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Major milestones in the history of HIV/AIDS

1981 - first reports of the appearance of AIDS
1983/64 . identification of HIV
1985 - HIV test commercially available

1986 - WHO global AIDS program started
; 1987 - UN general assembly debates AIDS

LAP-associated virus (LAV) by Luc Montagnier et al

Human T-lymphotropic virus type lll (HTLV-1II) by Robert Gallo et al

- AZT treatment

-AIDS in Asia
-AIDS in South Africa
- effective antiretroviral treatment
In the 1990s . Today
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Up to 20 pills daily, taken at different . As little as 1 pill per day, A
intervals throughout the day . delivering multiple drugs Long-acting injectable ART
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Summary of the global HIV epidemic, 2021

People living with HIV People acquiring HIV People dying from HIV-
in 2021 in 2021 related causesin 2021
38.4 millicn 1.5 million 650 000 2021 yeni HIV enfeksiyonu
S 133.9-43.8 million? [1.1-2.0 millian] (510 000860 000) insidansi
2001’e gore (3.4 milyon
Ao 36.7 million 1.3 million 560000 on en?eksi (on) y
(354 ywans] [32.3-41.9 mlllion) [990 000-1.8 million] {430 000-740000] y y
%54 azalma gOstermekte
Weian 19.7 millien 640000 240000
(151 years] [17.6-22.4 million] (480 000-870000] [180 000-320000]
Men 16.9 millien 680000 320000
(15¢ years] [14.6-19.7 million] (SO0 000-220000) (250 DDO-430 000)
S 1.7 million 160000 98 000
(<15 yrars) (1.3-2.1 miilion] {110 000-230000) [67 DOO—140 000]

Svurve: URAIDS WO estimates

Updaten: July 2022 ’ World Heahh

Organization
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Adults and Children Estimated To Be Living With HIV: 2020 2021°de erigkin HIV

prevalansi

Orta Dogu ve Kuzey
Eastern Europe Afrika’da %0.1°den
‘":_?mw: M Sahra alti Afrika’da
[1.5 mitioo=1.8 million] 0/07,ye degismekte.

Bazi Sahra alti
ulkelerde %25’in
Uzerinde.

‘-
Pl

-
¢ Pacific

e I"b‘ﬁ“
|39 mtlian a\lﬂlhmj
HIV ile yasayan Diinya
populasyonun yaklasik
%601 Sahra alti
Afrika’da yasiyor.

M

Eastern and southern Africa

20.6 million
[16.2 mition-24.4 milfon]

Total: 37.7 million [30.2 million—45.1 million]

Note: Mao reprinted frem Unitad Nations (UN} source. UN and LS. representations of nternat ora bouancaries de not align ir all cases. Map s
snuwn lorirlarmalional purposes arly and coes nol ref el U5, gevernment aolicy. Lawer arnd upper bounds ol eslimates are snown in orackels,
Snuene: Urited Natinss Pragramme oo SV ard AIDRS, 2027,
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Number of deaths by cause, World. 2019

& Change country or region

Our Warld

in Data

Cardlovascular diseases I 1206 Ml o
Cancers I 10.08 millicn

Resplratory diseases I G/ milbon
——

Digeslive diseases

c

Diabctes H 155 illion
Diarrheal diseases I L 52 mi lion
Liver discascs I 1. 47 million
Kidney diseases I 115 milion
Road injurics I .2 million
Tuberculosis M 1.18 millon

HIV/AIDS B 343337
Suicide I sov 022
Malaria I £472 331
Homicide M 115,130
Parkinson's discase W 242 307
Nutritional deficiencies B 251577
Drowning B 237 242
Meningitis B 234,222
Pratecin-energy malnutrition B 212 2472
Maternal disarders | 174471
Alcohol use disorders B 168,015
Drug use disorders | 128,083
Flre § 111,292
Hepatitis | 75,174
Polsonings | 77,162
Conflict and terrorism | 42,965
Heat {hot and cold exposure] | 47451
Natural disasters | 4,074

Seurce: HME Ghabal Burden ol Disaaze 20191
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2.56 'rill'icn
Lower resplratory Infections I 47 v lion

Neonatal disorders I | 55 ro llion
Dementla I 1.62 million

HIV/AIDS 2010’larda Diinya genelinde ilk 10

olim nedenlerinden biriyken glinimiizde
14.sirada.

2019’da kiiresel capta oliimlerin
%1.5'i HIV/AIDS nedenli

CurWerkinDataopianzes-afJeath» CCBY



Share of deaths from LLIN/AIDS. 2010
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2019'da kiresel capta olimlerin
%1.5’i HIV/AIDS nedenli

Avrupa’da <%0.1

Gliney Afrika’da %28 A,

Nodala O 1% 5% 3%

Qur World
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Souren: IHME Glzba Beden of Discasa (2009
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Death rate from HIV/ALIDS, 2010 el

The number of deaths from HIVAAIDS per 100,000 people.

Wuild

HIV/AIDS den 6lUm orani
Avrupa’da < 1/100,000

Glney Afrika ve Mozambik'te
>200/100,000

Nocate: O 1 3 10 30 100 5C0 1002 5,000
L !

Srusrce HME, Dakal Burder of Dispace (AY) Durwinrdalallataarghre aidz o CCRY

Nete: Ta o ovr comparisuns detween countries and aver time this metizis age-standarc zed.
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1996 - 2001 arasinda her yil
3 milyondan fazla insan HIV
ile enfekte oldu.

Sonrasinda yeni enfeksiyonlar
azalmaya basladi ve 2019'da 2
milyonun altina indi (1990’dan
beri en distk sayi)

AIDS-iliskili 6lim sayisi
1990’larda artarak 2004-
2005'de pik yapti (2 milyona
yakin olim).

Sonrasinda azalarak 2016’dan
itibaren bir milyonun altina
indi.
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Prevalence, new cases and deaths from HIV/AIDS, World, 1000 10 Our World
20149
To fit all U e measures on the same visualization the total number of people iving with HIV has been divided by ten
{10 2019 there were 368 mullian people living with HiV}

in Data

= Change country o region

All together

’ Number of people living with HiY
3.5 million am

Smillon
2.5 millon
2 milbon e New infections of HIVAAIDS

1.5 million

1 millon

500,000

1990 1995 2000 2005 2010 2015 2019

¢ IHME Glabal Burden of Disnise [J019 O WarkiinDat o or whvr sdicatonyof -diseases « CC BY



HIV Pozitif Olgular, Tiirkiye (15.11.2022, n=34,453)

2,177 AIDS vakasi
(%6)
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Nunber of deaths by cause. Turkey, 2019

= Change country or reglon

Cardiovascular diseases 174,663

Cancers
Respiratory diseases
Dementia
Dlabetes
Kidnoy diseases
Loveer respiratory infoctions
Digestive diseases
Rnad injuries
Liver diseases
Neonatal disorders
Parldnson's%ﬁg?sdi ?3.:F-;:~:5
icide GRS »
a | g Homicide § 2505 0% | ~in2019
utritiona ciencies | 1.047
Tuberculosis 1 833 1990 2019
Diarrheal diseases } 732
Drownlng § 694
Pratein-energy malnutrition § 46R
Poisonings | 452
Fire | 41%
Meningitis | 351
Drug usedisorders | 3495
Conflict and terrovism | 309
Maternal disorders | 254
Alcohol use disarders | 240
HIV/AIDS | 226
Hepatitis | 130
Heat (hot and cold exposure) | 44
Nolural disasters | O
Malaria | O

wdats

32581

19.721
R

14,363 Turkey
i1

Fie

7,349 <0.1%

6743 0.05%

Soneae | RME Glaaal Barden at Llisaase [ARY) Curwocldabataargcaines ot caatn « DCRY
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Death rate from 1IV/ALIDS, 2010

Turkey S
03 el CWorld v |
A 0.26 deaths per 100,000 people

e . In2019
1%%0
.':‘k}\,_
D " \ =
7
L
Nocate O 1 3 10 50 100 5C0 1022 5,000
L N | 1
Srasrce HME, Dakal Burder of Diseace (201Y) Durnrdalallaraarg/hre 2id= o CORY

Neute: Ta o ovecomparisens deteeen countries and aver time this met-izis age-standarc zed.
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= HIV azaliyor ?7?

"%10-60 HIV oldugunun
farkinda degil

* Bunlar AIDS tanimlayici
hastaliklardan biri ile prezente

olabiliyorlar PERSONS
Mﬂﬂ‘lfﬂ“’lhﬂ!(ﬂu)ﬂ
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NO Sym Y
0
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CDC classification (2014)

2014 CDC Case Definition for HIV Infection Among Adolescents and Adults

Stage CD4 Count CD4 %*  Clinical Evidence

Stage 0 Early HIV Infection

Stage 1 =500 cellsimm? =26 No AIDS<defining condition
Stage 2 200-489 cellsimm? 14-25 No AIDS-defining condition
Stage3 | <200 cellsimm? <14 2 ﬁ‘a%";'gg;;?tnz’x; P
“Usa CD4 percantage anly if no dala availabla for CO4 count
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2014 CDC Revised Classification System: Stage 3-Defining Opportunistic llinesses in HIV Infection

« Bacterial infections, multiple or recurrent”

« Candidiasis of bronchia, trachea, or lungs

» Candidiasis of esophagus

* Cervical cancer, invasive®*

* Coccidioidomycosis, disseminated or extrapulmonary
* Cryptococcosis, extrapulmonary

« Cryptosporidiosis, chronic intestinal (>1 month)

« Cytomegalovirus disease (other than liver, spleen, or
nodes), onset age > 1 month

» Cytomegalovirus retinitis (with loss of vision)
* Encephalopathy attributed to HIV*

* Herpes simplex: chronic ulcers (present for >1 month)
or bronchitis, pneumonitis, or esophagitis (onset at
age > 1 month)

« Histoplasmosis, disseminated or extrapulmonary
« Isosporiasis, chronic intestinal (> 1 month's duration)
» Kaposi's sarcoma

« Lymphoma, Burkitt's (or equivalent term)
» Lymphoma, immunoblastic {or equivalent term)
* Lymphoma, primary of brain

* Mycobacterium aviurmn complex or Mycobacterium
kansasii, disseminated or extrapulmonary

» Mycobacterium tuberculosis of any site, pulmonary*,
disseminated, or extrapulmonary

« Mycobacterium, other species or unidentified species,
disseminated or extrapulmonary

* Pneumocystis jirovecil (previously known as
“Pneumocystis carinii”) pneumonia

* Pneumonia, recurrent*

* Progressive multifocal leukoencephalopathy

« Salmonella septicemia, recurrent

« Toxoplasmosis of brain, onset at age > 1 month

« Wasting syndrome attributed to HIV

*Only among children aged < 6 years
*Only among adults, adolescents, and children aged 2 6 years

"Suggested diagnostic criteria for these illnesses are defined in prior surveillance case definitions




Stage 1 Stage 2 Stage 3

Asymptomatic Mild disease Moderate disease
No symptoms W1, loss>5-10% W loss>10%
Sore or cracks around the lip  Oral thrush
Or only persistent Seborrhea Oral hairy
mr:zzeﬁpathy Prurigo Leukoplakia
Herpes zoster More than 1 month
Recurrent URTI * Diarrhea
Recurrent mouth ulcer * Unexplained fever

* Severe bactenal infection
¢ Pneumonia
¢ Muscle infection
Pulmonary TB
TB lymphadenopathy
Acute necrolizing ulcerative
gingivitis

HIV: Human immunodeficiency virus, AlIDS: Acquired immunodeficiency syndrome

The WHO clinical staging of HIV/AIDS cases

SG-06/23

Stage 4
Severe disease (AIDS)

HIV wasting syndrome
Esophageal thrush

More than 1 month: Herpes simplex uiceration
Lymphoma

Kaposi sarcoma

Invasive cervicalcancer
Pneumaocystic pneumonia
Extrapulmonary TB
Cryptococcal meningitis
Toxoplasma brain abscess
Visceral leishmaniasis

HIV encephalopathy



CD4 sayisindan bagimsiz
é . sik gorilenler:

Candjdiasis TB
Kaposi's sarcoma Pnémokok pnémonisi
Lymphogs Zona

mocystosis

Toxoplasmosis

*’ CMV. mycobacterigse:

years
2 4 8 10
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= AIDS tanimlayici hastaliklari olanlarda ART hemen baslanmali

* Firsatgl hastaliklarin bir kisminin (kriptosporidiosis ve PML gibi) etkili tedavisi
yok ancak ART ile immune fonksiyonun duzeltilmesi hastalik prognozunu

iyilestirir

= Ancak erken baslanan ART bazi firsatci hastaliklarda (kriptokok

menejiti veya TB menenijiti) ciddi IRIS riskini arttirabilir.

SG-06/23



19% corpar e
mesingitis snd severe bactirisl
of people Isfoctiore are the most
successhully COMMON Gk
discharged from
haspital are
re-admitted
within a year

) | il
+e9

*e
4

14%

die within a year Patizets often subler with
leng famn disshitties foilawing
of discharge dinchurgm and o1l svead cane
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En mortal firsat¢i enfeksiyonlar

Cryptococcal meningitis Tuberculosis Severe bacterial infection

o

« 223100 cases per year - 1.2 million cases per year « Exact statistics in HIV unknawn
« 81% mortality rate . 33% mortality rate - More than 6 million deaths per year
. among whole population; people
- Represents 15% of AIDS- « Represents 33% of AIDS- with advanced HIV at higher risk
related deaths worldwide

related deaths worldwide

SG-06/23



ART doneminde firsat¢i enfeksiyonlarin insidansinda azalma

1996 ve HAART oOncesi

Firsatci enfeksiyonlarin insidansi ve mortalitesi daha yuksek

ART ve primer profilaksi sayesinde

HIV enf.nunun prognozunda ciddi dizelme

Yasam beklentisinde artma
AIDS gelisenlerde,

0z.ART almayanlarda,
mortalite ylksek

SG-06/23

Rate per 1,000 Person-Years

160
140
121

100

8l -
60 -
40 -

22

a2 v v - v v - v - r v - v
1984 4905 1856 1987 <598 1850 2000 2001 2002 2003 2004 2005 2006 2007

Year

Brooks JT, et al. Clin Infect Dis 2009;48:609-11.



1990’larda PCP Avrupa’da en sik FE ™

90

80

Profilaksi ve HAART ile birlikte o
bakteriyel pnédmoni gelismis

tilkelerde en sik %

g 50

3 40

.

20

10

0

1994 1995 1996 1997 1898 1999 2000 2001

Yaary sppotnslis rason msosa par 1300 parasrysars , COC Lot and Acniescant Spasam of Tiassss
Frajam, 15542007 O, mytoragaicsing, HAART, highty amve andrctrav ral therapy; KS, Kepas's samama:
MAC, Mycebacteriam wvium corgles; PCP, Preamucydis preumuriy, Dals are slerdancized w e poosalslion
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AIDS-tanimlayici firsatgi hastaliklar (ABD)

SG-06/23

Rate per 1,000 Person-Years

40

20

10 -

~s-Cytomegalovirus disease
~=-Pneumocystis Pneumonia
~=-Mycobacterium avium complex infection
-=-Esophageal Candidiasis

~-=~Kaposi's sarcoma

-a-Toxoplasmosis

1994-1997 1998-2002 2003-2007

Buchacz K, et al. AIDS 2010;24:1549-59.



Incidence of AIDS-Defining Opportunistic Infections in
a Multicohort Analysis of HIV-infected Persons in the

United States and Canada, 2000-2010

Kate Buchacz' Bryan Lav.* Yuezbeu Jina’ Ronald Bosch.” Alisom G. Abraham,® M. Jobe Gill,? Machas! J. Silverbery,” James J. Goedest? Timothy R Stedimg .’
Keri N. Althedl, Jefirey N. Murtin® Greer Burkholder,” Neel Gandhi, ™ Hasins Sumii” " Pragns Patel,’ Anita Rachlis,” Jensifer €. Thorne,” Sonia Napravnik,®
Keith Herry,'"* Amgel Mayer,™ Kelly Gebo? Stephen J. Gange,” Richard D, Moore? and John T, Brooks" for the North American AIDS Cebort Collaboration on

Reseurch and Design INA-ACCORD) of l=DEA

16 Cohort
63,541 kisi
261,573 kisi-yili

%9'u en az bir firsatc
enfeksiyon gelistirmis.

Uc gézlem ddéneminde
insidans ve mortalite
azalmis (p<0.001)

SG-06/23

Rate per 100,000 Person-Years

1.000

= 2 ~i—-Taxonlasmosis
=3 CMV reliniis

~a-Fnsumozyais Pnaumonia

==Ezopbageal Candiciass

~a-MAC or M. kansasii

~-TB, any

s Cryploconcal Mannglitis

—a-FML

2000-2003

2004-2007

2008-2010

Buchacz K, et al. J Infect Dis 2016;214:862-72.



B CD4+ T-Call Count at ART Inttiadion

0.20 -
— 2200
025 — - = 200-349
-+« 350-499
- 500t

0.20 -

ART baslangicinda CD4 sayisi ile izlemde
FE gelisme riski ters orantili

Cumulaloe inGdence
=2
m

<004

0.0~

0 2 q G 8 10
Tina 0 yaars fram ART iniliaton

SG-06/23 Buchacz K, et al. JID 2016;214:862-72.



1000 [« S0th porcentie |
75th parcentiie

4
§

500 L4 s e Sth pescentike

CO4* T-call conet ut OF clagnoss (cols/mm?)
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0

No. with Ols

No., with HIV load dasa

™ with suppressed MIV load
% with history of ART use

1348 1163
1274 1103
"W 7
75 74

Ll A

CAND CADE

FE tanisi kondugunda CD4 sayilari

SG-06/23 Buchacz K, et al. JID 2016;214:862-72.



Nationwide surveillance of AIDS-defining
iliInesses among HIV patients in Japan from

1995 to 2017

Takeshi Tanaka»'**, Kazuhiro Oshima®, Kei Kawano', Masato Tashiro'?, _
Akitaka Tanaka', Ayumi Fujita®, Misuzu Tsukamoto®, Akira Yasuoka®, Katsuji Teruya®,

| ‘ | | |

$SG-06/23 Tanaka T, et al. PLoS ONE 2021;16(8): e0256452.



Incidence and predictors of
opportunistic infections in
adolescents and adults after the
initiation of antiretroviral
therapy: A 10-year retrospective
cohort study in Ethiopia

Beshads Zerfu Woldegeorgls**, Chals Wegi Dire?,

Boroket Yohannes', Amene Abaobe Kerbo' and
Yordanos Sisay Asgedormy’

Loneznnnl
narmsizasi S

A Doy
9%

Locmeunly
Uiz Miysh >

nxquired
Ny 2
Ly ”%] JFneurmia
11M17%)
Pulrannary
lwboculusis
[24%)
Lo H
Cormne rxe o SO Rre s imee 2 00 ie et a3k 20 TR AT O AN e d e nokee 202 -AKL
SG-06/23

Incidence of common opportunistic
infections among HIV-infected children on
ART at Debre Markos referral hospital,
Northwest Ethiopia: a retrospective cohort
study

Moo deanade #e b, Wi TesTs Groevenn’, Mok e Moo’ trmet leries Hbzhiz'
pelete mmrenea’, Mamrh el oen s dbkbe -

Commaon OIS during follow-up

“*
&

Woldegeorgis BZ, et al. Front. Public Health 2022;10:1064859.
Melkamu et al. BMC Infectious Diseases 2020; 20:50



Magnitude of Opportunistic Infections and
Associated Factors Among HIV-Positive Adults on
ART at Selected Public Hospitals in Sidama
National Regional State, Southern Ethiopia

Mycosis, recurrent | 0.7
Cryptosporidiosis with diarhea ] 1.2
Toxoplasmosis of the CNS ] 1.7
Esophageal candidiasis [l 1.7
Cryptococcal meningitis . 22
Extra pulmonary T [ 5.8
Pumonary TB [l 6.0
Herpes zoster [ 6.3
Recurrent bacterial pneumonia [NEGEGEGEGEEEE 215
The overall opportunistic infection [ENEGE 396

00 50 100 150 200 250 30.0 350 400 450
Percentage %

Demekisl vead ame o'
Ficsmhy Ranp’

Opportunistic infections

Figure | Magnitude of opportunistic infections among HIVIAIDS cn ART at selected heapitals in Sidama Regional State, Southern Ethiopia 2019 (n=414),

SG-06/23 Wachamo D, et al. HIV/AIDS - Research and Palliative Care 2020:12 479-487



Epidemiology of Opportunistic Infections in HIV Infected Patients on
Treatment in Accredited HIY Treatment Centers in Cameroon

Ornelia Sybile D. Kouanfack, M);' Charlas Kouanfacie, MDD, Phi);* 4, Serges Clotaire Billong, M0 PhiY;
Samucl N. Cumber, MI'H, Phi%*7 Claude N. Nkfusai, Mic;?#? - Fala Bede, M2 MI'H;* Emcrson Wepngong, MI2;222
Chombong Hubert, MSt;*? Georges Ngucfack-Tsague, PhD;' Madeleine N. Singwe, MD!

2017-2018
1617 HIV enfekte hasta

%25.9’unda en az bir FE
Zona ve TB en sik

Erkek cinsiyet, 250 yas, CD4<200/mm3
FE gelismesi icin risk faktorleri

$G-06/23 Kouanfack OSD, et al. International Journal of Maternal and Child Health and AIDS 2019; 8 (2): 163-172.



11. TURKIYE EKRUD BILIMSEL KOMGRES! - 03-07 MAIS 2023

Kandidiyazis 40 (8,0)
[SS-068) PCP 36(7,2)
~ istanbul'da Bir Sehir Hastanesinde 503 Takipli insan Zona Zoster 28(5.5)
Immiin Yetmezlik Viriisti (HIV) ile Enfekte Hastada Firsatg CMV 20 (4,0)
Enfeksiyon-Kanser Prevalansi, Risk Faktarleri ve gq(tah‘te. Bakteriyel Pnémoni 16 (3,2)

gilimleri
TB 14(2,8)

2 0kmar !, Ayse Baniel2, Serap Gereer, Oznur Ak,
Pinar {Ingiri, Buleat KayaZ HSV 1-2 7 (1,4)
HHV-8 6(1,2)
Kriptokokoz 410,8)

= 2010-2021, 503 HIV enfekte hasta
Toksoplazmoz 3(0,6)
= Toplam FE: 116 hasta (%23) Asverglloz 2(0,4)
* %9 birden fazla FE PML 2 (0,4)
Beyin Absesi 2(0,4)
5G-06/23

Mediterr J Infect Microb Antimicrob 2023;12:Supplement 1:1-289



= Toplam malignite sayisi: 27 hasta (%5.4)

NHL 9(33,33)
Kaposi 6(22,22)
Servikal Kanser 2(7,41)
AC Ca 2(7,4)
Anal Kanser 2(7.4)
Hodgkin lenfoma 1(3,7)
Digerleri 5(18,5)

SG-06/23 Mediterr J Infect Microb Antimicrob 2023;12:Supplement 1:1-289



Mortalite Yok 479 (95,2)
Oliim nedeni FE ve CA olan |Firsatci enfeksiyon 1 6L } oliimlerin
Aids tammmlayic1 malignite 7(38.9) ,-
%75
Oliim Nedeni —|Lenfoma 6 (25,0)
= |Kriptokokoz 3(12,5)
| TB 2(8,3)
Kaposi 2(8,3)
PCP 2(8,3)
Bakteriyel Pnédmoni 1(4,2)
Toksoplazmoz 1(4,2)
CMV 1(4,2)
Diger 2(8,3)
Bilinmeyen 4 (16,7)
SG-06/23

Mediterr J Infect Microb Antimicrob 2023;12:Supplement 1:1-289



Bakteriyel pnomoni

= Gelismis Ulkelerde bakteriyel pnomoni riski genel poptlasyonla cok

benzer

= ART oncesi donemde yillik bakteriyel pnédmoni riski HIV ile enfekte

kisilerde daha yuksekdi (%5-29)

= ART kullanimi ile CD4<200 olan hastalarda bakteriyel pnomoni riski

(1993-1998 arasinda) %45 azalmis
o Sullivan JH, et al. Am ] Respir Crit Care Med. 2000;162(1):64

SG-06/23



Decreasing Incidence and Determinants of Bacterial
Pneumonia in People With HIV: The Swiss HIV Cohort
Study

Suraj Batakrshna,'* Aline Walforstomer,' Viachestav Kachatev,' * Jan A Roh,**? Katharina Kusojko, Y Alexardra U. Scherrog ™ Hansjakob Farree”
Christaph Hauser,” Aluxandra Calmy. Matthiss Caumssini ™ Parrick Schmid. Enos Bamascani.® Mamel Battegay.” Huldrych F. Ginthard ?
Rogar D. Keuyos' ™ the Swivs HIV Cahart Study

2008-2018
12,927 HIV ile yasayan birey

985 bakteriyel pnéomoni gelismis

insidans 1000 kisi yilinda 13.2 vakadan 6.8 vakaya inmis

SG-06/23 J Infect Dis 2022;225:1592-600



= HAART doneminde de bakteriyel pnédmoni sik enfeksiyonlardan
biri.
* 16 aylik ortalama izlem siresinde hastalarin %2.1’inde gozlend.i.
o Gordin FM, et al. Am J Respir Crit Care Med 2008;178:630—6.

= Mortalite %6-15.
o Cilloniz C, et al. Expert Rev Anti Infect Ther 2018;16:579-88.

= Bakteriyel pnomoni HIV tanisi koyduran ilk belirti olabilir

= Rekiran pndmoni (6z. 22 atak/yil) AIDS-tanimlayici durumlardan

biri
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Pnomoni - risk faktorleri

= jleri yas
= Dlsuk egitim seviyesi
= Distk CD4 sayisi

= Yiksek viral yuk
* ART kullanmama

= |Vilag kullanimi

= Sigara kullanimi
 Bakteriyel pnémoni ve invaziv pndmokokal hastalik riskinde 2-5 kat artis

= Kaynaklari yetersiz Ulkelerde yasama

= Digerleri: KOAH, alkol, PCP 6ykusu, notropeni, KS tedavisi, ciddi
malnutrisyon
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Effect of immediate initiation of antiretroviral therapy on
risk of severe bacterial infections in HIV-positive people with
CD4 cell counts of more than 500 cells per pL: secondary
outcome results from a randomised controlled trial

Aot 0Councy Michod edia Arden N AT e, Baanfngus, Dol Coope, Zoabiz Srisryn, Gt/ pund, Satvg Dus oo Wong,
Adnee RO Mactusg KNk, PachaseKatipong Yoo b dngmian, Doad Weh Elwstva He b, Ficon Donvaang dechins Ao, & e Gondyy,
S D L, aw Hie INSCGAT START s Loy s

START trial

2009-2013

4685 HIV pozitif kisi

120’sinde ciddi bakteriyel enfeksiyon

Erken ART baslananlarda (CD4>500/mm?3) gec¢ baslananlara

(CD4<350/mm3) gore %61 daha az pndmoni riski var HR
0.39, 95% Cl 0.26-0.57, p<0.0001)

SG-06/23 O’Connor J, et al. Lancet HIV 2017;4(3):e105.



= HIV enfeksiyonu rekliran pnémokok pndmonisi ve bakteremisi icin
risk faktorudur.

= Bakteriyel pnomoninin de HIV enfeksiyonu tzerinde olumsuz etkisi
var.
* Gegcici olarak CD4 sayisini azaltabilir.
* Kalici olarak pulmoner fonksiyon azalir.
Uzun donem mortalitede 2-5 kat artis
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Bakteriyel pnomoni & AC Ca

= AC Ca riski de artiyor.
o Shebl FM, et al. J Acquir Immune Defic Syndr 2010;55:375-9.

= AC Ca genel populasyona gore 1.7 kat daha sik.
* Daha agresif ve daha genc yasta gorultyor

o Sigel K, et al. AIDS 2012;26:1017-25.
o Makinson A, et al. AIDS 2016;30:573-82.
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. TUBERCULOSIS
Tuberkuloz AND HIV

T

TB immunyetmezligin tim evrelerinde olabilir. IRl 48 times
Erken donemde ortaya cikarsa klinik ve

radyolojik bulgulari immunkompetan
bireylerden farkh degildir.

D

TB IS THE LEADING CAUSE OF DEATH
AMONG PEOPLE LIVING WITH HIV

’ TB is curable:

LIy .n. I: X 66 mimon “Vcs haw
BY 80% BY 2025 been saved since 2000

'
C

ln]wu u]tms

APPRONIMATELY ....“Z..T."“ .o iy e
2'4 000 I“n—' lkph‘? .l.v::a..’. .:n- o
PEOICE QED SROM - "‘ - l';ﬂ. --'ha .::."- e
AIDS RELATED TH ottt 1y
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Mycobacterium avium Complex (MAC) Hastaligi

= Cevrede (yiyecek, su) yaygin olarak bulunur.
= inhalasyon, yutulma, inokiilasyon yoluyla bulasir.

= |nsandan insana bulas olasi degildir.

Tipik olarak CD4 <50/mm?3 olanlarda gorulir.

Modern HIV caginda dissemine MAC enfeksiyonu ¢cogunlukla HIV tanisini

bilmeyen veya ART almayan, ileri immunsupresyonu olanlarda %20-40

* ART ile belirgin bir sekilde insidans azaliyor
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Dissemine MAC enfeksiyonunun insidansi (ABD)

SG-06/23
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Buchacz K, et al. AIDS 2010;24:1549-59.



Is Primary Mycobacterium avium Complex Prophylaxis
Necessary in Patients with CD4 <50 Cells/uL
Who Are Virologically Suppressed on cART?

Bisrwenlde G. Yangeo, MD, MPH! <ats Buchacz, PhC; Fzes Baker ME” Frank J. Palslla, #10*
Car Amnen, FhG” Jomn 1. Broziz, ML ™ enc tre HIV Oupalant Siucty Investigatorz

uNo MAC Prophylaxis »MAC Prophylaxis

S
'i 1996-2007
5§ 369 HIV pozitif, CD4<50/mm3
<8
;.-5 HIV RNA < 1000 kopya/mL olan hastalarda
E I gorilmemis.
E_————
ALL >10,000 1.000-9,969 <1,000
Baseline HIV RNA Level (copies/mL)
$G-06/23

Yangco BG, et al. AIDS Patient Care and STDs 2014;28(6)



cCMV

= CMV genel populasyonda yaygin — prevalans %45-%100

« Cannon MJ, et al. Rev Med Virol 2010;20:202—-13

= HAART 6ncesi CMV’ye bagli erken mortalite yiksek (en tehlikeli FE.lardan
biri)
« Salomon N, et al. AIDS 1997;11:319-24.
= Japonya’da CMV koenfeksiyonu sik ve major AIDS-tanimlayici hastaliklar

arasinda en yuiksek mortalite oranlarindan birine sahip

« Tanaka T, et al. PLoS One 2021;16:e0256452.
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= Vakalarin cogunda CD4 <50/mm3

- Latent virusun reaktivasyonu ile aralikli veya kalici viremi kolonizasyona
veya lokalize enfeksiyonlara yol acar.

= En sik retinit
= MSM.lerde CMV antikor pozitiflik orani >%90

= |lave risk faktorleri: énceki FE, yiiksek HIV RNA (>100.000

kopya/mL), yuksek CMV viremi seviyesi
o DHHS, 2023
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L Yust + Z, Fox « M. Burke - A, Johoson - D, Turner -
A Mocroft + C. Katlama + B. Ledergerber « P. Relss -
0. Kirk - EuroSIDA

Retinal and extraocular cytomegalovirus end-organ disease
in HIV-infected patients in Europe: a EuroSIDA study, 1994-2001

Her bir takvim yilinda CMV hastalik insidansinda %49 azalma (p<0.0001) (n=8.556).
Mortalite 1994-95’de %79’dan 2000-2001’'de %42’ye gerileme (p<0.0001).

1
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IFI

= AIDS-iliskili dlumlerin %47’si IFl.lara ait

Denning DW, et al. Philos Trans R Soc B Biol Sci 2016;371:20150468.

= Japonya’da biylk prospektif bir kohort calismasinda fungal pnomoni

mortalitesi %4.
Nishijima T, et al. AIDS 2020;34:913-21.

= PCP tum diinyada en sik IFI
de Sousa-Neto AL, et al. J Biosci Med 2020;08:15-26

* Digerleri cryptococcosis, histoplasmosis, IPA
Pfavayi LT, et al. Sci Rep 2021;11:13240.
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Pneumocystis jirovecii Pnomonisi (PCP)

= Saglikli cocuklarin 2/3’G 4 yasina kadar karsilasiyor.
= Hava yolu ile bulasir.

= Hastalik yeni enfeksiyon ile veya latent enfeksiyonun reaktivasyonu

ile olusabilir.
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Etkili ART ve PCP profilaksisi dncesi PCP insidansi %80’ne ¢ikarken ABD ve bati

Avrupa’da 100 hasta yilinda %1’in altina indi.
Buchacz K, et al. AIDS. 2010;24:1549-59.
Buchacz K, et al. J Infect Dis 2016;214:862-72.
Lundberg BE, et al. AIDS 2000;14:2559-66.

lleri immunsupresyonda PCP riski belirgin artar (%90’inda CD4 <200/mm?3).
Kaplan JE, et al. J Infect Dis. 1998;178:1126-32.

Plair J, et al. N Engl J Med. 1990;322:161-5.

Her yil diinya genelinde >400.000 PCP vakasi

Mortalite %10-30

Lancet Infect Dis 2017 (http://dx.doi.org/10.1016/51473-3099(17)30303-1)
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PCP - Risk faktorleri

= CD4 <200/mm? (%90)
* CD4<%14

= Onceden PCP atag
= Oral kandiyazis
= Reklran bakteriyel pndmoni

= istemsiz kilo kaybi

= Yaksek HIV RNA yuku

SG-06/23



Cryptococcosis

= Cryptococcal menenijit icin kiresel hastalik yuka yiksek.
e 2008’de 957,900 vaka/yil
e 2014’de 22 3’100 vaka /yll Glob?l b.u.rden of disease of Hl\f-associated cryptococcal 3@.‘?'"\@

meningitis: an updated analysis
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= Hastalarda siklikla CD4<100/mm3 ...
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= HIV-iliskili cryptococ menenijiti yillik 150.000-200.000 6limden

sorumlu

* Bu 6limler 6zellikle Sahra alti Afrika’da (3.ayda mortalite halen %70)

* Lancet Infect Dis 2017 (http://dx.doi.org/10.1016/51473-3099(17)30303-1)

= Cryptococcus neoformans

= Crytococcus gattii
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Histoplasmosis

I the eoviramiment, AVSIapias e tapsalaiae exists as o mele 11 with aeie ayphae, The byahee procoace ] Histoplasm a Capsula tum ku §’

rnacrazanle = anc micracanida 12 sparas that ara acreaclizad 11 dsparsed. Microcenia ore ahzied Inta
Lhe bangs by 8 susosptivle host 030, The weanre: benperature inside the hest signsls & GanisTunnaton Lo en

e e Y Y e s apard gl ol tavuk veya yarasa atiklari ile
Source: Cemters tor Diseaze Control and Freventen (C0T) kontamine nit I"Oj enden

7 eyt rom ' e zengin toprakta ¢cogalir.
| Mikrokonidialarin
inhalasyonuyla alinir,
akcigerlerde maya formuna

donusur ve enfeksiyon gelisir.

= Histoplasma capsulatum
ABD’de en sik endemik
mikoz.
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" Histoplazmoz diinya genelinde siklikla ihmal ediliyor, taninmiyor

veya yanls TB tanisi aliyor.

* Endemik bolgelerde HIV/AIDS hastalarinda goriilme sikhigr %2-25

= Hastalarin %50-75’inde ilk AIDS tanimlayici enfeksiyonu temsil

etmekte

= Mortalite %10-60

$SG-06/23 Lancet Infect Dis 2017 (http://dx.doi.org/10.1016/51473-3099(17)30303-1)



= Histoplazmoz vakalarinin cogu CD4 sayisi <150/mm?3 indiginde
latent Histoplazma enfeksiyonunun reaktivasyonuyla gelisir.

. .

5099 100149 150-188 200-2489 300-349 400456 >500
CDé4+ tymphocyts count (/L)

- —
= o

Annual ingidence of histoplasmosis (%)
o

o

Figure 2. Annual incidence of histoplasmosis in HIV-inlected
patients; the incidence is stratified by baseline absolute CD4™ lympho-
C¥tC counts,

SG-06/23 McKinsey DS, et al. CID 1997;24:1195-1203



= Histoplazmoz insidansi da etklili ART ile azalmakta ancak bazen ART
baslandiktan sonra immun rekonstitlisyon latent, taninmamis

Histoplasma enfeksiyonunu aciga cikarabilir.

SG-06/23

Increased Incidence of Disseminated Histoplasmosis
Following Highly Active Antiretroviral Therapy Initiation
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Coccidioidomycosis

In Uhe merercoeners, Cuvsihovdes spp «a sts as a mabl (1 wilky ssatae byahge. 7w byphase fragoneet inta | C d d rn rn t
arthrocorid a 121, which maasure oaly 2 4 um n diamater 2nd are casity azrosclized whan distutad 13) OCCI IOI eS I I IS
athracanidin are inhakad by & sescaatibea hast (4 anc sette o the s, The dam o memert sgaals 4

rorprlagic chanyge and Lthe a-throconidia becore soherules 151 Soherules divide intermslly artil ey sre o
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spmgending rizsne, Fadespares ans aa able to devalan infa nes sohennles (B andd raaeal fae cede

S Cestern i iiasen il e Spavention i) = Artrokonidialarin inhalasyonu,
i srecilion S0 el . insanda morfolojik degisiklige
ugrayarak endosporlara
dontsmesi ve organlara
yayllmasi ile enfeksiyon gelisir.

= Semptomatik
koksidioidomikoz gelisme riski
CD4<250/mm?3 olan ve
endemik bolgelerde yasayan
hastalarda sik
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Toxoplasma gondii Ensefaliti (TE)

= Doku kistlerini tasiyan pismemis etin
yvenmesi veya kedi diskisi ile atilan ve
cevrede sporlanan ookistin yutulmasi ile
primer enfeksiyon meydana gelir.

= Latent doku kistlerinin reaktivasyonu ile
meydana gelir.

* [nsandan insana bulasmaz.

SG-06/23
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= CD4 >200/mm3 olan hastalarda nadirdir.

= CD4 <50/mm?3 olan hastalar en yiiksek risktedir.

= Toxoplasma seroprevalansi farkli cografik bolgelerde degisiklik
gostermektedir: ABD'de %11, Avrupa, Latin Amerika, Afrika’da
%50-80.
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Herpes zoster

= Herpes zoster HIV ile enfekte bireylerin %20-30’unda goérilmekte

= Risk faktoru olmayan, genc bir bireyde ortaya cikmasi HIV testi icin
gerekcedir.
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Maligniteler
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Kaposi sarkomu (KS)

= HHV-8 (KSHV) ile iliskili vaskiler timor

= 4 epidemiyolojik formu var:
e AIDS-iliskili veya epidemic KS
ART oncesi ABD’de genel popllasyona gére AIDS’li hastalarda 20.000 kat fazla idi

0z.CD4<200/mm?3 olan hastalarda

* Endemik veya Afrikan KS
* Organ transplant-iliskili KS
* Klasik KS
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Incidence and Timing of Cancer in HIV-Infected
Individuals Following Initiation of Combination
Antiretroviral Therapy

Elizabeth L Yanik,' Sonin Naprawnik,'* Stphen R Code,’ Chad J. Acheabach,” Sutish Gopal” Andrew Dishan,'
Dirk P. Dittmer,” Mari M. Kitahata,* Michael J. Mugavers,’ Michee! Saag.* Bichard O. Moore,” Keancth Mayer,'
WU Christopher Mathews,” Peter W. Hent,"” Beaigno Redriguer.” sad Jeseph J. Eron’

1%
e 4

1% 4 \

b

? g

5

Incdence rate per 100 000 pecsonyears

- C upv-
1000
LS S
v ] )
SG-06/23

O CD« cout 2220

’A mca Varsere - CD4 count 200 B wmctons

TEmA| il | L H |

Metated Cancw D Other Cancnr*

Time snce AXT Ritlation (VXS]

KS insidansi 6zellikle ART'nin
baslanmasindan sonraki ilk alti
ayda yuksektir ve daha sonra
tedaviye devam edilmesiyle
dramatik olarak duser.

ART baslangicindan hemen
sonraki yuksek insidans, immun
rekonstitiisyon inflamatuar
sendromu tarafindan KS’nun

alevlenmesi ve acgiga ¢cikmasiyla
iliskilidir.

Clinical Infectious Diseases 2013;57(5):756—64



Prevalence of Kaposi Sarcoma-Associated Her-
pesvirus Infection in Homosexual Men at Beginning
of and During the HIV Epidemic

Danr s H. Osmand, Fhi; Susan Barabkirder, \I3; 4amber Theng, MPH; et al

Kaposi sarkomu insidansindaki diistis, KSHV prevalansini azaltmadi.

HHV-8 enfeksiyonunun yayginligi, 1978/1979'dan (ylizde 26,5) 1984/1985'e (yiizde 29,6)

ve 1995/1996'ya (ylizde 26,4) kadar San Francisco'daki erkekler arasinda yaklasik olarak
sabit kald.

Baslangicta hem HIV hem de HHV-8 ile enfekte olan HIV ile yasayan bireyler arasinda,
10 yillik KS gelistirme olasiligi yaklasik %50 idi.
Martin JN, et al. N Engl J Med. 1998;338(14):948.

Kortikosteroid kullanimi ve firsat¢i enfeksiyonlar mevcut KS’un alevlenmesi ile iliskilidir.

SG-06/23 JAMA. 2002;287(2):221-225.
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To reduce the future number of new HIV infections,
Europe needs to focus on three main areas;
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Fast-Track Targets
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Global and WHQ regional 95-95.95 and 90.90-90 cascades, 2021
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The earlier the diagnosis,
the better the prognosis,
the less the opportunistic diseases.
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