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TARIHCE: ZOONOTIK BIR HASTALIKTAN INSAN PANDEMISINE

HIV pandemisinin kékenleri HIV zaman cgizelgesi?

1884-1916 ‘HO « Giineydogu Kamerun'da sempanzelerden insanlara HIV
sl Late bulagsmasi, muhtemelen HIV ile yakindan iliskili SIV tasiyan

1800s sempanzelerin bolgede yasayan insanlar tarafindan avlanmasi ve
yenmesi sonucu.

Mevcut Kongo topraklarinda salginin baslamasi

Virisiin sempanzeden insana
gegisi

Bwamanda

1920s

Kisangani

1953 !

1959 Bilinen en eski HIV pozitif insan kan ornegi(Kinshasa, DRC)

1920: Kinshasa, Kuzey Amerika'da AIDS'e bagli nedenlerden ilk oliim

epideminin merkezi

e AIDS teriminin CDC tarafindan ilk kullanimi

4937 « Francgoise Barré-Sinoussi ve Luc Montaigner tarafindan Pasteur
.'.Lubu,,q’{ashi 1983 Enstitisi'nde (Fransa) viriisiin izolasyonu ve tanimlanmasi

/ / \

CDC, Centers for Disease Control and Prevention; DRC, Democratic Republic of the Congo; SIV, simian immunodeficiency virus; WHO, World Health Organization.
1. New Scientist. Perfect stormtumed HIV fromlocal to global killer. Available at: www.newscientist.com/article/dn26316 -perfect-storm-turned-hiv-from-local-to-global-killer. Last accessed: July 2020; 2. AVERT. Origin of HIV and AIDS. Available at:

https://www.avert.org/professionals/history-hiv-aids/origin. Lastaccessed: July 2020.
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- DSO tarafindan HIV’,n pandemi olarak tanimlanmasi

SOURCE SOENCE







THE
LANCET

Providers should discuss U=l with all patients living with HIV

|

This finding reinforces existing consensus by WHO and more than 750 other organisations worldwide that

people whose HIV viral load is stably suppressed cannot sexually transmit the virus

UNDETECTABLE = UNTRANSMITTABLE With evi fetectable=untransmittable (U=U) now overwhelming, providers should be

nce SUPPOrting ung

routinely communicating the message to all of their patients living with HIV.

February, 2019
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AKLIMIZDAKI SORULAR:

Neden hizli-etkin tedavi sart?

ART'nin amaci - hedefi nedir?

Kime? Ne zaman tedavi?

ART igin kullanilan ajanlar, etki mekanizmasi nedir?
Takip nasil yapilmali?

Kiir olacak mi?

Uyum- Forgiveness
Direng- Oncii Mutasyon/TAMs
Koinfeksiyon

Komorbidite



@ HIV Y am Dongusu ve Mevcut llaglarin Hedefleri

Revers S
transkripsiyon / e_f/ Soyu nma
Viral DNA
Birlesme
3'-igleme j P o
Ay I
. . “'\‘"“\c- _"
Entegrasyon oncesi @ Viral proteinler
kompleksi = )
l «.\‘m.hP.r'(.)teln Zinciri _\-\/\
Cekirdek Entegrasyon (iplikgik | “\ Viral RNA
transferi) &
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‘3"‘ RNA ~



@ HIV Y am Dongusu ve Mevcut llaglarin Hedefleri

Hlicre igine g|r|§|
inhibe edenler .2

Revers

‘ = >
transkripsiyon f e-f/ Soyunma

Viral DNA RT inhibitorleri

Birlesme
) 3 -
3’-isleme & o

- PR &
Entegrasyon oncesi @ Proteaz “\?"I tein
kompleksi inhibitorleri asproteiner
integraz *
inhibitorleri o "::.. Protein zinciri N
""" _\/\
Cekirdek Entegrasyon (iplikgik Viral RNA
transferi)
Transkripsiyon l Translasy{k
insan Genom DNA’s| W{\ \ \
Viral DNA o \,_\
‘%m’?”w RNA ~



ART rejiminin segimini etkileyen faktaorler:



Hastayla ilgili
Tedavi altinda viral yik,

Tedavi altinda CD4 sayis!,
Direng testi sonuglart,

HLA-B*5701 durumu,
Hastanin tercihi,

Hastanin uyumu nasildi.

Komorbiditeler
KVH, hiperlipidemi, renal hastalik,
osteoporoz, nérolojik hastalik,
koinfeksiyonlar

Gebelik veya plani,
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35 yas, Erkek

e TIk basvuru Temmuz 2011

« CD4:110 /mm3 (7%?)

* HIV RNA:1.6 milyon kopya/ml
« TDF/FTC+ EFV

* MAC ve PCP Profilaksisi



(e —————— — —— e ————————
| ‘{ , T.C. T:6.

(U} SAGLIK BAKANLIGI SAGLIK BAKANLIGI
' RSHMB REFIK SAYDAM HIFZISSIHHA MERKEZ| BASKANLIGI REFIK SAYDAM HIFZISSIHHA MERKEZI BASKANLIGI
|

Sayfa No

/4] ottt o i s A S Y "
SHAMNViroloji Laboratuvar Sefligi-AIDS/HEPATIT Arast A
" phimedd lrc:] Seflig ragtirma ve Dogrulama

| SHAMViroloji Laboratuvar $efigi-AIDSHEPATIT Aragtirma ve Dogrulama
’m | Laboratuvan

| NUKLEOZID/NUKLEOTID REVERS TRANSKRIPTAZ INHIBITORLERI (NRTI)
; AIDSHEPATIT ARASTIRMA VE DOGRULAMA LABORATUVARI NONNUKLEOZID REVERS TRANSKRIPTAZ INHIBITORLER| (NNRTI)
| HIV ANTIRETROVIRAL ILAG DIRENCI TEST RAPORU

et A ; mutasyonlart Y
Protokol No 37712011 —] e e -
"Rapor Tarihi —T10.10.2011 | NNRTI Direng mutasyonlari Yok
Hastanin Adi Soyadi ATGOHA76 | Diger mutasyonlar K20R, V35|, K49R, A98S, D122E, 1135R, E169D,
Numuneyi Gonderen Gaziantep Il Saglhk Midirligi I Q174QR, 1178L, T200A, R211K, V245Q
|| Kurum/Kurulug Bulagici Hastaliklar Miidiirltgi X
Numunenin Gelig Tarihi 11.08.2011 Niikleozid/Niikleotid RTI
Numunenin Caligma Tarihi 10.10.2011 Lamivudine (3TC) Duyarli
Numunenin Cinsi Plazma —
HIV RNA PCR test sonucu - Abakavir (ABC) Duyarl B
~ Zidovudin (AZT) ~ Duyarli
HIV-1 subtip: B Stavudin (D4T) ~ Duyarh
- Didanozin (DDI) . Duyarli o . iW
| ng'[gﬁ; INHIBITORLERI (Pi) Emtrisitabin (FTC) - Duyarl
- PiMajérdireng mutasyonu Yok Tenofovir (TDF) Duyarh |
| PIMinérdireng mutasyonu L1OV. , h e
ol Diéermuusyon|gn | G16E, E35D, M36l, R57KR, 162V, L63T, E65D, 172T Non-Niikleozid RTi
| ———— Delavirdin (DLV)
| Proteaz inhibitérleri <= ! - Efavirenz (EFV)
_ Atazanavirlr (ATVIr) R = Etravirin (ETR)
;r X DR — S — " Nevirapin (NVP)
Fosamprenavir/r (FPVIr) e
| | Indinavidr GDVI) __ : NOT: Bu test sonucy, tedavi pro
| Lopinavirir (LPVIr) ‘ sardimei olarak dikkate alinma
- Neffinavie (NFV)
\ ¥ — .
’ Sakinavir/r . Uzm.Dr.Talay YAL
- Tipranavirlr (TPVIr) = AIDS-Hepatit
Yorum o >
L10IV/F/R/Y bagka mutasyonk ' antiretroviral tedavi
almayaniann %5-10Vrida QOO \YNAK: Stanford Univ.,
i Vircko) Laboratis Gk Kby
By anakz sonugtan yainizes test edien | en kopyalanip
Refik Saydam Hitzissinha 18 F Blok Sinhiyo/ANKARA
Tek: 0(312) 458 20 65 _Faki

no:F. 130 /SHAM-01-01 = = no F. 130 /SHAM-01-01;
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24. ay (2013)

« CD4: 682 (%22)

« HIV RNA: 79.701 kopya
« Tedavi dizenli kullanilmis

25. Ay
HIV RNA tekrari: 473.000 kopya/ml
Direng testi gonderildi...



HIVdb: Genot‘ﬁic Resistance Interpretation vawe o6 sep201
LALAA A~

Summary Data
Sequence includes PR: codons: 1 - 98

Sequence includes RT: codons: 49 - 223
Sequence Quality Assessment

Gene QA Problem Codons

PR Stop Codons, Frame Shifts

PR Ambuous Postons

PR Unusual Resdues III I

01020 ]040 5060 7080 50!06

Gene QA Problem Codons

RY Stop Codons. Frams Shifts

RY Ambiguous Pasaons o

RY Unusual Rosidues l | l ‘ | ‘

25 50 75 100 125 150 lfS ’00 225 250 275 300 325 3Sf 3’5

Fnce. Rad wes ~citate C

Blve lines indicate differances from consensus 5 fall biue tnes wgcate stes assocaled G
Drug Resistance Interpretation: PR

Pl Major Resistance Mutations: None

Pl Minor Resistance Mutations: L1ov

‘qunrmons: K14R G16E, E35D, M38I, R57K. 162V, L83T, ESSD. 172T

Protease Inhibitors
Susceptible
Susceptible

uence Date 6-Sep-2013
Igorithms GRADE 12/2012 ANRS 09/2012
Length of inciuded Sequences

« Sequence includes INT: codons: 64 - 181

Gene Differences from Consensus B Drug Resistance Mutations
: 011, K111S, S119P, T124N S116P
1212012 1ANRS~092012 .
- ; Final
on A!qorlthm SlR Mutation  Algonthm sir|Rating
Result List Result
. Susceptible

L
| Susceptible Susceptible E

Susceptible S

TDF + Zidovudin + Lopinavir + Ritonavir
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28. Ay
* HIV RNA: 74 kopya/m|

30. Ay
« HIV RNA:O kopya
« CD4: 804 (7%30)

5. yil: (2018)
» HIV RNA: Negatif
. CD4: 961 (%31)

Yeni llaclar énerilmis....

Ancak hasta kabul etmemis...
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2019:
« DEXA (osteopeni)
 GIS intolerans nedeniyle
* Anjina
* Kolesterol yiiksek
(T kolesterol:224mg/dl; LDL: 187 mg/
* Kardiyo kons...

* MI/Anjio /Stent
* LPV/r kesildi
* TAF igeren rejim baslanamadi

equence Date 6-Sep-2013
Igorithms GRADE_12/2012 ANRS 09/2012

Length of included Sequences

« Sequence includes INT: codons: 64 - 181

Diffe from Cc B Drug Resistance Mutations
NT L1011 K111S, S119P, T124N S11¢P
GRADE_12/2012 ]ANRS 092012
Mutation | Algorithm Mutation  Algornithry
List Result List Result

Susceptible
e

=
i 8
E&oeﬂtib_le Susceptible ﬂ
Ed

Susceptible Susceptible

-

mvlm (FPVIr) Susceptible
{IDVIr) Susceptible

fr (LPVIT) Susceptible
ir (NFV) Susceptible

= tenofovir (TDF)
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www.hiv-druginteractions.org

Interaction Report

Report ID: X2

Date Produced: 26 September 2025

Antiretroviral Treatment Co-medications
Dolutegravir (DTG) Atorvastatin

Tenofovir-DF (TDF)
Zidovudine (AZT, ZDV)

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow” classifications) for the drugs in the

table above.

Interactions with a "green" or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown.

For full details of all interactions, see www.hiv-druginteractions.org .

Description of the interactions

Zidovudine (AZT, ZDV) + Atorvastatin
Tenofovir-DF (TDF) + Atorvastatin

Dolutegravir (DTG) + Atorvastatin




3. ay:

* LDL :127 mg/dl
+ T Kol :196 mg/d
+ HDL:39 mg/dl

* T6:94 mg/d|

» Viral Yik: Negatif
» CD 4:975(%35)

» Viral slipreyon devam...



Glincel:
* Takipte
* Virolojik siipresyon

* LDL:110mg/dI






SDA

* 42y

* Erkek

« TIk bagvuru 2019 Ekim
 CMV Retiniti

« HIV RNA 264.000kopya/ml
« CD4: 136 (0/012)

* Valgansiklovir baslanacak...

« DEXA: Osteopenilll




www.hiv-druginteractions.org

Interaction Report

Report ID: x1

Date Produced: 26 September 2025

Antiretroviral Treatment Co-medications
Elvitegravir/Cobicistat/ Emtricitabine/Tenofovir Valganciclovir

alafenamide (EVG/c/FTC/TAF)

This report lists the summaries of potential interactions (i.e. "red”, "amber” and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green" or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown.

For full details of all interactions, see www.hiv-druginteractions.org .

Description of the interactions

Elvitegravir/Cobicistat/ Emtricitabine/Tenofovir alafenamide (EVG/c/FTC/TAF) + Valganciclovir
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2. Ay: HIV RNA: Negatif
D-vitamini, Ca**(FTR)

9. Ay: 54 kopya/ml

18. Ay: 248 kopya/ml

« 2. yila kadar hep 200-500 kopya

« DTG +LAM olarak degistirildi

26



« HIV RNA:300-500
« CD4:500 (%20)

* Mutasyon???

Proviral DNA'ya
bakarz...

27



S\ Stanford University °
HIVDRUG RESISTANCE DATABASE | e o i o ueeeep

S Acuroted public datobase to represent, store and onalyze HIV drug resistonce doto

Vdb Program Report

SR persion 112 aet aptuted on MOILOS 13 | 2
otypic Restance Interpretation Algorithm M sar36en 9.0 (1000 petoted o 2T 4L EH) STt
-
® MEBOVA Coune Mg dewet 1 wiire reuntance 10 5TC s T7C wnd fow lrvel Aeance 1 61 9 ABC Mowever, IRUBEVIY re sul contraingiustions o et sed
| TR A TTT o PO becnune they incosess suscoptibiity te A7T TIF end 247 ool 0w snmsciotind sttt ciwionty Wigniicmt remacinny 1 W J sepscatis
quence 987-21 SEAKADS2 RT
-
Sequence summary I * VITID 0 b cetymarmrie accensory NI selicind mutation t costributes ow evens redartons 5 suscaptilsiity tr ech of s NOETIL T combsiriafing of
VITHD w1 e wynergiaticaly 10 reduce WVP and BV msceptidiry VIT0 Aen o weight of | 0 1n the TRotec ET2 gratyp ¢ senctptiniity score, (1T0F 10 &
Sequence includes RT: codons 4 - 341 SR Doy e mtaten scravonally seiected Sy WP and FFV V) MIE appesn umier to VIT90 = iy effectyan NNRTISC VETSOIE do not sppes o serhiee the
subtyoe BB (4.34%) i FAOPCH Tmpome 10 & firet-ine EFVContainemg regmes
. * KJT04787: United States (1983); B (4.34%); best match i |
* AB873942: Japan (2009); B (4.44%) s
*  EUS39600: Haiti (2005); B (4.73%) L o .
* D10112: United Kingdom (1983); B (5.23%) r“eof Konng AT VDR 5 lmwnf!

* KP178435: China (2010); B (5.42%)

« L31963: France (1983); B (5.42%) anc A 47 ool Lo o — {
*  U43096: Germany (1986); B (5.42%) 1 m -1 " » L i {
*  AF042100: Australia (1986); B (5.52%) 15 " B t had - » )

EF514709: Denmark (2001); B (5.52%)
* EFE94037: India (2006); B (5.62%)

- oV
RT SDRMs: M1841 . "
s 1
Sequence quality assessment j
B
ERL RN HERL
RT
1 VI | | | 1
T I 1 1 i | :
4 40 80 120 160 200 240 280 20 341
.+ severe warning; This segyence may also have nucleotides belonging to HIVIPR. Analysis of this part of the nqut seqyence was sugpressed due to poor quality,
1 jent size or im) con 7 e ;

+ Warning: The RT sequence had 3 amino acids trimmed from its 5"end due to poor quality.
Warning: The RT sequence had 7 amino acids trimmed from its 3"-end due to poor quality.
Warning: The RT gene has a frameshift: RT11ins1bp_T.

Note: There are 3 unusual mutations in RT: T7L, E28P, A62S.

Note: There is 1 unusual mutation at a drug-resistance position in RT: A62S.

Drug resistance interpretation; RT HIVDB 9.0 (zm-oz-nL]

NRTI Resistance Mutations: M1841
NNRTI Resistance Mutations:

Nucleoside Reverse

abacavir (ABC)
zidovudine (AZT)




* RS tropizm... belki maraviroc?

- Integraz???? -
» V179D

DT6100mg +FTC/TDF (bifosfonat+D vitamini+ Ca)
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mar planeh (nerient
Infarmatin

Contaet

Predictions are for research use only, we don’t guaratee for any pradiction!
— -~ &
1, General Information
‘Sequence identifier:  ©87-21 SEAKADA2
mw 88721 V302F

Januery 2. 2022
w&.mm Recommendations from the European Consensus Group on clinical managemant of HIVA1 tropism testing

Predicted Viaubtype &
2. Additional clinical parameters
Viral load 100-3000 CCRS-genotype not delermined

CD4-coll percentages not determmned CD4-cell counts not determined
CD#<ell counts  not determined

3. Aligned V3 region
'GY\’AWGC(AACMCU’“ABAAMWANWAVAMWMWOUMYHI:AKAWMA'AAMWWAHMWMMNV
'..".:“'CTRPNNNTRKSIHIGPGRAFYTTGEIlGDIROAHC

‘Query: CTRPGEGNNTRKSI HIAPGRAFFATGDI I GNI RQAHEC

m!-umc:voocucuv‘nmwmnncnAnmmmwmmwmwmwmmmwaamr,nnrawvuv

4. Predicted phenotype
[Hein]
Model Prediction FPR Remarks
CCRS-antagonists ke Maraviroc (CelsentriSelzentry) are
Clonal  figly 1o be eflective. i
m-mm-wmmmmwmmm

Mint: To returr 10 the input form, please select Inp

CD4-expressing cell

Virus only uses CCR5 Virus only uses CXCR4
= R5 Tropic Virus = X4 Tropic Virus

Virus that can use either receptor
= Dual Tropic Virus




« Devam sonug:
« HIV RNA:<40
. CD4:737 (%31)

e Yeni Tedavi:????







OCA

* 29 yas

 Erkek

« 2022 ilk tani (dis merkez)
* B/F/TAF 3 yildir kullaniyor

e TIk tetkik CD4 :354 (18%)
. HIV RNA:568.000 copy/ml

* Astim (Inhaler: Formeterol, beklametazon; PO: Montelukast)
« IBS



* Haziran 2025

* Poliklinigimize basvurdu
« HIV RNA:negatif

« CD4:675 (7%35)

* LDL:197mgqg/dl
* T.kol:293mg/dI
« HDL:66mg/d|

* TG:64mg/dl

» Son 3 yilda 15 kg artis
> Bel Cevresi: 126cm
» Babasinda koroner arter hastaligi

> Efor dispnesi mevcuttu



REPRIEVE Calismast

HIV ile yasayan insanlar arasinda kalp hastaliklarini 6nlemeye yénelik bir stratejiyi test eden ilk biiyiik lgekli
klinik ¢alisma

Birincil Sonlanim Noktasi
Major adverse cardiovascular event (MACE)

3.888 kisi 4 mg/giin

Diisiik ila orta diizeyde ! pitavastatin aldi Dahil olanlar: kardiyovaskiiler Gliimiin bilesimi;
kardiyovaskiiler hastalik miyokardiyal enfarktiis; kararsiz anjina nedeniyle

riskiyle antiretroviral tedavi \ Randomisation 1:1 hastaneye yatis; felg; gecici iskemik atak (GIA);

alan HIV ile yagayan 7.769 [N . periferik arteriyel iskemi; koroner, karotis veya

katilima

" periferik arterin revaskiilarizasyonu; veya
3.881 plasebo ald belirlenemeyen bir nedenden dolay: 6liim.

Dahil Etme Kriterleri Ana ikincil Sonlamim Noktalan

*  HIVtanisi
¢+ Yasd0ila75 MACE bilesimleri ve herhangi bir nedene bagh 6lim,
+  Disik ila orta siddette kardiyovaskiler hastalik: LDL ve HDL olmayan kolesterol ve giivenlik profili

«  Amerikan Kalp Dernegi ve Amerikan Kardiyoloji Koleji 2013 Havuzlanms
Kohort Denklemi risk hesaplayicisi

+ DL kolesterol icin %15'e varan risk (desilitre basina = 70 mg) [litre bagina
1,81 mmol])

+  Belirli esik degerlerin altindaki LOL kolesterol seviyeleri

KVH, kardiyovaskiler hastalik; HIV, insan bagisiklik yetersizligi virlisi; LDL, diisiik yogunluklu lipoprotein; MACE, majér olumsuz kardiyak olay; MI, miyokard enfarktiisi; HDL olmayan,
yiksek yogunluklu elmayan lipoprotein; GIA, gegici iskemik atak.

Grinspoon, SK., et al. N Engl | Med. 2023; 389(8): 637-39.



Y

Baseline ART Rejimi ve Stresi*?

Pitavastatin | Placebo High Income | Latin America S. East/East South Asia | Sub-Saharan
(N=3888) | (N=3881) (N=4095) | and Caribbean Asia (N=504) Africa
(N=1423) (N=590) (N=1157)

Total ART use (years) <5 847(22%)  857(22%) 1704 (22%) 675 (16%) 490 (34%) 55 (9%) 143 (28%) 341 (29%)
510 1190(31%) 1118(29%) 2308 (30%) 1115 (27%) 452 [32%) 123 (21%) 205 (41%) 403 (35%)
10+ 1851(48%) 1904 (4%%) 3755(48%) 2303 (56%) 471 (33%) 412 (70%) 156 (31%) 113 (36%)
Entry ART regimen NRTI+NNRTI 1843 (47%) 1826(47%) 3669 (47%) 996 (24%) 815 (57%) 466 (79%) 410 (31%) 932 (35%)
class
NRTI+INSTI  998(26%)  993(26%)  1991(26%) 1875 (46%) 85 (6%) 3(1%) 3(1%) 25 (2%)
NRTI+Pl  728(19%)  708(18%) 1436(18%) 674 (16%) 442 (31%) 105 (18%) 82 (16%) 133 (11%)
NRTlsparing 95 (2%) 108(3%)  203[3%) 164 (4%) 18 (1%) 9 (2%) 9(2%) 3 (0%)
Other NRTl-containing 224 (6%)  246(6%) = 470(6%)  385(9%) 63 (4%) 7(1%) 0(0%) 14 (1%)
Entry ART regimen <l 1128(29%) 1133(29%) 2261(29%) 1441 (35%) 414 (29%) 251 (43%) 64 (13%) 91 (8%)
duration (years)
13 1134(29%) 1150(30%) 2284(29%) 1277 (31%) 415 [29%) 165 (28%) 128 (25%) 299 (26%)
35 611 (16%)  628(16%) 1239 (16%)  472(12%) 231 (16%) 61 (10%) 103 (20%) 372 (32%)
5+ 1015(26%)  970(25%) ~ 1985(26%) 905 (22%) 363 (26%) 113 (19%) 209 (41%) 395 (34%)

Adapted from Grinspoon, SK., et al. N Engl ) Med. 2023; 389(8): 687-39 (Supplementary material).

ART, antiretroviral therapy.
1. Grinspoon, SK., et al. N Engl ) Med. 2023; 389(8): 657-99 (Supplementary material). 2. Grinspoon, SK., etal. N Engl] Med. 2023; 389(8): 627-99.



Primer ve Sekonder Sonlanim Noktalari

First MACE First MACE or Death
100+ 8- 1004 8-
= -y Placebo
‘% 80- 8- Placebo 2 8 6 Lt
8 R
B 4- & 4
g 07 ———" 2 60 Pitavastatin
o i " Phovastat s 4 2
vastatin

'..g 40_ ﬂ' T T T T T T E 4‘ﬂ' I I I | |
i:,” 0 12 24 38 48 60 72 % 24 36 48 60 72
E E 1
E 204 5 20
=] =
9] v _.—=|=—-='_"'-=-=

U | | | T T 1 ! ! ! | I

0 12 24 36 48 60 72 0 12 24 36 48 B0 72

Major kardiyovaskiiler olay (kardiyovaskiler nedenli 61im, miyokard infarktlisi, kararsiz anjina nedenli
hastane yatisi, inme ve gecici iskemik atak) insidansi pitavastatin grubunda 4.81/1000 hasta-yili iken
plasebo grubunda 7.32/1000 hasta-yili olarak goérilmustdr.

Ara analiz,pitavastatinin plaseboya kiyasla major kardiyovaskiler olay gelisme riskini %35 azalttigi
Bu ¢alisma ile HIV ile yasayan, glincel kilavuzlara gore statin tedavisi endikasyonu olmayan bireylerde
pitavastatin tedavisinin, LDLkolesterol diisiiriicii etkisinden bagimsiz olarak, major

kardiyovaskiiler olay riskini azalttigi gésterilmistir

The trial was stopped early for efficacy after a median follow-up of 5.1 years (interguartile range, 4.3 to 5.9).

The incidence of a major adverse cardiovascular event was 4.81 per 1000 person-years in the pitavastatin group and 7.32 per 1000 person-years in the placebo group (hazard ratio,
0.65; 95% confidence interval [CI], 0.48 to 0.90; P = 0.002)

Cl, confidence interval; MACE, major adverse cardiac event.

Adapted from Grinspoon, SK., et al. N Engl ] Med. 2023; 389(8): 687-99.
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Statin gap in patients living with HIV: assessing dose
appropriateness

Kathleen J. Pincus £8& Alison L. Blackman, Samuel Y. Suen, Sandeep Davabhakthuni, Stormi Gale,
Zachary R. Noel Hyunuk Seung, Neha Sheth Pandit

First published: 08 August 2021 | https//doi.org/10.1111/hiv. 13150




- REPRIEVE

BHIVA

calismasinin
sonuglarina dayanarak

40 yas ve lzerinde HIV ile
yasayan tim bireylere lipid
seviyelerinden ve "KVH ri
dizeyinden bagimsiz olarak
statin tedavisinin baslanmasi,

\{(ulllk . kardiyovaskdler
hastalik riski %5 ve Uzerinde
olan bireylerin statin tedavisi
icin onceliklendirilmesi
vurgulanmistir.

Tedavi icin ilk secenek
pitavastatin 4 mg/gun
alternatif olarak atorvastdtin
20 mg/gun onerilmistir

DHHS Giincellemesi - 27 Subat 2024

Date: February 27,2024

Souree Clinicallnfo

The Department of Health and Human Services Guidelines Panel for the Use of Antiretroviral Agentsin Adults and Adolescents with HIV (the Panel) has developed
recommendations for the use of statin therapy in people with HIV, in collaboration with representatives from the American College of Cardiology [ACC), the American Heart
Association [AHA), and the HIV Medicine Association.

With continuous antiretroviral therapy (ART) and viral suppression, most people with HIV achieve a life expectancy close to that of people without HIV. However, there
remains a mortality gap primarily due to cardiovascular disease and cancer. REPRIEVE, a large randomized cantrolled trial among people with HIV aged 40 to 75 years wha
were receiving ART and had low-to-intermediate risk of atherosclerotic cardiovascular disease (ASCYD), showed that when compared to placebo, pitavastatin 4 mg daily
was associated with a 35% reduction in major adverse cardiovascular events over a median follow-up duration of 5 years. The recommendations below are endorsed by the

organizations listed above,

For people with HIV who have low-to-intermediate (<20%) 10-year ASCVD risk estimates:

« Aged0-75yea

en 10-year ASCVD risk estimates are 5 to <20%, the Pa®ggcommends initiating at least moderate intensity statin therapy (Al).

« Recommended options for moderate intensity statin therapy

* Pitavastatin 4mg once daily (Al)

« Atorvastatin 20mg once daily (All)

2 Rosuvastatin L0mg ence daily (All)




HIV ile yasayan bireylerde yeni oneri
2025 Gincelleme ESC/EAS Kilavuzu

--

Statin tedavisi, tahmini kardiyovaskiler
riskve LDL dlzeylerine bakilmaksizin,
kardiyovaskuler olay riskini azaltmak igin

> 40 yas HIYB’de birincil korunma amaciyla
onerilmektedir; statin secimi olasi ilag
etkilesimlerine gore yapilmalidir




Drugs used to reduce cardicwascular risk by lowsring LDL-¢ and riglycerides

Do Adwerse effacts Advica on uss of
'hmqﬂmm
usa with Pir use with NNRTI=
10-50 mg qd Gastrointestinal Start with low dose ! | Consider higher dose!
SYmphoms, {max dally dose: 10 mg
heatache, Insomnia, | (ATVIT) 30 mg (LPWITE
maboomiynlyss (rare) | 20 mg [DRVIY)
2050 mig qd ard Inxic epaiiis Conslder higher dose + | | Conslder higher dose
2050 mg qd Consider higher Conslder higher dose |
dose v+
5-40 mg gd Start with low dosa'*] | Start with low doselv)
{max dally dose: 10 mg
VATV, LPVIT) 20 mg
{DRIT)
10-40 mg qd Contraindicated
1-4 mg qd Mo Imaracion expected
180 mg qd Sou, cholelihilass Mo Imaracion expected.
Contraindicated with simvastatin > 40mg od
10 mg qd Gastrointestinal Mo Imarmcion expectad
SYMpLoms
140 mg 2 weekly of M Mo Imaracton expectad
420 mg monthiy
75 mg or 150 mg
2 weskly or
300 mg monthiy
2 g bl Afrial fbrliaton, Mo Imarmcion expectad
bleedng

41



° Endo kr‘ino | Oj | Er;?tmgnt Goals for LDL-cto Reduce Cardiovascular Risk Depending on CV Risk
konsiltasyonu istendi
» Ancak Hasta... |

ART degisikligi WD e
planlandi o

* DOR/TDF/3TC Baslandi e son JRGE :
e LDL:175mg/dI

* T.kol:220mg/dI o e e

Traatment algorthm for pharmacoliogical low-genstty Ipoprotein cholesterol lowering®

P H D L. 54 /dl Adtapisd fronT 2019 ESC/EAS GUInSINES Tor ME Mansgement of dyslipkdaemia Ipid modfication o retscs cardovascular sk,

. I I I Eur Heart J 2020 Jan 1;41(1}:115-188.
* TG:76mg/dI
v g SCORED and SCOREZ-OP Carflovascular dissass rek sstimation stratifsd by age®

CV sk estimation sy S0-5y = 7Oy
Low { mogesate 25% = 5% < 7.5%
Han 2575 S T 5<%
Weary hign 8% = 1% = 15%




* Virolojik siipresyon siriyor

* Takipleri devam ediyor...






Z.G.

- 40y, E

04/01/2010 tarihinde ilk basvuru
* Bulas yolu dovme????

« HIV RNA:44.256 kopya/ml

« CD4+: 250/mm3 (7%11)

« TDF/FTC+ EFV

05/09/2013
« 3 yil sonra tekrar bagvurmus
Arada kontrol yok

HIV RNA 101.000 kopya/m!
CD4+:108/mm3 (%9)

Hasta ilaci 1 guin kullanmis devam etmemis

Hastaya TDF/FTC + EFV tekrar baglanmis

D UZLN

35[. & LABORATUVARLAR GRUBU

ine Tarihi:

Z2G 2G

Yas: 40 (Erkek

Kabul Tarihi: 12.12.2009

SONUG BiRiM

04.01.2010
09
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HIVdb: Genotypic Resistance Interpretation, Dat: 06500 2013

Sequence includes PR: codons: 1- 89
Sequence includes RT: codons: 44 - 223

There are no insertions or deletions
Seavence Quality Assessment

ESIRTR| | HETTE
Gene QA Protiler Codons
PR SipCoduns Fame Shas.  Note
PR AmdguousPestcns  Nowe

10 20 30 42 56 50 70 €0 $0100
mumi B cu-:‘
RT  SwpCodoes Frame Shts.  Akne
RT  Ambguoss Possors None
ool | BN

25 S0 75 180 125 150 175 200 225 250 275 300 325 350 375
w Pt tmn 0560 02 2 pera

Drug Resistance Interpretation: PR
PI Major Resistance Mutations: None
Pl Minor Resistance Mutations: Liov
Other Mutations: 115V, G16E, E35D, M38l, 152V, L63S, EBSD. I72T
Protease Inhibitors

atazanavirlr (ATVIr)  Susceptible
darunavirlr (DRVIr) Susceptivle
fosamprenavirlr (FPV/r) Susceptible
indinavirir (IDV/r) Susceptible
lopinavirfr (LPVir) Susceptible
nelfinavir (NFV) Susceptible
saquinavirlr (SQVIr)  Susceptible
tipranavirlr (TPVIr) Susceptible

Drug Resistance Interpretation: RT

NRTI Resistance Mutations:  None

NNRTI Resistance Mutations: None

Other Mutations: KA4GR, 150V, VB0, A98S, K101R, D123, 3SR, K186R, 1178L
Nucleoside RTI Non-Nucleoside RTI

lamivudine (3TC)  Susceptible efavirenz (EFV)  Susceptble

abacavir (ABC)  Susceptible

zdoyhes (AZT);, fusosptie Rated First-Line Regimens

“stavudine (D4T)  Susceptible
didanosine (DDI)  Susceptible

emtricitabine (FTC) Susceptible
tenofovis {TDF)  Susceptible Regimen Success Probability
T AzraTCNve 0910
AZT 3TC FPV 0.902
AZT 3TCEFV 0.878
AZT3TC LPV 0.852
AZT 3TC DRV 0.838

AZT 3TC ATV 0.820



Hasta ilaglarini diizgiin kullanmamig

o HIVdb: Genotypic Resistance Interpretation pate 19.0ec2014
Eyliil 2014 E—

Summary Data
Sequence includes PR: codons: 1-99

HIV RNA:262 bin kopya s

Geae QA Prodem Codons

00 Coxons, Foave Shits

CD4+ 110/mm? (%10) | W |

0 102030405060 70 80 9010( nt

Gene QA Prodlem Codons
® 3 .o . . Rt  So9 o Cocons, Frame Sty Nose
Dlr'eng testi gonder'llm|§ - :i:::::“ = | m “
2550 75 100 125 150 175 200 235 250 275 300 325 350 3%

B Was FICHY SR Fom comanies 0 1l e bws nstel S SR8 «8 Sng watace Mot et i

Drug Resistance Interpretation: PR
TD F / FTC + LP V / Pl Major Resistance Mutations:  None
r' Pl Minor Resistance Mutations: None
Other Mutations: V118, 115V, G16E, E35D, M3aI, 162V, L63S, E65D, 172T

Protease Inhibitors
atazanavirlr (ATVIr) Susceptibie

1 ay Sonr‘a LPV/r‘ kU”Gnamadlglnl (iShal sikaye.ri) darunavir!r(pRWr) Susceptible
o O Sicoptle TDF low level R: M41L
lopinavirir (LPVir) Susceptible

Tedavi TDF/FTC+DRV/r olarak tekrar diizenlendi nelioave(NFY) | Suscopte EFV High level R: K103N

saquinavirlr (SQVIr) Susceptible

tipranavirlr (TPVIr) Susceptible
Drug Resistance interpretation: RT

NRTI Resistance Mutations:  M41L

M 20 1 NNRTI Resistance Mutations: K103N
GY| s 5 Other Mutations: K40R, 150V, N54D, V60I, AS8S, K101R, D123E, S162T, 176L

Nucleoside RTI Non-Nucleoside RTI

HIV RNA negaTif lamivudine {3TC)  Susceptible -«elavkomer-w—um

abacavir (ABC) Potential low-level resistance cuavirme(ETR) Suscephble

zidovudine (AZT) Low-level resistance nevirapine (NVP)  High-level resistance
stavudine (D4T)  Low-level resistance rilpivirine (RPV)  Susceptible
didanosine (DD1)  Potential kya-level resistance

Semtricitabine (FTCY Stistapubig

*(Br0fovir (TOF):+ i Rgtentaklowievelresictance



4ivdb: Genotypic Resistance Interpretation oae 27m
S
tymmany Drts

30/12/2015 Sopercsncodes ;s 190

L mciuge n ‘ 421

Segmay Quat?y Assrstment

* Hasta ilaglarini diizgiin kullanamadigini ifade et

FR

|
: — e L1 M
* llaglari birakmig

QA Penblom Codam v

* Psikiyatri konsultasyonu istendi preeresu 1 |1 I H1MA )

25 50 75 100 125 150 175 200 225 250 275 300 325 350 37t

o Ml St ex3 0w GA Dromemers

b e L

Drug Rosistance Intorprotation: PR

[ ) P1 Major Resistance Mutations: None
P Minor Resistance Mutations: None
Other Mutations: 118V, G16E. E350, M36i, 162V, L63S, EGSD, 1727
Protease Inhibitors
1/ 1 2/2 0 1 6 atazanavirlr (ATVIr) Susceptible
darunavirlr (DRV/r) Suscephble

fosamprenavirlr (FPVir) Susceptib

e H IV R N A * 7 300 ko a indinavitir (IDVIr) Susceptibi
¢ py lopinavirir (LPVir) Susceptibie
nelfinavir (NFV) Susceptible

saquinavir/r (SQVIr)
tipranavielr (TPVIr

LU

Suscephibie
Suscephbie

NNRTI Resistance MutationeT=t -
Other Mutations: KA9R, 150V, VBOIL ASBS K101R, D123E, 1135R, S162T, 1N7T6L
—————Nucleoside RTI— Non-Nucleoside RTI
| lamivudine (3TC) _High-|eyel (esjstance efavirenz (EFV) High-level resistance
'\ abacavir (ABC) __ High.leverresmstanoe—! etravirine (ETR) Intermediate resstance
zidovudine U\ZT' Susceptible nevirapine (NVP)  High-level resistance
stavudine (D4T)  Hwgh-level resistance rilpivirine (RPV)  High-level resistance

didanosine (DDI)  High-level resistance

emtricitabine (FTC) Migh-iavet resistance |
I tenofovir (TDF) _ High-ieval resistance



Subat 2017

* Hasta ilaglarini kullanmayi birakmis

* Mayis 2016 dan bu yana ilaglarini diizglin kullanmadigini ifade ediyor

« HIV RNA>500.000 kopya

* Hastaya Raltegravir+ Darunavir+ Ritonavir recete edilmis

* 1 ay sonra kontrole ¢cagrilmis, kontrole gelmemis
13 Eylil 2017
* HIV RNA: 500 bin/kopya

* llaclarini kullanmasi gerektigi anlatildi, yatisi kabul etmedi

29 Eylal 2017

* ilaclarini diizenli kullanmayan hasta,

* GD bozuklugu, Beslenememe, ishal nedeni ile hastaneye yatiriimis

* HIV RNA:1160 kopya
* CD4+:45




30 Kasim 2018

* HIV RNA:67 bin kopya/m|
* CD4:113(%5)

* Kreatinin:1.04

* GFR:80

* DAD skoru: %9.27

e ESH:133

* Beyin MR, batin BT

e Mevcut tedavi devam,
* KONTROL, DIRENC testi gdnderildi




10 Temmuz 2018
HIV RNA 16 bin kopya
Sabah

* Tedavi Dolutegravir + Darunavir+ Ritonavir
seklinde tekrar degisririldi

Integraz direnci olabilir DTG 2x1 baslandi direnc
testi gonderildi

20.03.2019

e HIV RNA <40 kopya

* Tedavi Dolutegravir + Darunavir+ Ritonavir
seklinde tekrar degistirildi

* Integraz direnci .....???2?? DTG 1x1 baslandi

HIVdD Program Report,

Sequence Quality Assessment
PRIt
R1 ST
Drug Resistance Interpretation: PR
oessory Resistance Musations:Nooe
er Mutations 10V, FISV, GIoE, E33D, M3oL, 162V, L63S, E6SD, 1721

hibitees

r (AT Suscepeible
wir(DRV/ir) Susceptible
fesamprensvie's (FIPVr) Susceplible

Indemarir e (DN Susceplible
lopinavie'r (LPV/r) Susceptible
nedfinavir (NFV) Susceptible

aaquinavir's (SQV/r) Susceptible

tipramavir r(TPVir) Susceptible

Drug Resistance Interpretation: RT
3 esistance MutationsNane

T20R

Nucleoside Reverse Transoriptase [nhibitors

abacavir (ABC) Susceptible
ridovudine (AZT) Susceptible

stavodine (IMT) Sus bie

didanusine (DDI1) Sus

emtirictabine (FYC) Susceptible
lamiveding (3TC) Susceptible
tenofovir (TDF) Sarsceptible
Non-secleoside Reverse Transcriptase Inhibitoes
doravirine (DOR) S ible
efavirenz (EFV) Susceptible
clravirine (ETR) Susceprible
nevieapine (NVP) Susceptible
rilpévirine (RIY) Susceptible

Sequence quality assessment
IN1530456075901051201351501651801952102251245
Drug resistance interpretation: IN

IN Major Resistance Mutations:None

IN Accessory Resistance Mutations:None

Other Mutations:E11D, S17T, A23V, V311, v37I, S39C, 160M, A91AEPQ, K111, 1113V, S119P, T124N, T
125A, 1203M, R228X, L2341

Integrase Strand Transfer Inhibitors

bictegravir (BIC) Susceptible

dolutegravir (DTG)  Susceptible

elvitegravir (EVG) Susceptible

raltegravir (RAL) Susceptible



13.02.2020
* HIV RNA: 456 bin kopya
* CD4+: %4

* Hastayla ilaclari diizglin kullanmasi defalarca
uzun uzun anlatildi

e Mevcut tdv devami

01.06.2020
* llaclari kullanmamis
* HIV RNA 777 bin kopya

* Mevcut tdv devami
e CD4+: %3




12.3.2021
* HIV RNA: 152 bin kopya
* CD4+:%3

* Profaksiler dahil ilaclari kullanmamis

/ﬁ.03.2022
* HIV RNA: 949 kopya
 CD4+:%10

26.07.2022
* HIV RNA: 48

24.11.2022
* HIV RNA<40 kopya

kC DA4+:%8

~

/




12.06.2023

« HIV RNA < 40 kopya
12.11.2023

« HIV RNA< 40 kopya
* DTG+DRV+r

e Hasta Darunavir + Ritonavir (Bulmakta zorlandigini ifade ediyor)
28.08.2023

* HIVRNA: O mmm) BIC/FTC/TAF

e CD4+:%12

16.02.2024

* HIV RNA: O

 Tedavi Bictegravir/TAF/FTC olarak diizenlendi*




EACS Kilavuzu-Virolojik Olarak Baskilanmis Kisilerde Switch Prensipleri

EACS 12.0

In case of prior virologic failures, with or without evidence of resistance, switches
have to be planned especially carefully when they result in a lower barrier to
resistance of the regimen. A PI/b may only be switched to an NNRTI, INSTIs RAL if
full activity of the 2 NRTIs in the new regimen can be assumed based on resistance
data, ARV history and HIV-VL results before switching (see 2.) Due to the higher
barrier to resistance of DTG and BIC, it is currently unclear if a switch to DTG- or

BIC-based regimens also requires full activity of 2 NRTIs in the combination

+Virolojik basansizhik gegmisi olan hastalarda rejim degisiklikleri cok dikkatli
planlanmalidir.

Eger yapilacak degisiklik, direng bariyeri daha diisiik bir rejime gecisi iceriyorsa
(6rnegin Pl bazli bir rejimden baska bir ilac sinifina gecis), riskler daha da artabilir.

*PI bazli rejimden NNRTI veya bazi INSTI’lere (6rnegin RAL) gecis yapilacaksa:
*  Yeni rejimdeki 2 NRTI'nin (niikleozid revers transkriptaz inhibitorleri)
tamamen aktif oldugundan emin olunmalidir.
«  Bu degerlendirme, hastanin direnc testlerine, ART gecmisine ve tedavi
degisikligi oncesindeki viral yiik sonuclarina dayanmalidir.

DTG ve BICnin dirence kars1 daha yuksek bariyeri nedeniyle, DTG veya BIC
bazli rejimlere gecisin kombinasyondaki 2 NRTI'nin de tam aktivitesini

gerektirip gerektirmedigi su anda belirsizdir.

EACS Guideline v12.0; EACS Guideline v12.1

EACS 12.1

Switch Strategies for Virologically Suppressed Persons
It is possible to switch to BIC or DTG containing regimens even without

full activity of 2 NRTIs

Virolojik Baskilanmis Kisiler icin Tedavi Degisikligi Stratejileri

BIC veya DTG iceren rejimlere, iki NRTI'nin tam aktivitesi olmadan da

gecis yapmak mumkundur.



~ Stanford University
/' 7% HIV DRUG RESISTANCE DATABASE

epresent, store resistance doto

3 ° 10 ° 2024 HIV-1 Sequence Analysis Report

¢ HIV RNA:O 1.498-22

Sequence summary

todoms 13- 341

B (6.04%); dest match

e CD4+:%14 e
e BIC/TAF/FTC devam etmekte ERITI

L4390 German,
* A£042100 Australia (1985), B 6 85%)
* DIDLI2 Unted ngdom (1983) B (6 35%
o ARSTAE) Japan (30031, 8 5.3

Lganies
KT SORMS: K103, Y181C, G190, KI13R

01.03.2025 R —_—

Reverse transcriptase (RT)

ARTIK KONTROLE DUZENLI GELIYOR (?) e e

= 11 | | ] I | 1 e
’ Yy ' ’ ; i ’: 7 / 124 1747
* Arada kagaklar...?
o000 o
* Warning 229 positons were not sequenced or aigned AT 112, J42-560 Ofthem, cne n 3t drug-reshtance postise AT 343

HIV RNA:<40 kopya/ml

WRTI Mutations

ANRTIM A o ® LER)! . . i

RT Cther Mutations W20R + MADR + 1500 + VEQ| « MIOLR « MIZIE « 11427 « KITIV » VIT91 « TI00A + QIO7E « VI4SQ « A2T2F « K2T7R « T246A + 1293V +

° CD4. 189 (y 15 (3255 - 13267 - G303 - CSC

L 0 Noclesside Reverse Tramscriptase Inhibitors Reverse i 3

abacavir (ABC) Susceptble doravirine (DOR) Biter=ediate Revsiane
tidovudine (AZT) Potertial Low-Level Reustance  efaviresms (IFV) high-ievel Revstance
stavudine (DAT) Potential Low-Level Reyatance  etravirine [ETR) Figh-Level Reystance
didanciine (DO1) Susceptble nevirsgine INVP) Kgh-Level Revatance
emtricitabine (FTC) Susceptble rigivirine (RPY) rogh-Level Revstance
lamivudine (37C) Susceptble
tenofovir (TDF) Susceptble

RY comments

NRTI

3 o nanon with Tt cle Sther Tl

* KA QN/R »e picemary

nar wxaal




01.09.2025

« ARTIK KONTROLE DUZENLI GELIYOR (?)
* HIV RNA:<40 kopya/ml

e CD4: 234 (%23)

Yuz- agiz cevresinde folliktiler-noduler lezyonlar
Boyunda LAP---Bx

* Patoloji: Kaposi Sarkom

e FDG PET: Visceral tutulum




- ()
Retrovirology BioMed Centra

Commentary

Socioeconomic status (SES) as a determinant of adherence to
treatment in HIV infected patients: a systematic review of the

literature
Matthew E Falagas™* 1.2, Efstathia A Zarkadoulial, Paraskevi A Pliatsika! and

George Panos?
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Suboptimal ART Uyumu Kilinik Pratikte Siklikla G6zlenmektedir’

Suboptimal Uyum Bildiren HIV ile Yasayan Bireylerin Orani**
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Schematic developed based on data from De Los Rios P, et al. Prev Med. 2020;139:106182
*Defined as missing ART 25 times within the past month among 2389 people with HIV surveyed across 25 countries in 2019

1. De Los Rios P, et al. Prev Med. 2020;139:106182; 2. Gardner EM, et al. AIDS. 2009;23:1035-46; 3. Bezabhe WM, et al. Medicine. 2016;95:€3361; 4. Robbins RN, et al. Curr

HIV/AIDS Rep. 2014;11:423-33

Suboptimal uyum:

« Asagidakiler neden
olabilir:

— Yetersiz ilag maruziyeti?

— Tedavi ile iligkili direng
gelisimi?

« Dusuk virolojik
supresyon oranlari ile
iligkilidir'-3

Hem kisinin hem de
baskalarinin saghgi
uzerindeki etkileri (cinsel
partnerlere HIV bulagma
olasiliginin artmasi)*



Original research

@ B/F/TAF forgiveness to non-adherence

OPEN ACCESS  Franco Maggiolo "'Lucia Taramasso @ ,% Daniela Valenti> Sabrina Blanchi,?
Federica Centorrino,* Laura Comi® Antonio Di Biagio®*

Adherence showed a median of 0.97 (IQR 0.91-1.00),

consequently only 17 time-periods (2.2%) in 17 different

individuals (4.0%) showed HIV-RNA blood levels above

200 copies/ml.

A PDC of 0.75 was sufficient to obtain in > 90% of

cases the virologic outcome for both 200 copiesfml or Maagiclo F, et al. Sex Transm infea 2024;100:418-422. doi:10.1136/sextrans-2024-056202

50 copies/ml. An adherence value of 0.85 obtained a ‘. i s

it in virtually all subjects either for a cut-  ae" R
positive response in virtually all subjects either for a cut-  Gqe B Wi
off of 50 or 200 copies/ml. ®SAGE

Franco Maggiolo, MD' (), Daniela Valenti, BSc"?,
Rodolfo Teocchi, BSc?, Laura Comi, MD', Elisa Di Filippo, MD'
and Marco Rizzi, MD'

Abstract
Background: forgiveness is the ability of a given regimen to rnamtal'l mplete vral suppression despite a documented imper-
fect adherence. We explored forgiveness of bictegravir/emtricitat i ide. Method d-ugreﬁllswmusadw

Letilarad

as the achieved rate of a selected

calculate the percent day covered (PDC) as a proxy of adherence. Forgwenas was
HIV-RNA threshold by a given level of imperfect adherence. Results: 281 adult PLWH were followed for 343 patient/years.
Adherence was very high with a median of 98% (IQR 95-100%). A PDC as low as 70% was sufficient to obtain 100% and maintain
virologic suppression. According to probit analysis adherence was not related to the possibility to maintain an HIV-RNA TND or
< 50 copies/ml. Conclusions: Long-term success of ART needs effective regimens that are the least intrusive of the patient’s
lifestyle, an elevated forgiveness may be considered as an additional feature that can further improve long-term outcomes.




B/F/TAF: DUsuk uyuma karsi yiksek bagislayiciliga
sahiptir
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B/F/TAF kullanmaya baslayan tedavi Sonlanimlar
N=281 TELY VERR BT L eler BIKTARVY’nin bagislayiciligini degerlendiren tek merkezli, segiimemis kohortlar.

Bagislayicilik, suboptimal uyum dizeyine ragmen, dnceden tanimlanmig virolojik
Ocak 2020 ve Mart 2022 esiklerden birine ulagma ve bu esikleri koruma olasiligi olarak tanimlanir.

Uyum diizeyine gore virolojik sonuglar (HIV-1 RNA <200 k/mL)
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" 3. basamak bir hastanede gergeklestirilen ¢alismada tedavi uyumu, hastane eczanesinin elektronik kayitlar izerinden takip siiresi boyunca
hastalarin ilaglarini bulundurma orani ile hesaplanmistir

Maggiolo F, etal. J Int Assoc Provid AIDS Care 2022; 21:23259582221140208.
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DTG/3TC ile uyum dizeyi %80’e diustliginde
virolojik baskilanma azalmaktadir?

Uyum diizeyine gore virolojik sonuglar (HIV-1 RNA <200 k/mL)
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Bagislayicilik, suboptimal uyum dizeylerine ragmen, dnceden tanimlanmis virolojik esiklerden birine ulasma ve bu esikleri koruma olasiligi olarak
tanimlanir.
Uyum duzeyi hastalarin takip suresince ilag bulundurma diizeyine gére hesaplanmistir.

1. Maggiolo F, etal. J Int Assoc Provid AIDS Care; 2022; 21:23259582221101815.



Uzun Etkili Diger ARV Ilaglar

Kapsid inhibitori Baglanma
Inhibitori

Lenakapavir Fostemsavir ibalizumab
Oral, SC HRIRSES \Y;




Olgu 1

Olgu 2

Direnc (+) CMV Retiniti (+)
Komorbiditeler Direng(+)
MACE (+)

Dislipidemi

Olgu 3 Olgu 4

Viral Stipresyon (+)
Dislipidemi(+)
Kilo alma

Uyumsuz Hasta
Ama Sansli...

Maraviroc(?)




* ART direncinde birden fazla faktér rol oynayabilir; érnegin rejimin suboptimal
bagislayiciligi, kiginin suboptimal ART uyumu, vb...
Disiik uyuma kars: yiiksek bagislayicilik

- Direngle iliskili mutasyon gelisimi diisik bir rejim

* Uyumu arttirmaya ydnelik olarak
- Diisik yan etki
* Kullanim kolayligi

* Bireysellestirilmis Tedavi...



Sabriniz Igin Tesekkiirler!
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ss than 10 indicate susceptible; scores betwee
cate potential low-level resistance; scores betwee
indicate low-level resistance; scores between 30 a
te intermediate resistance. Scores of 60 or greater
te high-level
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