendi
(1920 panel; giinimizde >48.000)2

AIDS’e karsi ilk asi insanlar Gizerinde denenmeye baslandi.?

1US Food and Drug Administration. https://www.fda.gov/ForPatients/Iliness/HIVAIDS/History/ucm151074.htm#1987
2www.aidsquilt.org
3www.aids.gov
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Guidelines for Prophylaxis Against Pneumocystis carinii Pneumonia for Persons Infected
with Human Immunodeficiency Virus

(DL Hoerm Sesrch swalth Togpios A2

June 23,1989 | 23(5-61,3-37
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Guidelines for Prevention of Transmission of Human Immunodeficiency Virus and
Hepatitis B Virus to Health-Care and Public-Safety Workers A Response to P.L. 100-607
The Health Omnibus Programs Extension Act of 1988

Fhe matenial m thes repost was developed by the Natiooal Instirote for Ocoopatomal Safety and Health mn collsboration with the Center for [nfe cbhous Diseases, Centers for Dysease Control

anrodoctuon
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Public Health Service statement on management of occupational exposure to human
immunodeficiency virus, including considerations regarding zidovudine postexposure use

The PHS staff members basted below served as authors of this document. CENTERS FOR DISEASE CONTROL Coordinators Jacquebhm A Polder, BS N, M P H. Davyd M. Bell, M.D. Edward
Baker, MDD MP H. Kenneth Castro, M.D. Mary Chamberland, MD., MP H James Curran, MD., M.P H Thomas Folks, P D. Jubia Gamner, RN M N_James Hughes, M D. Harold Jaffe,
MD. William Jarvis, M D. Ruthanne Magcos, M.P H. Willsam Martone, M D, M Sc. Robert Mullan, M D. Gerald Schochetman, Ph D. NATIONAL INSTITUTES OF HEALTH D
Hendersoa, MD. Debocat Katz, RN, M.S. Chadles Linersr, P D. Joha MceGowan, PaD. Linda ReckJack Whutescarver, Ph D FOOD AND DRUG ADMINISTRATION Janet Acvowsmarh,
MD. Paul Besager, M.D. HEALTH RESOURCES AND SERVICES ADMINISTRATION Saminel Matheny, M.D. INTRODUCTION
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« ABD’de AIDS 25-44 yas arasmdakl erkeklerde bir numarali

olim nedeni oldu

a0 ~  FDAilk hizli teste onay verdi
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Centers for Disease Control HIV Mortality (through 2005). Available at:

http://www.cdc.gov/hiv/topics/surveillance/resources/slides/mortality/index.htm. Accessed June 10, 2009
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AIDS konulu ilk film
Philadelphia

www.aids.gov

ANGELS INAMERIC
PART ONE:

MILLENNIUM APPROACHES

TONY KUSHNER




AIDS ABD’de yasayan 25-44 yas arasindaki tim bireylerde olumin 6nde gelen nedeni
oldu?

Perinatal bulasmanin 6nlenmesi icin AZT kullanimi énerildi?

ik tiikiirik testi FDA tarafindan onaylandi?

CDCHewn:  Saanh i“:;..l‘u;:'.-'-'-'

~

Nap 20, 193¢ { A3RR-3:147

The cancent, linke, and pife ave no Langer maismamad ond migle bo anrdoned

v The conlsatd oo thite gaps is bving archived e doturis weal rvferenie prarpener oniy.
= Vo curseut updated inloiwatiou sce the MMWVR websitc

Guidelines for Preventing Transmission of ITuman Immunodeficiency Virus Through
Transplantation of ITuman Tissue and Organs

L2e 2oloweg COU 7akf aieubers presaced 1o capoet.

Yuthe F Rogers MT Rebers I Simoerde MT Key B Tamdarn RN N Ratin R Mook M AT Nosiennl Comter e Tnftioes Dvesovens

Wanda ¥ Jeare T P Offer of 1he Aceconte Dirsctar Soe TR AMS

lwww.aids.gov
2CDC. MMWR Morb Mortal Wkly Rep. 1994

3US Food and Drug Administration. https://www.fda.gov/ForPatients/lliness/HIVAIDS/History/ucm151079.htm#9



1995

IIk proteaz inhibitérii FDA tarafindan
onaylandi?

%‘8

R 4 l | < & '| 1 — 7 AR
* \\l‘ "’::1“4 /l ,/': h‘ '!' N _1 k@ |_{‘__‘,’<‘ 'E’( J("_f-.jé' > }‘}/

Dr. David Ho

1US Food and Drug Administration. https://www.fda.gov/ForPatients/Illness/HIVAIDS/History/ucm151079.htm#9
2Ho DD. New Engl J Infect 1995
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How Viral Load Is Measured by HIV RNA Assay
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Karma ART

US Food and Drug Administration. https://www.fda.gov/ForPatients/lliness/HIVAIDS/History/ucm151079.htm#9
www.unaids.org
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Karma ART standart tedavi yaklasimi oldu?

Ilk karma preparat (Combivir) FDA onayi aldi?

Commuvis

CDC ABD’de 6lumlerin azaldigini bildirdi3

Proteaz inhibitorlerine karsi direnc
gelismeye basladi!

Diinya uzerinde HIV ile yasayan 30 milyon
insan oldugu tahmin ediliyor?

lwww.aids.gov
2US Food and Drug Administration. https://www.fda.gov/ForPatients/lliness/HIVAIDS/History/ucm151079.htm#9

3Centers for Disease Control and Prevention. www.cdc.gov.
4“www.unaids.org
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Guidelines for the Use of Antiretroviral Agents in
HIV-1-Infected Adults and Adolescents

aidsinfo.nih.gov



World Health
Organization

©
©

HIV dinyada 6lim nedenleri arasinda
dordincu, Afrika’da birinci siradal

Vaxgen asi calismasi Tayland’da baslatildiz

Ilwww.who.int
www.aids.gov



MILLENIUM
DEVELOPMENT GOALS

Fe’q
9

Reduce child mortality

http://www.un.org/millenniumgoals/



Declaraﬁon of
Commutment

on HIV/AIDS

UNITED NATIONS GENERAL ASSEMBLY
SPECIAL SESSION ON HIV/AIDS
25 - 27 JUNE 2001

Insanlarin enfeksiyondan
korunmak icin ne yapmalari
gerektigini bilmelerini
saglamak

Anneden bebege bulasi
engellemek

Enfekte olan herkesin
tedaviye ulasmasini
saglamak

Hastaliga care ve asi bulmak
icin iki kat daha fazla
calismak

Yasamlari AIDS nedeniyle
sarsilmis tim insanlara
yardim etmek

http://www.unaids.org
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* Jenerik ila¢ Greticilerinin
az gelismis Ulkeler icin
dusuk fiyath ilagc Gretimi
e Diger firmalarin az
gelismis UGlkeler icin
fiyatlari dusturmeleri

 Doha Deklarasyonu—
gelismekte olan
tlkelere jenerik ilac
satin alma ve lUretme
hakkinin verilmesi

www.aids.gov



[N,
F
=
N

(:) The Global Fund

To Fight AIDS, Tuberculosis and Malaria

Hukumetler, sivil toplum 6rgltleri, 6zel sektoér ve
etkilenen toplumlarin ortakligi ile kuruldu

www.theglobalfund.org



Parmak kaninda hizli test
kiti FDA onayi aldi!

Yan etkiler ve artan ilac¢ direnci nedeniyle
«hit early hit hard» stratejisi sorgulanmaya baslandi?

1US Food and Drug Administration. https://www.fda.gov/ForPatients/Iliness/HIVAIDS/History/ucm151079.htm#9
2www.aids.gov



www.aids.gov DSO uyesi 192 llkenin isbirligi ile baslatildi

www.who.int




* Vaxgen Faz lll calismasi sonlandi
— Tayland’da 2546 DIiB
— Kuzey Amerika ve Avrupa’da 5417 escinsel

* Plaseboya gore HIV enfeksiyonunda %3,8
oraninda azalma

* Asinin koruyucu hicbir etkisi yok

http://www.vaxreport.org/Back-Issues/Pages/VaxGenreleasesresultsofThaiPhasellltrial.aspx
Daniel J. DeNoon. Unsurprising and Surprising Results of VaxGen's HIV Vaccine Trial: An Expert
Interview With Mark Feinberg, MD, PhD. Medscape. Feb 28, 2003.
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2004

e Hizl testte tukUruk kullanimi FDA tarafindan
ohaylandi

* FDA sabit dozlu kombinasyonlarin onay
surecini hizlandirdi

US Food and Drug Administration. https://www.fda.gov/ForPatients/Iliness/HIVAIDS/History/ucm151079.htm#9



("\ The Global Fund 200

To Fight AIDS, Tuberculosis and Malaria

@) @UNAIDS

World Health
Organization

Tedaviye ulasan insan sayisi
2004 sonu itbariyie
700 000

www.theglobalfund.org
www.who.int

WWwWw.unaids.org
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Revised Recommendations for HIV Testing of Adults, Adolescents, and Pregnant Women in
Health-Care Settings

Prepared by
Bernard M. Brasson, MD'
H. Hunter Handsfield, MD"
Masgaret A. Lampe, MPH!
Robert S. Jamssen, MD*
Allass W. Tayloe, MD*
Sheryl B. Lyss, MD'
Jill E. Clark, MPH’
{Divisson of HIVIAIDS Prevession, Navlonai Cenrer for HIV/AIDS, Vival Hepaneis, STD, and TB Pravention (proposed)
“Division of STD Prevention, National Conter for HIV/AIDS. Viral Hepatitiz, STD, and T8 Provention (proposed and Univerzity of Washingron, Seatrle. Washington
INorthrap Gramman fylormarion Teclosology (comracior with CDC)



Anatomic Pathology / HIV-1 TArGET CELLS IN FORESKIN

HIV-1 Target Cells in Foreskins of African Men With
Varying Histories of Sexually Transmitted Infections

5 | ? O y 3 ’ 4
Betey A. Donoval,’ Alan L. Landay, PhlD,* Stephen Moses, MD, PhD) > Kawango Agot, PhDD,

\ 1 3 Yy 11y S 1 » 4 1 7 X 1 ) "l » P
J.O. Ndinya-Achola, MBchB,” Edith A. Nyagaya,* lan MacLean, PhD,” and Robert C. Bailey, PhD'

Key Words: HI\-1; Foreskin; Circumcision; Immunohistochemistry

-

DOA: 10, 430N IVHINTUDYEMESEPH

CYBE olan (s:20) ve olmayan (s: 19) erkeklerin stinnet derileri incelenmis
CYBE oykusu olanlarda Langerhans hiicreleri ve makrofajlarin sayisi daha yiksek
Suinnet derisinin mukozal yuzeyinde bulunan bu hcreler kisiyi HIV’e daha duyarli kiliyor



HIV ile yasayan bireylerin sayisinda 2006’ya gore %16 azalma.

HIV epidemisine iliskin kestirim
yontemlerinin degistirilmesi

» Riskli davranislardaki azalmaya bagl
olarak yeni enfeksiyon sayilarinin azalmasi

WWwWw.unhaids.org




2008

OPEN a ACCESS Freely available online PLOS MEDICINE

Prevention of Rectal SHIV Transmission in
Macaques by Daily or Intermittent Prophylaxis
with Emtricitabine and Tenofovir
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ABSTRACT

Background

In the absence of an effective vaccine, HIV continues to spread globally, emphasizing the
need for novel strategies to limit its transmission. Pre-exposure prophylaxis (PrEP) with
antiretroviral drugs could prove to be an effective intervention strategy if highly efficacious and
cost-effective PrEP modalities are identified. We evaluated daily and intermittent PrEP regimens
of increasing antiviral activity in a macaque model that closely resembles human transmission.

Methods and Findings

We used a repeat-exposure macaque model with 14 weekly rectal virus challenges. Three

Ariin traatrmmante ainra Aanran Anca Aaile Aaacrh ta A Aiffarant Aarnoin Af civ rhaciie macamnae

2008
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Son 10 yilda
yeni enfeksiyonlarda
%17 azalma

Dogu Asya’da %25 artis
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ORIGINAL ARTICLE
BRIEF REPORT

Long-Term Control of HIV by CCRS Delta32/Delta32 Stem-Cell
Transplantation

Gero Hitter, M.D., Daniel Nowak, M.D., Maximilian Mossner, B.S.. Susanne Ganepola, M.D., Arne MiR3ig, M.D., Kristina
Allers, Ph.D., Thomas Schneider, M.D_, Ph.D., Jérg Hofmann, Ph.D., Claudia Kicherer, M.D., Olga Blau, M.D., Igor W. Blau,
M.D., Wolf K. Hofmann, M.D., and Eckhard Thiel, M.D

N Engl J Med 2009; 360-692-698 | February 12, 2009 | DOI: 10.1056/NEJM0ca0802905
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Author Manuscript

Published 1n final edited form as:
Scrence. 2010 September 3: 329(5996): 1168—1174. do1:10.1126/science.1193748.

Effectiveness and Safety of Tenofovir Gel, an Antiretroviral
Microbicide, for the Prevention of HIV Infection in Women

Quarraisha Abdool Karim'~1-2, Salim S. Abdool Karim"1'2'3, Janet A. Frohlich‘, Anneke C.
Grobler!, Cheryl Baxter', Leila E. Mansoor!, Ayesha B.M. Kharsany', Sengeziwe Sibeko!,
Koleka P. Mlisana', Zaheen Omar', Tanuja N Gengiah', Silvia Maarschalk'!, Natasha
Arulappan’, Mukelisiwe Mlotshwa', Lynn Morris®, and Douglas Taylor5 on behalf of the
CAPRISA 004 Trial Group




HIV’in edinilme riskinde %39 (tam uyumla kullananlarda %54) azalma

Figure 2
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(0.064)

50%
(0.007)
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(0.017)

insidans TDF kolunda 5.6/100 kadin yili, plasebo kolunda 9.1/100 kadin yili
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NIH Public Access

Author Manuscript

Published m final edited form as:
N Engl 7 Med 2010 December 30: 363(27): 2587-2599. do1:10.1056/ NEJMoz1011205.

Preexposure Chemoprophylaxis for HIV Prevention in Men Who
Have Sex with Men

Robert M. Grant, M.D., M.P.H., Javier R. Lama, M.D., M.P.H., Peter L. Anderson, Pharm. D.,
Vanessa McMahan, B.S., Albert Y. Liu, M.D., M.P.H., Lorena Vargas, Pedro Goicochea,
M.Sc., Martin Casapia, M.D.. M.P.H., Juan Vicente Guanira-Carranza, M.D., M.P.H.. Maria E.
Ramirez-Cardich, M.D., Orlando Montoya-Herrera, M.Sc.. Telmo Fernandez, M.D., Valdilea
G. Veloso, M.D., Ph.D., Susan P. Buchbinder, M.D., Suwat Chariyalertsak, M.D., Dr. P.H.,
Mauro Schechter, M.D., Ph.D., Linda-Gail Bekker, M.B., Ch.B., Ph.D., Kenneth H. Mayer,
M.D.. Esper Georges Kallas, M.D., Ph.D., K. Rivet Amico, Ph.D., Kathleen Mulligan, Ph.D.,
Lane R. Bushman, B. Chem., Robert J. Hance, A.A., Carmela Ganoza, M.D., Patricia
Defechereux, Ph.D., Brian Postle, B.S., Furong Wang, M.D., J. Jeff McConnell, M.A. Jia-
Hua Zheng, Ph.D., Jeanny Lee, B.S., James F. Rooney, M.D., Howard S. Jaffe, M.D., Ana l.
Martinez, R. Ph., David N. Burns, M.D., M.P.H., and David V. Glidden, Ph.D. for the iPrEx
Study Team
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Figure 2

Cumulative Probability of HIV Infection

No. at Risk
Placebo
FTC-TDF

1.0+
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0 12 24 36 43 60 72 84 96 108 120 132
Weeks since Randomization
1248 1194 1108 1005 852 647 546 444 370 258 137 60
1251 1188 1097 988 848 693 558 447 367 267 147 65

Kaplan—Meier Estimates of Time to HIV Infection (Modified Intention-to-Treat Population)

TDF-FTC alan grupta HIV enfeksiyonunda %44 azalma
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—— HPTN 052 calismasi

1763
serolojik acidan
benzesik olmayan
giftler

/

886

erken tedavi

\

4 HIV
bulasi

N

877 ge¢
tedavi

e

Cohen MS et al. N Engl J Med 2011

35 HIV
bulasi

P=0.0001



(HPTN 052)

Erken Gec
(s=886) (s=877)
Baslangictaki CD4 ortanca 442 428
(CDG) (373-522) (357-522)
Baslangigtaki viral yuk ortanca |4.4 4.4
CDG (3.8-4.9) (3.9-4.9)
Yas (indeks es) 33 32
Evli %94 %95
Korunmasiz iligki %6 %8
y . 1 27 HR 0.04 (%95 GA:
Baglantili gegigler (s) 0.01-0.28)
DSO Evre IV olaylar, pulmoner |40 65 HR 0.59, %95 GA:
TB, agir bakteriyel enf. veya (her HY i¢in | (her HY icin | (0.40, 0.88),
6lim (s=hasta) 2.4) 4.0) p=0.01
TB (s=olay) 17 33
Ekstrapulmoner TB (s) 3 17 p<0.002
- 10 13 HR 0.77, %95 GA:
MiE (0.34, 1.76), p>0.5
Istenmeyen olay %24 %5




Patient

No More AMA -
Timothy Brown—a.k.a. 2,04'1 1
“the Berlin Patient”—
is the Man Who

Once Had HIV.

4
From www_bloodjournal.org by guest on November 27, 2016. For personal use only.

CLINICAL TRIALS AND OBSERVATIONS

Evidence for the cure of HIV infection by CCR5A32/A32 stem
cell transplantation

Kristina Allers,! Gero Hutter,2 Jorg Hofmann,® Christoph Loddenkemper,* Kathrin Rieger,?2 Eckhard Thiel,2 and
Thomas Schneider’

Department of Gastroenterology, Infectious Diseases, and Rheumatology, Medical Clinic |, Campus Benjamin Franklin, Charité-University Medicine Berlin,
Berlin, Germany; 2Depariment of Hematology, Oncology, and Transfusion Medicine, Medical Clinic Ill, Campus Benjamin Franklin, Charité-University Medicine
Berlin, Berlin, Germany; 3Institute of Medical Virology, Helmut-Ruska-Haus, Campus Mitte, Charité-University Medicine Berlin, Berlin, Germany; and *Institute of
Pathology/Research Center ImmunoSciences (RCIS), Campus Benjamin Franklin, Charlté-University Medicine Berlin, Berlin, Germany
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Antiretroviral Prophylaxis for HIV-1 Prevention among
Heterosexual Men and Women

Jared M. Baeten, M.D., Ph.D., Deborah Donnell, Ph.D., Patrick Ndase, M.B., Ch.B., M.P.H.,
Nelly R. Mugo, M.B., Ch.B., M.P.H., James D. Campbell, M.D., M.S., Jonathan Wangisi, M.B.,
Ch.B., M.Sc., Jordan W. Tappero., M.D., M.P.H., Elizabeth A. Bukusi, M.B., Ch.B., Ph.D.,
Craig R. Cohen, M.D., M.P.H., Elly Katabira, M.B., Ch.B., Allan Ronald, M.D., Elioda
Tumwesigye, M.B., Ch.B., M.S., Edwin Were, M.B., Ch.B., M.P.H., Kenneth H. Fife, M.D.,
Ph.D., James Kiarie, M.B., Ch.B., M.P.H., Carey Farquhar, M.D., M.P.H., Grace John-
Stewart, M.D., Ph.D., Aloysious Kakia, M.B., Ch.B., Josephine Odoyo, M.P.H., Akasiima
Mucunguzi, M.B., Ch.B., Edith Nakku-Joloba, M.B., Ch.B., Ph.D., Rogers Twesigye, M.B.,
Ch.B., M.P.H., Kenneth Ngure, M.P.H., Cosmas Apaka, B.Sc., Harrison Tamooh, M.B.,
Ch.B., Fridah Gabona, M.B., Ch.B., Andrew Mujugira, M.B., Ch.B., M.Sc., Dana Panteleeff,
B.S.. Katherine K. Thomas, M.S., Lara Kidoguchi, M.P.H., Meighan Krows, B.A., Jennifer
Revall, B.A., Susan Morrison, M.D., M.P.H., Harald Haugen, M.S., Mira Emmanuel-Ogier,
B.A., Lisa Ondrejcek, M.A., Robert W. Coombs, M.D., Ph.D., Lisa Frenkel, M.D., Craig
Hendrix, M.D., Namandjé N. Bumpus, Ph.D., David Bangsberg, M.D., M.P.H., Jessica E.
Haberer, M.D., M.P.H., Wendy S. Stevens, M.D., F.C.Path., Jairam R. Lingappa, M.D., Ph.D.,
and Connie Celum, M.D., M.P.H. for the Partners PrEP Study Team'
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1.04

0.8+

0.6+

0.4+

0.2

Cumulative probability of HIV-1 infection

= TDF
— = FTC/TDF
— Placebo

0.05-

0.04-

0.03-

0.02-

0.01-

0.00 F=—rt=pt — e
0 3 6 9 12 15 18 21 24 27 30 3

T

3 36

0.0 —

No. at risk:
TDF 1572
FTC/TDF 1568
Placebo 1568

1659 1547 1498
1667 1546 1493
1657 1544 1487

12 15 18 21 24 27 30 33

Months since randomization

1350 1223 1062 902 735 510 287 108
1371 1248 1059 0901 743 525 291 114
1347 1224 1061 902 744 523 295 120

15
18

Kaplan-Meier curve for the primary modified intention-to-treat analysis

Plaseboya gore HIV-1 insidansinda TDF ile %67, TDF-FTC ile %75 azalma;
ilac rejimleri arasindaki fark anlamh degil
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Key Updates to Existing Sections
Following are key updates to existing sections of the guidelines.
Initiating Antiretroviral Therapy in Treatment-Naive Patients
The Panel updated its recommendations on initiation of ART in treatment-naive patients. The changes are
primarily based on increasing evidence showing the harmful impact of ongeing HIV replication on AIDS and
non-AlDS disease progression. In addition, the updated recommendations reflect emerging data showing the

benefit of effective ART in preventing secondary transmission of HIV. The updated section includes more in-
depth discussion on the rationale for these recommendations and on the risks and benefits of long-term ART.

The Panel’s recommendations are listed below.

* ART is recommended for all HIV-infected individuals, The strength of this recommendation® varies on
the basis of pretreatment CD4 cell count:

« CD4 count <350 cells’mm’ (AT)
e CD4 calla/mm?
s CD4 count =300 cells/mm’ (BII)
* Regardless of CD¥ count, inimation of ART is strongly recommended for individuals with the following

conditions:

« Pregnancy (Al) (see pennatal guidelines for more detatled discussion)

» History of an AIDS-defining illness (Al)

. l-associated nephropathy (HIVAN) (AIT)

« HIV/hepatitis B virus (HBV) coinfection (AIT)

Guidelings for the Uss of Antirstroviral Agents in HIV-1-Infected Adults and Adolescents J

http://aidsinfo.nih.gov/guidelines
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TDF+FTC temas oncesi korunmada

kullanilmak Gzere FDA onayi aldi
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US Food and Drug Administration. https://www.fda.gov/ForPatients/Iliness/HIVAIDS/History/ucm151079.htm#9
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Diinyada 35 milyon kisinin HIV ile yasadigi
tahmin ediliyor

2001-2013 arasinda yeni HIV
enfeksiyonlari %38 azaldi

wWwWw.aids.gov
WWW.unaids.gov
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Initiation of Antiretroviral Therapy in Early Asymptomatic

HIV Infection

The INSIGHT START Study Group*

ABSTRACT

BACKGROUND
Data from randomized trials are lacking on the benefits and risks of initiating
antiretroviral therapy in patients with asymptomatic human immunodeficiency
virus (HIV) infection who have a CD4+ count of more than 350 cells per cubic
millimeter.

METHODS
We randomly assigned HIV-positive adults who had a CD4+ count of more than
500 cells per cubic millimeter to start antiretroviral therapy immediately (imme-
diate-initiation group) or to defer it until the CD4+ count decreased to 350 cells
per cubic millimeter or until the development of the acquired immunodeficiency
syndrome (AIDS) or another condition that dictated the use of antiretroviral
therapy (deferred-initiation group). The primary composite end point was any seri-
ous AIDS-related event, serious non—AlIDS-related event, or death from any cause.

RESULTS

A total of 4685 patients were followed for a mean of 3.0 years. At study entry, the
median HIV viral load was 12,759 copies per milliliter, and the median CD4+
count was 651 cells per cubic millimeter. On May 15, 2015, on the basis of an
interim analysis, the data and safety monitoring board determined that the study
question had been answered and recommended that patients in the deferred-initi-

The members of the writing group (Jens
D. Lundgren, M.D. [cochair], Abdel G.
Babiker, Ph.D. [cochair], Fred Geordin,
M.D. [cochair], Sean Emery, Ph.D., Birgit
Grund, Ph.D., Shweta Sharma, M.S_, An-
chalee Avihingsanon, M.D., David A.
Cooper, M.D., Gerd Fitkenheuer, M.D.,
Josep M. Llibre, M.D., Jean-Michel Moli-
na, M.D., Paula Munderi, M.D., Mauro
Schechter, M.D., Robin Wood, M.D.,
Karin L. Klingman, M.D., Simon Collins,
H. Clifford Lane, M.D., Andrew N. Phil-
lips, Ph.D., and James D. Neaton, Ph.D.
[INSIGHT PI)) of the INSIGHT START
Study Group assume responsibility for
the overall content and integrity of this
article. The affiliations of the members
of the writing group are listed in the Ap-
pendix. Address reprint requests to Dr.
Lundgren at the Department of Infec-
tious Diseases, Rigshospitalet, Univer-
sity of Copenhagen, Blegdamsvej 9,
2100 Copenhagen @, Denmark, or at
jens.lundgren@regionh.dk.



Immediate-Initiation Deferred-Initiation
Group Group Hazard Ratio
End Point (N=2326) (N=2359) (95% CIjf P Value
no./100 no./100
no. person-yr no. person-yr
Composite primary end point 42 0.60 96 138 0.43 (0.30-0.62) <0.001
Components of the primary end
point
Serious AlDS-related event 14 0.20 50 0.72 0.28 (0.15-0.50) <0.001
Serious non-AlDS-related 23 0.42 47 067 .61 (0.38-0. :
event
Death from any cause 12 0.17 21 0.30 0.58 (0.28-1.17) 0.13
Tuberculosis 6 0.09 20 0.28 0.29 (0.12-0.73) 0.003
Kaposi's sarcoma 1 0.01 11 0.16 0.09 (0.01-0.71) 0.02
Malignant lymphoma 3 0.04 10 0.14 0.30 (0.08-1.10) 0.07
Cancer not related to AIDS 9 0.13 18 0.26 0.50 (0.22-1.11) 0.09
Cardiovascular disease 12 0.17 14 0.20 0.84 (0.39-1.81) 0.65
Other secondary end points
Grade 4 eventi 73 1.06 73 1.05 1.01 (0.73-1.39) 0.97
Unscheduled 262 4.02 287 4.40 0.91 (0.77-1.08) 0.28
hospitalization§
Grade 4 event, unscheduled 283 436 311 4.78 0.91 (0.77-1.07) 0.25
hospitalization, or death
from any cause
Most common grade 4 events,
unscheduled hospitaliza-
tion, or death from any
cause¥
Bacterial infectious disorder 14 0.20 36 0.52 0.38 (0.20-0.70) 0.002
Bone or joint injury 17 0.24 11 0.16 1.55(0.73-3.31) 0.26
Depressed mood disorder or 12 0.17 9 0.13 1.34 (0.57-3.19) 0.50
disturbance
Infection with unspecified 64 0.93 65 0.94 0.99 (0.70-1.40) 0.96
pathogen
Injury not elsewhere 11 0.16 22 031 0.50 (0.24-1.03) 0.06
classified
Suicidal or self-injurious 27 0.39 24 0.34 1.15 (0.66-1.99) 0.63
behavior not elsewhere
classified
Viral infectious disorder 12 0.17 15 0.21 0.81 (0.38-1.72) 0.58
Grade 4 event, unscheduled 295 4.56 355 5.52 0.82 (0.71-0.96) 0.01

hospitalization, or pri-
mary end point
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=== Cinsel eylemle baglanti TOP

v' 2 tablet (TDF/FTC veya plasebo)
seksten 2-24 saat once

v’ 1 tablet (TDF/FTC veya plasebo) gg

24 saat sonra
v' 1 tablet (TDF/FTC veya plasebo) y

ilk kullanimdan 48 saat sonra y | ’

Tek cinsel iliskiyi kapsamak icin 3 gun iginde 4 tablet TDF/FTC

nnnnnnn

Molina JM et al. N Engl J Med 2015



ipergay HIV-1 enfeksiyonuna kadar gecen

A;\J'QS u u u n u
e zaman icin KM kestirimleri
(mITT toplumu)
0.20

- 018 Log-rank test p =0.002

®]

= 0.6,

3

c 014

I 012 Placebo

T 0.0

> 0.08

=

S 0.06

] —

-g 0.04- ‘ TDF/FTC

% 0.02 f_,_r’_

000
DO 2 4 6 8 10 12 14 16 18 20 22 24 26 months

N at risk : Placebo 201 141 74 55 41

TDF/FTC 199 140 82 58 43

Ortalama izlem suresi 13 ay: 16 katilimcida yeni enfeksiyon
14 plasebo kolunda (insidans: 6,6 / 100 KY), 2 TDF/FTC kolunda (insidans: 0,94 / 100 KY)
Diren¢ mutasyonu saptanmamis

HIV-1insidansinda %86 gorece azalma (%95 GA: 40-99, p=0,002)
Bir enfeksiyonu onlemek icin bir yil boyunca tedavi edilmesi gereken kisi sayisi: 18



MRC Medical Research Counc)

ﬁlic Health ‘210,’16 MRC Tials

England L3S
|
PROUD

PRe-exposure Option for HIV
prevention in the UK: immediate or
Deferred

http://www.proud.mrc.ac.uk/

McCormack S et al. Lancet 2016



HIV Insidansi

Grup Enf. sayisi Izlem Insidans %90 GA
(KY) (her 100 KY)

Tam grup 22 453 4.9 3,4-6,8

Hemen 3 (+2%*) 239 1,3 0,4-3,0

Ertelenen 19 (+1**) 214 8,9 6,0-12,7

Etkinlik =%86 (%90 GA: %58 - 96)

P degeri =0,0002

Oran farki =7,6 (%90 GA: 4,1 - 11,2)
Profilaksi almasi gerekenler =13 (%90 GA: 9-25)

* 2 olguilk taramada pozitif bulunmus
** 1 olgu ilk taramada pozitif bulunmus
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Original Investigation

Sexual Activity Without Condoms and Risk of HIV
Transmission in Serodifferent Couples When the HIV-Positive
Partner Is Using Suppressive Antiretroviral Therapy

Alison J. Rodger, MD; Valentina Cambiano, PhD: Tina Bruun, RN: Pietro Vernazza, MD; SSmon Collins; Jan van Lunzen, PhD:

Giulio Maria Corbelli; Vicente Estrada, MD; Anna Maria Geretti, MD; Apostolos Beloukas, PhD; David Asboe, FRCP;

Pompeyo Viciana, MD; Félix Gutiérez, MD; Bonaventura Clotet, PhD; Christian Pradier, MD; Jan Gerstoft, MD; Rainer Weber, MD;
Katarina Westling, MD:; Gllles wandeler, MD; Jan M. Prins, PhD; Armin Rieger, MD; Marcel Stoeckle, MD; Tim Kommerle, PhD;

Teresa Bini, MD; Adriana Ammassari, MD; Richard Gilson, MD; Ivanka Krznaric, PhD; Matti Ristola, PhD; Robert Zangerle, MD;

Pla Handberg, RN; Antonio Antela, PhD; Sris Allan, FRCP; Andrew N. Phillips, PhD; Jens Lundgren, MD; for the PARTNER Study Group

14 Avrupa ulkesinden 75 klinik

548 heteroseksuel cift 340 ESE
~36000 kondomsuz >22000 kondomsuz
cinsel iliski cinsel iliski

Baglantili gegis hi¢ yok

JAMA.2016;316(2):171-181
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Issued: July 21, 2016

RISK OF SEXUAL TRANSMISSION OF HIV FROM A PERSON LIVING WITH

(U)ndetectable=(U)ntransmissible
Belirlenemez viral yiik=Bulas yok

https://docs.wixstatic.com/ugd/de0404_331d89073852464aa7f798957e882a2d.pdf
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RAPID COMMUNICATIONS

Fall in new HIV diagnoses among men who have sex
with men (MSM) at selected London sexual health

clinics since early 2015: testing or treatment or pre-
exposure prophylaxis (PrEP)?

AE Brown *? , H Mohammed *2, D Ogaz !, PD Kirwan!, MYung !, SG Nash !, M Furegato !, G Hughes 1, N Connor?, VC Delpech !

, ONGill?

1. HIV & STI Department, Centre for Infectious Disease Surveillance and Control (CIDSC), Public Health England, London, United
Kingdom

2. These authors contributed equally to this work and share first authorship

Correspondence: Alison Brown (Alison.brown@phe.gov.uk)

Citation style for this article:

Brown AE, Mohammed H, Ogaz D, Kirwan PD, Yung M, Nash SG, Furegato M, Hughes G, Connor N, Delpech VC, Gill ON. Fall in new HIV diagnoses among men
who have sex with men (MSM) at selected London sexual health clinics since early 2015: testing or treatment or pre-exposure prophylaxis (PrEP)?. Euro Surveill.
2017;22(25):pii=30553. DOI: http://dx.doi.org/10.2807/1560-7917.ES.2017.22.25.30553

Article submitted on 12 June 2017 [ accepted on 20 June 2017 / published on 22 June 2017

Ekim 2015 Eylal 2016 arasinda ESE’de HIV tanisinda %32 azalma (Ekim
2014- Eylal 2015 donemine kiyasla).

HIV testlerinde artis ve tani alanlara hemen ART baslanmasi ve TOP
kullanilmasi ile baglantili
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National Institute of Allergy and

Broadly neutralizing antibody treatment may target viral Infectous Dieses (NIATD)
reservoir in monkeys

Contact
NIH-supported scientists find combination therapy suppresses HIV-like virus in primates. Judith Lavelle -
301-402-1663

(=] ¢ [

Connect with Us

After receiving a course of antiretroviral therapy for their HIV-like infection, u Subscribe to news releases

approximately half of a group of monkeys infused with a broadly neutralizing RSS Feed

antibody= to HIV combined with an immune stimulatory compound
suppressed the virus for six months without additional treatment, according
to scientists supported in part by the National Institute of Allergy and
Infectious Diseases (NIAID), part of the National Institutes of Health. The
therapy may have targeted the viral reservoir — populations of long-lived,
Iatently infected cells that harbor the virus and that lead to resurgent viral
replication when suppressive therapy is discontinued.

The new findings may inform strategies that attempt to achieve sustained,
drug-free viral remission in people living with HIV. Researchers discussed
their results today at a press conference at the 25t Conference on
Retroviruses and Opportunistic Infections (CROI) in Boston.

“HIV excels at evading the immune system by hiding out in certain immune

HIV-infected T cell.

cells. The virus can be suppressed to very low leveis with antiretroviral
therapy, but quickly rebounds to high levels if 2 person stops taking
medications as prescribed,"” said Anthony S. Fauci, M.D., NIAID Director. “The findings from this early stage research offer further

evidence that achievine sustained viral remission without dailv medication might be passible. This notential anolication is vet another

PGT121 Combined with GS-9620 Delays Viral Rebound in SHIV-Infected Rhesus Monkeys. E Borducchi, et al. Conference on
Retroviruses and Opportunistic Infections, March 6, 2018.



Then Now Future

Fifteen years of progress and hope. But miles to go to end the AIDS epidemic
by 2030—new milestones to reach, barrlers to break and frontiers to cross.

People living with HIV on New HIV infections
antiretroviral therapy

115 All 3 2 0.2

million milllon people living million million million
with HIV
2001 2015 2030 2001 2014 2030
AIDS-related deaths Investments for

AIDS response

2.0 1.2 0.2 49 21.7 32

P US$ billion USS$ billion USS billion
million million million

http://www.unaids.org/sites/default/files/media_asset/
MDG6Report_en.pdf
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