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1960... Cogu kanser cevresel retrovirusler tarafindan olusturulur.

The Nobel Prize in The Nobel Prize in
Physiology or Medicine Physiology or Medicine
1975 1988

David Baldimore Renat Dulbecco Howard Martin Sir James W. Black Gertrude B. Elion George H.

Prize share: 1/3 Prize share: 1/3 Temin Prize share: 1/3 Prize share: 1/3 Hitchings

Prize share: 1/3 Prize share:1/2
The Nobel Prize in Physiology or Medicine 1975 was The Mobel Prize in Physioclogy or Medicine 1988 was
awarded jointly to Dawid Baltimore. Renato Dulbecco and awarded jointly to Sir James W. Black, Gertrude B. Elion
Howard Martin Temin “or their discoveries concermning and George H. Hitchings “for their discoveries of

the interaction between tumour viruses and the genetic important principles for drug treatment™.

material of the cell”™.

Kuslardaki kanserlerin hemen hepsi Nukleik asid sentezini bloke eden
kus retrovirusleri tarafindan bilesikler:
olusturulur. antibakteriyel, antiviral ve antikanser

ozellik tasir: 6-merkaptopdirin
insan retrovirusleri?



Jerome Horwitz

Barbara Ann Karmanos Cancer Institute
Wayne State University School of Medicine

US National Institudes of Health (NIH): bagis
1964: AZT sentezi

Dr. Horwitz told interviewers that when AZT (short for
arzidothymidine) had failed as a cancer drug, he Literally put it away on

a shelf in disappointment and moved on to explore other ideas, never
bothering to patent it.

To console himself, he half-kiddingly told colleagues at Wayne State
University’s cancer research center in Detroit that AZT and several
similar drugs he had developed were “a very interesting set of
compounds that were waiting for the right disease.”

AZT: Azidotimidin



1974, Wofram Ostertag
Max Planck Institute (Gottingen)

AZT, hticre kultirinde

Friend leukemia virus replikasyonunu inhibe ediyor.
O yilarda insan hastaligi bilinmedigi icin dikkati cekmemis.

Gen tedavisi: oncu isimlerinden....

AZT: Azidotimidin



Haziran 1981: ABD, 5 AIDS olgusu.
HIV epidemisinin baslamasi.

y Jacque Wilson and Matt Barringer ,

1981

On June 5, the Center for Disease Control's
Morbidity and Mortality Weekly Report
publishes the first mention of what later is
determined to be HIV. The report mentions
five cases of pneumocystis carinii pneumonia
S in young . The MMWR piece prompts
mocystis Pneumonid = reporting from New York, San Francisco and

Pneu other cities of similar cases.

the P LM Six men in New et u ’

n sy b.opsY‘CO““'mod“ of the patients Six men in New York sat up a hotline,
1redte Angeles. California. o cﬂomeganW\ﬁ receiving 100 calls the first night. The hotline
in ::‘:mw provious o C\;“(:OSo p.monlsfo“‘;:- becomes the world's first HIV/AIDS service
ﬁzicchon. Caso (0P ook althy 33.ye© (82 organization, the Gay Men’s Health Crisis.

tent ) Apm(;g.s inMarch ‘wlddg.‘v viruria
3
oral mucosalcd 7ymes. 1ev ""'6. in May 19811t
olovated IWOT TR & o 1960 WS 25a.rwm
" e
CMN tROr B epite courses 01 L eaay 3,804 No HIV/AIDS stats available

- PReEVALENCE (TREND)  [JJ] piacnosis ] oeatus

Sources: Avert.org, FDA, UNAIDS, CDC, AIDSQuilt.org, PEDAIDS.org, SFTimes.com, New York Times, ACTUP, Washington Post, PEOFLE, UN.org




1983: Institut Pasteur: HIV identifikasyonu

Frangoise Barré-Sinoussi
2008: Nobel Odiili

Samuel Oder, Hiroaki Mitsuya, Robert Yarchoan
US National Cancer Institute: HIV/AIDS tedavi programi
CD4+ hucre dizilerine ilacin etkisinin izlenmesi

O AntI_H IV Etklnllk Yayinlanma numarasi EF0509019 B1
Yayin tiri Onay
. . e . . . Bagvuru numarasi EP19910302028
o T hacreleri Gzerine toksik etki PCT mumarass PCTIUS1991000005
Yayin tarihi 15 Tem 1998
Dosya kabul tarihi 3 Oca 1991
Riighan tarihi (%) 3 Oca 1990
Su sekilde de CA2072573A1, Daha Fazla (8) »
. . . yayinlandi: !
1985 : AZT I Ie Fa Z I kl I n I k ga | I$m a Bulug Sahipleri Samuel Broder, Hiroaki Mitsuya, Robert
Yarchoan
. o . Bagvuru sahibi THE UNITED STATES OF AMERICA as
G uve n | I | r’ CD4 /I\ ) kl IO a rt|§|’ represented by the Secretary United States
Department of Commerce
W 1 Alintry1 Disa Aktar BiBTeX, EndNote, Refan
Ya§am suresinde uzama s

Sinflandirma (10), Yasal Etkinlikler (65)

Dhg Baglantilar: Espacenet, EP Kayd



https://en.wikipedia.org/wiki/File:Fran%C3%A7oise_Barr%C3%A9-Sinoussi-press_conference_Dec_06th,_2008-1.jpg

20 Mart 1987: azidotimidin FDA onayi aldi.

U.S. APPROVES DRUG TO PROLONG LIVES OF AIDS
PATIENTS
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Activist Cleve Jones makes the first panel for
the AIDS Memorial Quilt. By 2011, the quilt
contains more than 40,000 panels.

The FDA approves AZT, the first antiretroviral
drug for treating AIDS.

N RS TR T TR T .-- -““"’ “ 2 U Activist Larry Kramer creates ACT UP, the AIDS
: PP'W A H ) — ] mm 944 = #9l Coalition to Unleash Power. ACT UP becomes
"m‘ AT T T el v
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the leader of many nonviolent protests through

X iy T 4 v the 1990s.
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DIAGNOSIS: 21,000 | DEZ 5: 16,000

Randy Shilts publishes his nonfiction book




1990: AZT pediatrik hastalar

j icin onaylandi.

1994: US Public Health Service:
Gebe kadinlara onerildi.




AZT uygulamasi, AIDS hastalarinda mortaliteyi ve FI sikliini
azaltabilir.

The New England CK, plasebo kontrollu

Journal of Medicine N= 282 AIDS hastas
e B = 250 mg AZT (n=145) veya
THE EFFICACY OF AZIDOTIYMIDINE ()N THE TREKTMENT OF PATIENTS WITH plasebo (n=137)
A Dus M P Cimtodiod T her 4 saatte bir, 24 hafta slrreyle

Mazcarer A, Fone, M.D., Doveras D. Ricusax, M.D., Muwazr. H. Gawco, M.D,, J.D.,
Mecuaze S. Gorrues, M.D., Pavr. A, Vorsexomwe, M.D., Oscax L. Lasan, M.D., Josx M, Lezoox, M.D,,
Junoux E. Groorsan, M.D., Doxxa Mivovan, M.D,, Rosexr T. Sewoorey, M.D.,

Cronce G. Jacxsox, M.D., Davio 1. Durack, M.B., D.Puie., Daxste. Kixg, Pu.D,,
axp Tie AL Corrasorariva Worxres Grour

v'Olim daha az (n=1 vs n=19; P<0.001)
v'Fl gelisen hasta sayisi daha az (n=24 vs n=45)
v'Bazal Karnofsky performansi ve kilo artisi anlamli olarak yiksek (P<0.001).

v'CD4 hicre artisi anlamli olarak yiiksek (P<0.001).
v'Anerjik deri testi diizelen hasta sayisi daha yiiksek (%29 vs %9; P<0.001).

Fi: Firsatci infeksiyon



CD4 <500 hiicre/mm?3 olan asemptomatik HIV infeksiyonu
hastalarinda zidovudin glvenilir ve etkilidir.

M EnglJ) Med. 1980 Apr 5,322(14):941-9.

Zidovudine in asymptomatic human immunodeficiency virus infection. A controlled trial in
persons with fewer than 500 CD4-positive cells per cubic millimeter. The AIDS Clinical Trials
Group of the National Institute of Allergy and Infectious Diseases.

Volberding PAY, Lagakos SW, Koch MA, Pettinelli C, Myers MWW, Booth DK, Balfour HH Jr, Reichman RC, Bartlett 1A Hirsch MS, et al

Author information

"University of California, San Francisco.

Abstract

Zidovudine (AZT) is a potent inhibitor of the replication of the human immunodeficiency virus (HIV), and it has been shown to
improve survival in advanced HIV disease. We conducted a randomized. double-blind trial in adults with asymptomatic HIV
infection who had CD4+ cell counts of fewer than 500 per cubic millimeter on entry into the study. The subjects (92 percent
male) were randomly assigned to one of three treatment groups: placebo {428 subjects). zidovudine, 500 mg per day (453);
or zidovudine, 1500 myg per day (457). After a mean follow-up of 55 weeks (range, 19 to 107). 33 of the subjects assigned to
placebo had the acquired immunodeficiency syndrome (AIDS), as compared with 11 of those assigned to receive 500 mg of
zidowudine (P = 0.002: relative risk, 2.8; 95 percent confidence interval, 1.4 to 5.6) and 14 of those assigned to receive 1500
mg of zidovudine (P = 0.05; relative risk, 1.9; 95 percent confidence interval, 1.0 to 3.5). In the three treatment groups, the
rates of progression (per 100 person-years) to either AIDS or advanced AlDS-related complex were 7.6, 3.6, and 4.3,
respectively. As compared with those assigned to placebo, the subjects in the zidovudine groups had significant increases in
the number of CD4+ cells and significant declines in p24 antigen levels. In the 1500-mg zidovudine group, severe
hematologic toxicity (anemia or neutropenia) was more frequent than in the other groups (P less than 0.0001). In the 500-mg
zidovudine group, nausea was the only toxicity that was significantly more frequent (in 3.3 percent) than in the placebo group
(P =0.001). We conclude that zidovudine is safe and effective in persons with asymptomatic HIV infection and fewer than
500 CD4+ cells per cubic millimeter. Additional study will be required to determine whether such treatment will ultimately
improve survival for persons infected with HIV._

Randomize, CK

Eriskin, asemptomatik, CD4 <500
Plasebo (n=428);

Zidovudin, 500 mg/giin (n=453);
Zidovudin, 1500 mg/glin (n=457).
Ortalama izlem 55 hf (19-107 hf),

AIDS veya AlIDS-iliskili kompleks gelisme hizi:
sirasiyla, 7.6, 3.6, ve 4.3 (100 hasta yiliicin)

1500-mg zidovudin grubu:

ciddi hematolojik toksisite daha sik (P <0.0001).




Yeni NRT/'leri

() 0 .
o oo
" ey ,(}"""
D0 s, oy o e 1991: Didanozin

1992: Zalsitabin
(2006 yilinda kaldirildi)

1994: Stavudin

1995: Lamivudin




Iki niikleozit ile tedavi, HIV infeksiyonunun ilerlemesini

yavaslatir ve ZDV’den utstundur.

The New England
Journal of Medicine

@ Copyright, 1996, by the Massachusetts Medical Society

VOLUME 335 OcToBER 10, 1996 NUMEBER 15

A TRIAL COMPARING NUCLEOSIDE MONOTHERAPY WITH COMBINATION
THERATY IN HIV-INFECTED ADULTS WITH CD4 CELL COUNTS
FROM 200 TO 500 PER CUBIC MILLIMETER

Scotr M. Hammer, M.D., Davio A. Katzenstein, M.D., MichaeL D. HusHes, PH.D., HoLLy Gunpacker, M.S.,

RoserT T. ScHooLey, M.D., RicHarp H. HausricH, M.D., W. Kemmv Henry, M.D., MicHaeL M. Leperman, M.D.,

Joun P. Prair, M.D., ManeTTe Niu, M.D., MarTin S. HirscH, M.D., anp THomas C. Merican, M.D.,
For THE AIDS CumnicaL TriaLs Group Stupy 175 Stupy Team™®

Zidovudin
Zalsitabin

ABsTRACT

Background This double-blind study evaluated
treatment with either a gingle nuclagside or two nu-
cleosides in adults infected with human immunode-
ficiency virus type 1 (HNV-1) whose CD4 cell counts
wara from 200 to 500 per cubic millimatar.

Methods  We randomly assigned 2467 HWV-1-infect-
ed patients (43 percent without prior antiratroviral
treatment} to one of four daily regimens: 600 mg of
Zidovudine: 800 mg of zidowvuding plus 400 mg of di-
danosine: 800 mg of zidovudine plus 225 mg of zal-
citabina; or 400 mg of didanosina. The primany and
point was 3 =50 percant decling in the CD4 call count,
development of the acquired immunodaficiency syn-
drome (AIDS), or death.

Resnirs  Progression to the primary end point was
more freguent with zidovudine alone {32 percant)
than with zidovuding plus didancsine (12 parcent; ral-
ative hazard ratio, 0.50; P<0.007), zidowudine plus
zalcitabine {20 percent; relative hazard ratio, 0.54;
P-20.001), or didanosing alone (22 parcent: relative
hazard ratio, 0.617; P<0.001). The relative hazard ratios
for progression to an AlDS-defining event or death
warg 0.64 {P=0.005) for zidovudine plus didanosing,
as comparad with zidowudine alone, 077 (P=0.085}
for zidowuding plus zalcitabine, and 069 (P=0.013)
for didanosine alone. The relative hazard ratios for
death were 0.55 (P=0.008], 0.71 (P=0.0), and 0.51
(P=0.003), respectively. For zidovudine plus zalcita-
bine, the banafits wera limited to those without pravi-
ous treatment.

Conclurions  Treatment with zidovudine plus di-
danosing, zidovudina glus zalcitabime, or di anosing
alona slmnrs tha pm-gmssmn ::uf HN disease and is

g atone] Antiret-
ru.rlral tharapn,r can improve survival in patients with
200 to 500 CD4 cells par cubic millimatar. {N Engl J
Med 1996:335:1081-90.]

L1986, Massachuselts Medical Sociaty.




Kombine olarak kullanilan NRTI’leri klinik olarak yararl olmakla
birlikte, hastaligin AIDS’e ilerlemesini 6nleyememektedir.

Natural History of Opportunistic Disease in an HIV- 1 246 H IV'| nfe kte ) C D4 5300

Infected Urban Clinical Cohort

S ——— 2 Tani sonrasi ortalama yasam:
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3-yillik Kaplan-Meier olasihigi

Candida 6zofajiti 13.3; 0.30
PCP, MAC bakteremisi, CMV, AIDS demans kompleksi 5-9;0.15-0.22
Tokzoplazmoz, kriptokok menenijiti, herpes zoster, wasting 2-4;0.05-0.10

sendromu, Kaposi sarkomu

NHL, M. tuberculosis infeksiyonu, PML, cryptosporidium 1-2;<0.05



NRTI’leri hastalik progresyonunu dnlemek acisindan
zayIf ilaclardir.

Plazma HIV RNA duzeyinde
e NRTI monoterapisiile 0.5 ile 1 log/mL azalma
* |kili NRTI tedavisi ile 1 ile 1.5 log/mL azalma

N. Clumeck, S. De Wit. Update on highly active antiretroviral therapy: progress and
strategies.Biomed & Pharmacother 2000 ; 54 : 7-12. Dossier: 1999-2000 Special

AIDS issue.



Kombine antiretroviral tedavi
HAART: Highly active antiretroviral therapy

: 1996

(UNAIDS) is established by the United Nations

combines experts from six agencies to fight th A RV te d avi d e ye n i bi r St ratej i :

AIDS epidemic.
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At the 11th International AIDS Conference in H IV re p I i ka Syo n d 6 n g U S U n d e

Vancouver, British Columbia, combination

antiretroviral treatment is presented for the firs fa rkl I b a Sa m a kI a r‘l i n h i be e d e n

time. These drugs are shown to be effective

e ilaglarin kombine kullanimi

Sakinavir
Ritonavir

Nevirapin '
llk viral yuk testi

onay aldi.
|

Indinavir




Treatment of Human Immunodeficiency Virus Infection with
Saquinavir, Zidovudine, and Zalcitabine

Ann C. Collier, M.D., Robert W. Coombs, B.0., Ph.D., David A. Schoenfeld, Ph.D., Reland L. Bassett, M.S., Joseph Timpone,
W.D., Alice Baruch, M.D., Ph.D., Michelle Jones, M.Sc., Karen Facey, Ph.D., Caroline Whitacre, Ph.D., Vincent J. McAuliffe,
M.0., Harvey M. Friedman, M.0., Thomas C. Merigan, M.D., Richard C. Reichman, M.D., Carol Hooper, M.D., and Lawrence
Corey, M.D. for the AIDS Clinical Trials Group

M EnglJ Med 1995; 334:1011—1U1B|April 18, 1996| DOl 10.10568/NEJM199604183341602

lyi tolere edilir.
L

Sakuinavir

Zidovudin
Zalsitabin

Zidovudin
Sakinavir

Zalsitabin
Zidovudin

v'HIV-1 daha iyi baskilanr.

v'CD4 artisi daha iyi.

v'Serum aktivasyon gostergelerindeki diisme
daha iyi.

RT-PCR: Alt sinir: 400 kopya/ml
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ARV ilaclarin kombinasyonu, plazma HIV-1 viris yukini
saptanabilen duzeyin altina disirerek immun sistemin
rekonstitlisyonunu saglar.

J Infect Dis. 1998 Jul;178(1):70-9
Immunologic responses associated with 12 weeks of combination antiretroviral therapy consisting of zidovudine,

lamivudine, and ritonavir: results of AIDS Clinical Trials Group Protocol 315.

Lederman MM, Connick E, Landay A, Kuritzkes DR, Spritzler J, St Clair M, Kotzin BL, Fox L, Chiozzi MH, Leonard JM, Rousseau F, Wade M, Roe JD, Martinez
A, Kessler H.

100000 4

Dolasimdaki

- naiv ve bellek CD4 T lenfositleri (P < .001) ™
- naiv CD8 T lenfositleri (P < .004) ™

- B lenfositleri (P < .001) M

Figure 1. Plasma levels of HIV 10000
RNA before initiation of and during
highly active antiretroviral therapy.
Data represent median levels as mea-
sured by nucleic acid sequence-
based amplification. Lower limit of

Copies/mL

detection = 100 copies/mL. Base-

line and week 12 values were sig- 1000 -
nificantly different, P < .0001, Wil-

coxon signed rank test.

Plazma HIV-1 RNA ort. 2.3 log {, (P <.0001)



ABD: Epideminin baslangicindan itibaren ilk kez AIDS 6lim
oraninin, ARV ilaclarin basarisiyla azaldigini bildirdi.

TS | 1997

Media outlets report that for the first ime since
he epidemic began, the AIDS death rale has
declined in he U.S. thanks 1o the success of
drug heraples

515: 50,000 |

:vaLence (TReno)  [JJ] owcnosis ] oeatns

Avertorg, FDA UNAIDS, COC, AIDSQuilt org, PEDAIDS org, SPTimes com, Néw York Times, ACTUP, Washington Post PECPLE, UN.org



AIDS’e bagli morbidite ve mortalitedeki azalma, daha
yogun antiretroviral tedavilerin kullanimi ile iliskilidir.

The New England
Journal of Medicine

@ Copyright, 1998, by the Massachusetes Medical Society

vvvvvvvvv
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G, M.D., M. OUTPATIENT S

Olay*

1997 / Il. yarisi

Mortalite

PCP
MAC
CMV retiniti

8.8

3.7

*100 hasta-yili



AIDS’e progresyon baslangic CD4 sayisi ve plazma HIV-

RNA duzeyine gore dngorulebilir.

Prognosis in HIV-1 Infection Predicted by the Quantity of Virus in Plasma. Mellors
JW, Science 24 May 1996: Vol. 272 no. 5265 pp. 1167-1170

Plasma Viral Load and CD4+ Lymphocytes as Prognostic Markers of HIV-1
Infection. Mellors JW, Ann Intern Med. 1997;126(12):946-954. doi:10.7326/0003-
4819-126-12-199706150-00003

Prognostic Indicators for AIDS and Infectious Disease Death in HIV-Infected
Injection Drug Users: Plasma Viral Load and CD4* Cell Count FREE
David Vlahov, JAMA. 1998;279(1):35-40. doi:10.1001/jama.279.1.35



1998: DHHS:
HIV-1 ile Infekte Eriskin ve Adélesanlarda
Antiretroviral Ajanlarin Kullanimi

April 24, 1998 / Vol. 47 / No. RR-5

Recommendations
and
Reports

MORBIDITY AND MORTALITY WEEKLY REPORT

Report of the NIH Panel to Define
Principles of Therapy of HIV Infection

and

Guidelines for the Use of Antiretroviral
Agents in HIV-Infected Adults
and Adolescents

U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES -
Centers for Disease Control and Prevention (CDC)

Atlanta, Georgia 30333 s .-/é

US Department of Health and Human Services
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TABLE 5. Indications for the initiation of antiretroviral therapy in the chronically

HIV-infected patient

April 24, 1998

Clinical category CD4+ T cell count and HIV RNA

Recommendation

Sﬁgnsgtomatic (i.e., Any value
., thrush,

unexplained fever)

Asymptomatic CD4+ T Cells <500/mm?
or
HIV RNA >10,000 (bDNA)
or >20,000 (RT-PCR)

Asymptomatic CD4+ T Cells >500/mm?
and
HIV RNA <10,000 (bDNA)
or <20,000 (RT-PCR)

Treat

Treatment should be
offered. Strength of
recommendation is based
on prognosis for
disease-free survival as
shown in Table 4 and
willingness of the patient to
accept therapy.*

Many experts would delay
therapy an% observeT
however, some experts
would treat.

*Some experts would observe patients whose CD4+ T cell counts are between 350-500/mm?

and HIV RNA levels <10,000 (bDNA) or <20,000 (RT-PCR).
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TABLE 6. Recommendad antiretroviral agents for treatment of established HIV
infection

hm:ssltmng evidence of clinical benefit andfor sustained suppression of plasma viral load
12,

One choice each from column A and column B. Drugs are listed in random, not priority, order:

Column A Column B
Indinavir (Al} ZDV + ddl (Al
Melfinavir LAl d4T + ddl (A}
Ritonawir (Al) ZDV & ddC (Al)

Saquinavir-SGC* (Al ZDV + 3TCH (A1)
Ritonawvir + ddT + 3TCH (Al
Saquinavir-SGC or
HGCY (BN)
Alternative: Less likely to provide sustained virus suppression; (38-38 )
1 NNRTI (Nevirapinel! + 2 NRTIs (Column B, abowva) (BII)

Saquinavir-HGC + 2 NRTIs (Column B, abowve) (BI)

Not generally recommended: Strong evidence of clinical benefit, but initial virus suppression is
not sustained in most patients (39.40)

2 NRTIs (Column B, abowvel (CI)
Mot recommended®*: Evidence against use, virologically undesirable, or ovedapping toxicities
All monotharapies (DI
daT + ZDV (D)
ddC + dditt (DIl
ddC + 4T (DI
ddC + 3TC (D)

*Wirclogic data and clinical experience with saquinavir-sge are limited in comparison with
other protease inhibitors.
tTUse of ritonavir 400 myg b.i.d. with saquinavir soft-gel formulation (Fortovase™)400 mg b.i.d.
results in similar areas under the curve (AUC) of drug and antiretroviral activity as when
using 400 mg b.i.d. of Invirase™ in combination with ritonavir, Howewver, this combination
with Fortovase™ has not been extensively studied and gastrointestinal toxicity may be
reater when using Fortovasa™ .
SHigh-level resistance to 3TC develops within 2-4 wks. in partially suppressive regimens;
optimal use is in three-drug antiretroviral combinations that reduce viral load to <500
copiasfmL.
1The only combination of 2 NRTIs + 1 NNATI that has been shown to Suppress viremia to
undetectable levels in the majority of patients is ZDVsddl+MNevirapine. This combination
was studied in antiretroviral-naive persons (36 ).
=+ ZDV monotherapy may be considered for prophylactic use in prégnant women who have
low viral load and high CD4+ T cell counts to prevent perinatal transmission (see
“Considerations for Antiretroviral Therapy in the Pregnant HIV-Infected Woman®™ on pages
58-62).
"This combination of NRTIs is not recommended based on lack of clinical data using the
combination andfor overlapping toxicities.




Iki proteaz inhibitdrinin birlikte kullaniimasi ile
Pi’lerinin bazi kisithiliklari giderilebilir.

TABLE 6. Recommended antiretroviral agents for treatment of established HIV

infection

Preferred: Strong evidence of clinical benefit and/or sustained suppression of plasma viral load

(2, 34, 35)

One choice each from column A and column B. Drugs are listed in random, not priority, order:
Column B

Column A

Indinavir (Al)
Nelfinavir (All)
Ritonavir (Al)
Saquinavir-SGC* (All)

Ritonavir +
Saquinavir-SGC or

HGC! (Bll)

ZDV +
+ ddl (All)
Zov +
ZOV +
+ 3TCY (AN)

daT

daT

ddl (Al)

ddC (Al
3TCH (AN

*Ritonavir CYP 450 3A4 enzimini
inhibe eder.

’Booster”’
*pK glclendirici

YV V. V VY Y

Y

Kisa yari omur

Oral emilim
farkhliklar

Diyet gereksinimleri
llac-ilac etkilesimleri
Yan etkiler

Uyum problemi ~
tedavi yaniti
Maliyet

Kompleks dozlama,
hap sayisi




Yillar icinde yeni ARV ilaclar

ZDV, ddI, ddC,
d4T, 3TC

SQV, RTV, IDV
NVP

Nelfinavir
ZDV+3TC

Delavirdin

1998

Efavirenz
Abakavir




ART Prensipleri

Devam eden viral replikasyon, immun sistem hasarina neden
olur ve AIDS gelisimine yol acar.

Viral yik: HIV replikasyonunun boyutunu goésterir. CD4 yikimi
ile iliskilidir.
CD4: HIV iliskili olusmus hasarin derecesini gosterir.

Gucli ART: HIV replikasyonunu saptanamayan dlizeyin altina
dek baskilamasi hedeftir.

Amac: ARV ilac¢ direnci olan HIV varyantlarinin seleksiyonunu 6nlemek.

Kombine ARV ilaclar kullanilr.

»Tum ilaclara ayni anda baslanir.
»Etkili ilaclar olmalidir.
»Optimal dozda ve zamaninda kullanilmalidir.



Zidovudin, lamivudin ve efavirenz rejimi, ilk basamak
ART icin digerlerinden Gstuinddr.

Comparison of four-drug regimens and pairs of sequential three-drug regimens as initial
therapy for HIV-1 infection.

Shafer BW! Smeaton LM, Robbins GK, De Gruttola ¥, Snyder SW, D'Ac A
Gripshover BM, Kaul P, Haubrich R, Swingle M, McCarty S0, Vella 8, Hi

£
Author information g B s
"Stanford University Medical Center, Stanford, Calif, USA. grobbins EE ‘ ey adar i

S o  Bdowane, e and sl
Abstract g : o | e Piowding Ietoraies: chsoars and nell
BACKGROUND: It is unclear whether therapy for human immunode.  £2 °7

-drug or two sequential three-drug regimens. o
0 16 32 48 64 80 96 102 128 144 160
Weeks

METHODS: In this multicenter trial we compared initial therapy inve
in combination with either didanosine and stavudine or zidovudine z
-drug regimens the first of which contained either efavirenz aor nelffinavir.

RESULTS: A total of 980 subjects were followed for a median of 2.3 years. There was no significant difference in the
occurrence of regimen failures between the group that received the four-drug regimen containing didanosine, stavudine,
nelfinavir, and efavirenz and the groups that received the three-drug regimens beginning with didanosine, stavudine, and
nelfinavir (hazard ratio for regimen failure, 1.24) or didanosine, stavudine, and efavirenz (hazard ratio, 1.01). There was no
significant difference between the group that received the four-drug regimen containing zidovudine, lamivuding, nelfinavir, and
efavirenz and the groups that received the three-drug regimens beginning with zidovudine, lamivudine, and nelfinavir (hazard
ratio, 1.06) or zidovudine, lamivudine, and efavirenz (hazard ratio, 1.45). A four-drug regimen was associated with a longer
time to the first regimen failure than the three-drug regimens containing didanosine, stavudine, and nelfinavir (hazard ratio for
a first regimen failure, 0.55); didanosine, stavudine, and efavirenz (hazard ratio, 0.63); or zidovudine, lamivudine, and nelfinavir
(hazard ratio, 0.49), but not the three-drug regimen containing zidovudine, lamivudine, and efavirenz (hazard ratio, 1.21).

CONCLUSIONS: There was no significant difference in the duration of successful HIV-1 treatrment between a single four-drug
regimen and two consecutive three-drug regimens. Among these treatment strategies.|initiating therapy with the three-drug|
[regimen of zidovudine, lamivudine, and efavirenz is the optimal choice. |

NEJM 2003 Dec 11;349(24):2304-15



DHHS 2000

Indinavir Stavudin + lamivudin

Nelfinavir Stavudin + didanozin
Sakinavir/ritonavir Zidovudine + lamivudin

Efavirenz Zidovudin + didanozin

Onerilen Rejimler



2000 2004
ABC/ZDV/3TC Fosamprenavir
Lopinavir/r Tenofovir/Emtrisitabin

4 b
1 i

2001 2003 2005
Tenofovir Atazanavir Tipranavir
Emtrisitabin

Enfuvirtid (T-20) \

ZDV patent sliresi
doldu.



Panel’s Recommendations
o Preferred NNRII-Based
¢ Efavirenz + (zidovudin
or emiricitabine) (excep
pregnancy or in women
(AI)
o dlternative NNRTI-Base
+ Efavirenz + (didanosin
+ (lamivudine or emitri
pregnancy, particularly if
with high pregnancy pote.
+ Nevirapine-based regin
alternative in adult fema.__ ... __ .
=250 cells/mnr’ and adult males with CD4™ T re.’.’ mrmrs
<400 cells/mni’ (BII).

Efavirenz

Lopinavir/r

The Panel does not recommend the following NNRIIs
as mmitial therapy:

o Delavirdine — due to inferior antiretroviral petency
and three times daily desing (DII)

o Nevirapine for adult females with CD4™ T cell counts
=250 cells/mn® and adult males with CD4™ T cell counts
=400 cells/mnr unless the benefit clearly outweighs the

risk (DI)

* Women with high pregnancy petential are those whe are trying to
concetve or whe are not using effective and consistent contraception.

DHHS 2005

ZDV veyaTDF

/DV

-

emiricitabing

The Panel doe

as nifial thera

o Ampremavir {
burden

s Unboosted in

fimes daily d

stomach or a

s Ritonavir as

EFasfrointesin

s Unboosted sa

due to poor ¢

dosing, and }

¥ ritonavir 100

with atazana

* rifonmvir af do

piarmaceking

2 NRTI
3TC veya FTC

3TC veya FTC

Panel’s Recommendations:

o A 3-NRTI regimen consisting of abacavir +
sidovudine + lamivudine should only be used
when_a preferred or alternative NNR II-based or
PI-based regimen cannot or should not be used as
[first-line therapy (e.g. for important drug-drug
interactions) in the treatment-naive patient. (CII).

The Panel DOES NOT RECOMMEND the use of
the following 3-NRTI regimens as sole antiretroviral
combination at any time:

« abacavir + fenofovir + lamivudine (EII)

« didanosine + tenofovir + lamivudine (EII)




ACTG 5142: 96. hafta sonuclari
Virolojik baskilanma EFV + 2 NRTi grubunda daha basaril

CD4 hiicre artisi LPV/r + 2 NRTI grubunda daha iyi

EFV + 2NRTI | LPV/r + 2NRT]
HIV-RNA <200 k/mL %93* %86* %92
HIV-RNA <50 k/mL %89** Y7 7** %83
CD4 hicre artisi/mm3 27 3%** 287*** 230
*P=0.041
**p=0.003
**%p= 0,01

Virolojik basarisizlik LPV/r grubunda daha kisa slirede

Riddler, NEJM 2008




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

‘ 934 Calismasi

Tenofovir DF, Emtricitabine, and Efavirenz vs.
Zidovudine, Lamivudine, and Efavirenz for HIV

Joel E. Gallant, M.D., M.P.H., Edwin DeJesus, M.D., José R. Arribas, M.D.,
Anton L. Pozniak, M.D., Brian Gazzard, M.D., Rafael E. Campeo, M.D., Biao Lu, Ph.D.,
Damian McColl, Ph.D., Steven Chuck, M.D., Jeffrey Enejosa, M.D.,

John ). Toole, M.D., Ph.D., and Andrew K. Cheng, M.D., Ph.D.,

for the Study 934 Group*

TDF/FTC

The NEW ENGLAND JOURNAL of MEDICINE

ACTG 5202

ORIGINAL ARTICLE

Abacavir—-Lamivudine versus Tenofovir—
Emtricitabine for Initial HIV-1 Therapy

Paul E. Sax, M.D., Camlin Tierney, Ph.D., Ann C. Collier, M.D.,
Margaret A. Fischl, M.D., Katie Mollan, M.S., Lynne Peeples, M.S.,
Catherine Godfrey, M.D., Nasreen C. Jahed, M.P.H., Laurie Myers, M.S.,
David Katzenstein, M.D., Awny Farajallah, M.D., James F. Rooney, M.D.,
Belinda Ha, Ph.D., William C. Woodward, M.D., Susan L. Koletar, M.D.,
Victoria A. Johnson, M.D., P. Jan Geiseler, M.D., and Eric S. Daar, M.D.,
for the AIDS Clinical Trials Group Study A5202 Team*

ABSTRACT




934 TDF/FTC + EFV
N=517 VS

VY >10,000 k/mL ZDV/3TC + EFV

ACTG 5202 TDF/FTC + EFV

N=1858 TDF/FTC + ATV/r
VY >1,000 k/mL e
ABC/3TC + EFV

ABC/3TC + ATV/r

*VB: virolojik basarisizlik

* 144. hf: <400 k/mL: %71 vs %58
* CD4 artisi: #4312 vs +217/mm3
* Yan etki nedeniyle ilaci birakma: %5 vs %11

* Ekstremite yag doku miktari: 7.9 vs 5.4 kg

* 48. hafta <50 k/mL: %80 vs %75
*VB*: ABC grubunda daha yliksek ve daha erken
(HR=2.08)
* Evre 4 yan etki ABC grubunda daha yuksek
* Bazal VY yuksek olan hastalarda ABC dikkatli
kullaniimali

Gallant, NEJM 2006

Arribas JR, JAIDS 2008

Sax PE, NEJM 2009



Ik tek tablet rejimi: EFV/TDF/FTC

2006

Singer Bono launches Product Red. Profits from
the line of consumer goods are designated to
fight the AIDS epidemic worldwide. "l feel a bit
of a fraud, a bit of a loser because we are not
winning in the war against AIDS,” Bono says.

Bill Gates announces he will step down as the
head of Microsoft in order fo donate his fime fo
the Gates Foundation, the largest private

—ur ¥ source of funding in the fight against HIV/AIDS.
Atripla, the first efiective one-a-day pill fo freat
HIV, is approved in the U.S.

. 20,000




En kiicik

|1k

J/ tek tablet ilag i ,'/ i tel:eE?r:Iiet i
2006 / /
TDF/FTC/EFV 2008 2012
Darunavir Etravirin RPV/TDF/FTC

. _ L.
1 1 1

2007 2011 2013
Raltegravir Rilpivirin _ Elvitegravir/cobi*/TDF/FTC
Maravirok | 7 Dolutegravir

,,,,,, DTG/ABC/3TC

\

”’Booster”’
*pK glclendirici

Tarkiye'de ilk
tek tablet rejimi

R ——

r
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
L



ARTEMIS

STARTMRK

THRIVE

DRV/r + TDF/FTC
LPV/r + TDF/FTC
96 hf

RAL + TDF/FTC
EFV + TDF/FTC
240 hf

RPV/TDF/FTC
EFV/TDF/FTC
48 hf

HIV-RNA <50 k/mL.:
VY>10°ise DRV/r ile daha iyi p=0.023
CD4 <200 ise DRV/r ile daha iyi p=0.009

RAL ile viral baskilanma ve CD4 artisi anlamli
olarak daha iyi.
Norolojik ve ilag iliskili y.e RAL ile daha az.

Viral baskilanma benzer.

Virolojik basarisizlik RPV ile daha yliksek,
cogu ilk 48 hf icinde ve bazal yiksek VY ve
distuk CD4 ile iliskili.

RPV daha iyi tolere edilir.



Study 102

Study 103

EVG/Cobi/FTC/TDF
EFV/FTC/TDF
144 hf

EVG/Cobi/FTC/TDF
ATV/r/FTC/TDF
144 hf

Noninferior

<50 k/mL: %78 vs %75

EVG: Study 102 + 103:
Toplam direng %2.2




Dolutegravir

Calisma Sonuc
SPRING-2 48. hf: noninferior
DTG vs RAL 96. hf: noninferior
ABC/3TC veya TDF/FTC

SINGLE 48. hf: Gstlin*
DTG + ABC/3TC

EFV + TDF/FTC

Flamingo 48. hf: tstun*
DTG vs DRV/r

ABC/3TC veya TDF/FTC

Raffi F, Lancet 2013

Walmsley SL, NEJM 2013
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2 > -
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>

Feinberg J, ICAAC 2013

*Yan etki veya diger nedenlerle ilaci birakma karsilastirma gruplarinda

daha fazla.



Timeline for FDA approval for current antiviral and antiretroviral drugs.
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Eric J. Arts, and Daria J. Hazuda Cold Spring Harb
Perspect Med 2012;2:a007161

©2012 by Cold Spring Harbor Laboratory Press



IAS 2013: Efficacy of initial antiretroviral therapy: a meta-analysis of 40,124 v
adults with up to 144 weeks' follow-up. F) Lee (Australia)
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Yoar of study commencemeant
Yoars Pre-2000 2000 » 2002 2000 ~ 2008 2000 - 2008 Pos:- 2008
E%cacy (SD) 47% (14 S82% ('7) 84% (7.1) T4% (B 5) R2% B

Efficacy: all studies from 1994 to 2010



Antiretroviral Tedavinin Hedefi

N ()

1987-1996 1996-2000 >2000
e Sagkalim e Sagkalim e Sagkalim
e Etkinlik e Etkinlik

e Tolerabilite




DHHS Ocak 2011

TDF/FTC

Onerilen Rejimler Etkinligi en Ust diizeyde ve kalici,
lyi tolere edilen,
Toksisitesi kabul edilebilir,
Kullanimi kolay



A B
NNRTI bazli
EFV ABC/3TC
TDF/FTC
NVP TDF/FTC
Onerilen | pi/r bazli
ATVIr ABC/3TC
DRV/r TDF/FTC
LPV/r
Integraz inhibitérii bazli
RAL TDF/FTC
SQVIr ZDV/3TC
Alternatif FPV/r ddI/3TC veya
MVC FTC

A kolonundan 1 ilac ve B kolonundan 1 NRTi kombinasyonu secin



NRTI

ZDV
ddli

ddC
d4T
3TC
ABC
TDF

FTC

NNRTI
NVP

EFV
Delavirdin
Etravirin

Rilpivirin

Antiretroviral ilaclar

Pl INSTI

Sakinavir Raltegravir
Ritonavir Elvitegravir
indinavir Dolutegravir
Nelfinavir

Lopinavir/r

Atazanavir

Fos-AMP

Tipranavir

Darunavir

Giris inh.
Enfuvirtid

Maravirok



Identifying distinct steps in HIV-1 life cycle as potential or current target for antiretroviral
drugs.

B
A T typ=0.62h
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ntry (2) Reverse transcription @ Integration  (4) Transcription @ Virus assembly @ Protease processing
CD4 binding CCR5 binding  Fusion NNRTI NRTI and production
Pro-542 PSC-RANTES enfuvirtide atevirdine abacavir lamivudine Elvitegravir bevirimat atazanavir
BMS-378806 AOP-RANTES T-1249 delavirdine  amdoxovir [ S Raltegravir vivecon fosamprenavir
TNX-355 NNY-RANTES 5-helix efavirenz apricitabine GSK1349572 daruavir
TAK-779 emivirine celevudine stampidine MK-2048 ritonavir
maraviroc etravirine didanosine stavudine lopinavir
vicriviroc nevirapine elvucitabine  tenofovir nelfinavir
apiaviroc rilpivirine emtricitabine zalcitabine squinavir
Pro-140 entecavir zidovudine tipranavir
PERSPICTIVES
indinavir

Eric J. Arts, and Daria J. Hazuda Cold Spring Harb
Perspect Med 2012;2:a007161

©2012 by Cold Spring Harbor Laboratory Press



Table 1. DHHS

- Changing Criteria for Initiation of ART

C D4+ Counts,
1958 2001 2006 2008 Fal | 2012
cells/imm®
Offer if HIV-1 ENA = Offer if HIV-1 RNA Consider if HIV-1 RNA Consider in
> 50D Consider” | Treat
20,000 copies/mlL » 55,000 copies/ml z 100,000 copies/ml | certsin groups™
Offer if HWV-1 RNA = | Consider if HIV-1 RNA | Consider if HIV-1 RMA Consider in
JE0-500 Traat Traat
20,000 copies/ml * 55,000 copies/mL = 100,000 copies/mL | certain groups™
Offer if HIV-1 RNA > | Offier, but controversy | Offer after discussion
200-250 Traat Treat Treat
20,000 copies/ml exists with patient
< 200 or
symptomatic Traat Trast Traat Traat Traat Traat
dizezss

®Incledes pregnant womsn, patients with HIV-associsted nephropathy, and patients with hepatitis B wvires infection that reguires

treatment for which there is a definite recommendation to initiste therapy. Other considerations inclede certain acute opportunistic
infections, rapidhy declining CD4+ call counts (= 100 cells/mmiyear), and higher HIV-1 RNA (= 100,000 copies/mlL).

TED%: of panel members recommendad starting ART at this CD4+ call count level; the other 50% of members viewsd treatment at this

level 3= optional.




Table 2. Current Guidelines for Initiation of ART

CD4+ Cell CD4+ Cell
AIDS or HIV-Related CD4+ Cell Count CD4+ Cell Count
Guideline Count Count
Symptoms 200-350/mm* 350-500/mm*
< 200/mm* = 500/mm*
US Cepartment of Heaalth and
o ez ez ez ez ez
Human Servicesi~—HS ART]
International Antiviral Society- Yes ez e e Yes
LG AINS-USA ART]
British HIV Association B7VA Yes Yes Yes Yes Yes
AST]
Eurcpean AlDS Clinical Society es es Yes Consider Consider
[EACS ART]
Workd Health Organization [ Yes Yaz ez Yes Yes
2015]
Keywords: [nitial Antiretroviral Therapy

START Calismasi: Bazal CD4 sayisindan bagimsiz olarak ART
baslanmasi, ciddi hastalik ve 6lim riskini, erken tedavi
baslanan grupta ge¢ baslanan grupla kiyaslandiginda
azaltmaktadir.



EACS 2015

Recommendations for Initiation of ART in HIV-positive Persons with Chronic
Infection without prior ART Exposure"’

Recommendations are graded while taking into account the level of evi-
dence, the degree of progression of HIV disease and the presence of, or
high risk for, developing various types of (co-morbid) conditions.

Symptomatic HIV disease (CDC B or C | Asymptomatic HIV infection
conditions, incl. tuberculosis)

Current CD4 count
Any CD4 count < 350 2350

SR SR R

SR = Strongly Recommended
R = Recommended

i ART should always be recommended irrespective of the CD4 count with
the possible exception of elite controllers with high and stable CD4 count.
Time should always be taken to prepare the person, in order to optimise
compliance and adherence. Genotypic resistance testing is recommended
prior to initiation of ART, ideally at the time of HIV diagnosis; otherwise be-
fore initiation of ART. If ART needs to be initiated before genotypic testing
results are available, it is recommended to include a Pl/r in the first-line
regimen. Ideally, before starting treatment, the HIV-VL level and CD4 count October 2015
should be repeated to obtain a baseline to assess subsequent response. e
Moreover, use of ART should also be recommended with any CD4 count in
order to reduce sexual transmission, risk of AIDS event and mother-to-child
transmission of HIV (before third trimester of pregnancy).

N




DHHS 2015 -

Agents

Reco m m e n d ed Reg i m en 0 pti Dn s ;n H;\H —:::e‘:ﬁz:s:d::(s ar;d Mnl.escents
(Drug classes and regimens within each class are arranged in alphabetical order.) (f s

INSTI-Based Regimens:

+ DTG/ABC/3TC —only for patients who are HLA-B*5701 negative (Al)

+ DTG plus TDF/FTC® (Al)

* EVG/c/TDF/FTC—only for patients with pre-treatment estimated CrCl 270 mL/min (Al)

« RAL plus TDF/FTC® (Al)

Pl-Based Regimens:
+ DRV/r plus TDF/FTC® (Al

Alternative Regimen Options

(Drug classes and regimens within each class are arranged in alphabetical order.)
Regimens that are effective and tolerable, but that have potential disadvantages when compared with the recommended regimens listed
above, have limitations for use in certain patient population, or have less supporting data from randomized clinical trials. An alternative
regimen may be the preferred regimen for some patients.
NNRTI-Based Regimens:
+ EFV/TDF/FTC’ (BI)
* RPV/TDF/FTC’—only for patients with pre-treatment HIV RNA <100,000 copies/mL and CD4 cell count >200 cells/mm’ (Bl)

Pl-Based Regimens:

* ATV/c plus TDF/FTC® —only for patients with pre-treatment estimated CrCl 270 mL/min (BI)

« ATV/r plus TDF/FTC? (BI)

+ (DRV/c or DRV/r) plus ABC/3TC" —only for patients who are HLA-B*5701 negative (BIll for DRV/c and BII for DRV/r)
* DRV/c plus TDF/FTC" —only for patients with pre-treatment estimated CrCl 270 mL/min (BII)




Initial Combination Regimen for ART-naive Adult HIV-positive Persons

EACS 2015

A) Recommended regimens (one of the following to be selected)” ™

2 NRTIs + INSTI

ABC/3TC/DTG!
TDF/FTC(! ) + DTG

TDF/FTC/EVGIc(i V. V)

TDF/FTCU V) + RAL

2 NRTIs + NNRTI
TDF/FTC/RPV(!)

2 NRTIs + Plir
TDF/FTC(! V) + DRVIr

ABC/3TC/DTG 600/300/50 mg, 1 tablet qd
TDF/FTC 300"/200 mg, 1 tablet qd + DTG 50 mg, 1 tablet qd

TDF/FTC/EVG/c 300""/200/150/150 mg, 1 tablet qd

TDF/FTC 300""/200 mg, 1 tablet qd + RAL 400 mg, 1 tablet
bid

TDF/FTC/RPV 300""/200/25 mg, 1 tablet qd

TDF/FTC 300“"/200 mg, 1 tablet qd + DRV 800 mg, 1 tablet
qd + RTV 100 mg, 1 tablet qd

None
None

With food

None

With food (min 390 Kcal
required)

With food

Al/Ca/Mg-containing antacids
should be taken well separated
in time (minimum 2h after or 6h
before).

Al/Ca/Mg-containing antacids
should be taken well separated
in time (minimum 2h after or 6h
before).

Al/Ca/Mg-containing antacids
should be taken well separated
in time (minimum 2h after or 6h
before).

Only if CD4 count >200 cells/pL
and HIV VL <100,000 copies/mL.
PPI contraindicated; H2 antago-
nists to be taken 12h before or 4h
after RPV.

Monitor in persons with a known
sulfonamide allergy.



Guncel Durum: 2015

* ART’deki gelismeler sonucu HIV infeksiyonu kronik bir
hastaliga dontismus ve HIV pozitif hastalarin yasam stresinin
uzamasiyla uzun dénemdeki saglik daha onemli hale gelmistir.

inflamasyon

* Risklerin birikmesi
* HIV, ART ilaglar:
uzun dénemdeki etkileri

Kronik

Hastalik « HIV-RNA

baskilanmasindan
daha fazlasi gerekli...

ART



HIV infeksiyonu ve ART:

Saglik Gzerindeki uzun donem etkileri

Norolojik bozukluk?! Kanser?

Kardiyovaskiiler Kemik hastalig

hastalik3

Karaciger hastalig1*

ég‘) Bobrek hastaligrr

1. McArthur JC et al. Ann Neurol 2010;67:699-714; 2. Nguyen ML et al. 18th IAC. Vienna, Austria 2010. Abstract
WEABO0105; 3. Freiberg MS et al. JAMA Intern Med 2013;173:614-622; 4. Brown TT et al. AIDS 2006;20:2165-2174; 5.
Towner WIJ et al. JAIDS 2012;60:321-327; 6. Lucas GM et al. Clin Infect Dis 2014,59:e96—e138



D:A:D: Increased Risk of Chronic Kidney Disease With Long-term Exposure to
Tenofovir DF, Atazanavir/Ritonavir, or Lopinavir/Ritonavir

Ovwer 5 yvears of exposure, the rigk of developing CKD increazed = 300-fold with atazanavir/ritonavir, = 200-fold with
lepinavir/ritonavir, and 174-fold with tenofovir DF compared with no expogure to each agent.

Source: 2015 Conference on Retroviruges and Opportunistic Infections
Date Posted: 3/2/2015

D:A:D: Current Abacavir Use Remains Associated With Increased Risk of Ml in HIV-
Infected Patients

The az=ociation between abacavir uze and rizk of M| remained evident through continued follow-up despite decreazing
prescription of abacavir to patientz with elevated CVD rizk.
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Source: 2014 Conference on ‘ . . . . . .
Date Posted: 31102014 | D:A:D Study: Smoking Cessation Reduces Risk of Cardiovascular Disease in HIV-

Infected Patients

D:A:D: No Associatio _ _ _ _ _ _ .
The rizk for cardiovascular dizeaze eventz among HW-infected patientz in the D:A:D cohort decreazed progressively as the

Infarction or Stroke - : S
length of time =ince =moking ces=ation increazed.
Lack of az=ociation between
and bilirukin level. Source: 2010 Conference on Retroviruses and Opportunistic Infections

Source: 2012 Conference on Date Posted: 2/20/2010

Date Posted: 3132012

D:A:D: Short-Term BMI Gain After ART Initiation Associated With Increased Risk of
D:A:D: All-Cause and Djabetes Regardless of Pre-ART BMI and Increased CVD Risk in Patients With
Current Era of Antire MNormal Pre-ART BMI

’;ﬁun;g:ﬁﬁﬂ?;gfﬁnddmﬁﬁ !n patientz with normal BN before =tarting ART, weight gain in the firzt vear of ART was =ignificanthy az=ociated with

AIDS deaths in this population increased rizk of cardiovascular diseaze.

Source: X[¥ International AID| Source: 20th International AIDS Conference (AIDS 2014}
Date Posted: 7/25/2012 Date Posted: 7/25/2014

D:A:D Study Reports Increased Incidence of Myocardial Infarction With Longer
Duration of Pl Therapy

According to the D:A:D study, the increazed rigk of myocardial infarctions previously obeerved with combination
antiretroviral therapy iz primarily due to expozure to Plz.

Source: 2005 Conference on Retroviruzes and Opportuniztic Infections
Date Posted: 2/21/2008
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Viral escape in the CHS with multidrug-resistant HIV-1.
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Abstract

INTRODUCTIIHN: HIV-1 virsl escaps in the cersbrospins! fluid ({C5F) despite wiral suppression in plasma is rars [1,2]. We describs the cass of 3 Bl-ysar-
old HIV-1 infected patient who was disgnosed with HIV-1 in 1555, Antiretroviral therapy (ART) was started in 1558 with 3 C04 T cell count of 71 cells/il
and HIV-viremia of 45,000 copies/ml. ART with zidovuedine (AZT), lamivedine (3TC) and efavirenz achieved full viral suppression. After the patient had
interrupted ART for tao years, trestment was re-introdueced with tenofowvir {TOF), emtricitsbin (FTC) and ritonsvir boosted stazansvir (ATVT). This regimsn
suppressed HIV-1 in plasma for nine years and CD4 cells stabilzed around 800 cellsil. Since Juhy 2013, the patient complsined about severs gait ataxia
and decreasad concentration.

MATERIALS AND METHODS: Additionalhy to 3 newrclogical examination, teo lumbsr punctures, 5 carsbral MR and a3 nevropsycological test wars
performsad. HIW-1 wiral load in plasma and in C5F was guantified wsing Cobss Taghtan HIV-1 version 2.0 {Cobas Ampliprep, Roche disgnostic, Bassl,
Switzerland) with 3 detection limit of 20 copies/ml. Drug resistance mutations in HIV-1 reverse transcriptass and protease were evaleated using bulk
SEQUSNCInG.

RESLILTS: The CSF in January 2014 showed a pleocytosis with 75 cells/iL {100% mononuclear) and 1,184 HIV-1 RNA copies/mL, while HIV-1 in plasma
was below 20 copies/ml. The resistance testing of the CSF-HIV-1 RNA showed two NRTI resistance-associated mutations (M134Y and KEER) and ons
MMRTI resistance-associated mutstion (K103N}. The carsbral MR showsd incressed signal on TZ-weightsd images in the subcortical and periventricular
white matter, in the bassl ganglis and thalsmues. Fowr months sfter ART intensification with AZT, 3TC, boosted darenavir and raltegravi, the pleosoytasis in
CSF cell count normalzed to 1 callil and HIV viral bad was suppressed. The newrclogical symptoms improved; howsver, equilibrium disturbances and
impaired memony persisted. The neuro-psychological evaluation confirmed newrocognitive impairments in executive functions, attention, working and
nonwerbsl memony, spesd of informsation processing, viswospatisl shilities and motor skills.

COMCLUSIHONS: HIV-1 infected pstients with neuwrologics] complsints prompt further investigations of the CS5F including messurement of HIV wirsl laad
and genotypic resistance testing since isolated replication of HIY with drug resistant vanants can rarshy ooour despite wirsl suppression in plasma.
Diptimizing ART by using drugs with improwved CHNS penstration may achieve viral suppression in T5F with improvement of newrclegical symptoms.




Tedaviye Erisim

ACCESS TO TREATMENT CONTINUES TO EXPAND BUT THE 2015 TARGET REMAINS AMBITIOUS
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People receiving antiretroviral therapy (millions)
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Source: UNAIDS 2011 estimates
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UNAIDS: 90-90-90 Treatment Targets
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UNAIDS: 90-90-90 Global Estimated Gaps
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Sonuc olarak

ART, 6zellikle ilk kez tedaviye baslayanlar icin giderek
v’ daha etkili,

v’ glvenilir ve
v' daha kolay kullanilabilir olmaktadir.

Ancak hala yeni calismalara ihtiyac bulunmaktadir.
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