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ART Secimi Giderek Karmasiklasiyor

HLA-B*5701

Durumu

Gida
Etkilesimleri

CD4+ Hiucre

ART Direnci Sayis

Tedavi
Gegmisi

Komorbiditeler Viral Yuk

Virolojik tepki
ve
basarisizliklar

Uygun llag
ART Se¢imi etkilesimleri

\ Komedikasyonlar
Hap Yuki

Viral
Baskilama
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HIV Rehberleri ve ART: Dogal Zorluklar

Rehberler

* Sik sik guncellenir

* Aynl anda birden fazla klinik degiskenin
degerlendirilmesine yardimci olamaz

* Hasta ve doktor hedefleri veya oncelikleri
degerlendirmek zor

* Bireysellestiriimis dusunceler ve hasta
tercihleri (cok sayida karmasik tablo)

* Belirli bir hasta icin kesin olarak en lyi rejimi
bildiremez

ARV'ler

Bircok teorik ARV kombinasyonu

Polifarmasi tum hastalarda, ozellikle de
PWH'de yaygin bir sorundur *

llac-ilac, ilag-hastalik, ilag-gida etkilesimler

Komorbiditeler

Direnc

1. Ware. PLoS One. 2018;13:e0203890.



Cok Kriterli Karar Analizi (MCDA) Yardimci Olabilir mi”?

* Cok amach herhangi bir karari kapsayan karar teorisi

* Alternatifleri ve oncelikleri degerlendirme sureci

* Bir MCDA'daki Adimlar

1: Karar problemini tanimlayin; Hap yuku, ila¢ etkilesimleri ve diger olumsuz olaylari en aza indirirken, en yuksek viral
baskilanma

2: ligili kriterleri/sonuglari secin: Viral baskilama, tolere edilebilirlik
3: Agirlik kriterleri : Bilimsel danisma paneli
4: Her bir kritere gore ART seceneklerinin performansini olgcun

5: Sonuclari rapor edin ve inceleyin, yineleme/geri bildirim yoluyla iyilestirme

Thokala. Value Health. 2016;19:1.



HIV-ASSIST: ARV Secimi Icin Bir Karar Destek Araci

Welcome to HIV-ASSIST

HIV-ASSIST Is a free, interactive, educational tool to inform clinical decision making for ARV selection

WWW.hivassist.com ) Downions ot
| ‘ @& App Store )




HIV-ASSIST: Mobil Uygulama




HIV-ASSIST: Kullanici Dostu Web Tabanli Bir Aracla
«Anahtar» Viral ve Hasta Ozellikleri

WWW.hivassist.com

Irilir

ngvASSIST Home ARV Selection Tool - About ~ Contact Donate
Home ARV Selection Tool
Mutations Adherence
1 Pill burden: Prioritize fewer and smaller pills
M184W . o . .
1 Pill frequency: Prioritize once daily dosing
Intermittent adherence: Prioritize drugs with higher barrier to resistance
1 Intermittent adherence: Prioritize at least 3 active drugs
2 [ Administration preference: Penalize IV/IM/SC dosing
Enter the patient's HIW mutations here, either with or without the mutated amino acid but using uppercase 1 Administration preference: Prioritize 1W/IM/SC dgging
{eg, M134V or 134V}, You can u=se "ins™ or "del” as needed (eg, K&7del). Separate mutations with . . .
_ o O ptions for patients with poor adherence
commas. Example: 184Y, 65R
Viral Load CD4 Cell Count HLA-B5T01 Tropism
() Suppressed (<50) for more than & ) = &0 "y Positive (or unknown) i RS wvirus
months ) =100 @ MNegative ) X4 wirus

) Suppressed (<50) for less than 6 months
or Low Level Viremia (<200)

i@ Low (200 - 100,000)

3 High (100,000 - 500,000}

) Very high (= 500,000)

wm =< 200
Ty =200
O Unknown

Select the patient's CD4 cell count {if kmown).

1 Unknown

Select the patient's HIV viral load (if kmowm)

Comorbidities, ARV Side Effects, or Pregnancy
Hyperipidemia

nt's comorbidities or side effects from current AR

Select (from drop-dowen list) or enter the patie
medications, or if the patient is pr
Treatment History (Prior Failing Regimens)

ALT (Zidovudine/Retrovir; Generic)

Enter the patient's previous ART medications on which the patient had detectable viremia (i.e., failing

regimen). Do not include the current regimen (if any)

-

lect the patient's HLA-BS7T01 status {if knowwm)

9]
]

) Dwal Tropic virus

m Unknown

Select the patient’s HIV tropizm {if know

Co-medications

Disopyramide
Select (from drop-down list) or enter patient’s cumrent medications.
Current Regimen

CAB (Cabotegravir/Apretude)

Enter the patient’s current regimen (if any)

o

]



HIV-ASSIST: Girdi, Her Hastanin Viral Ozelliklerine Gore

Bireysellestirilir

Ek onceliklendirme icin hasta se¢enekleri:
*= Haplardan hoslanmayan hastalar (daha kiicik haplara
oncelik verin)

. s ° . | ] k I 'h h I
oklu Kriterli Karar analizi Gunde tek dozlamayi tercih eden hastalar
= Aralikli uyumu olan hastalar

Bireysel ARV >
HIV-ASSIST Agirlikli Puani = >3 aktif ilacin 6nceliklendirmesini artirin

Puant = |V/IM dozlama ile rejimleri cezalandirin

Viral Ozellikler
Viral yuk

Rejim aktivitesi veya viral
baskilanma olasilig

Hasta ozelliklerine ve
secilen ART
kombinasyonunun "  Rejimdeki tamamen veya

beklenen etkinligine ve kismen aktif ARV sayis|
; Viral yiik, CD4+ hiicre sayisi ve

Diren¢ mutasyonlari

HIV-ASSIST Sonuclarinin
Onerilen Yorumu

HIV-ASSIST agirlikli puanina gore siralanan
alaylar

Tropizm

tolere edilebilirligine tedavi deneyimine gore
Puan 0-2:

Etkinlik ve tolere edilebilirligin bilesik
hedefi icin daha guclu kanit

dayali ARV fayda puani siniflandirilmis etkinlik

Hasta
Ozellikleri

Komorbiditeler

=  Stanford HIV ilac Direnci

Veritabanindan mutasyon
bilgileri Hap yuki, dozlama sikhgi

) Bireysel ARV fayda puani (ilac
- L.iverpool Universitesi'nden etkilesimleri, komorbidite
.Ilag Etkilesimi bilgileri HIV degerlendirmesi)
llag Etkilesim Denetleyicisi Advers olay

Tolerans/Tercih Orta Diizey Puan:
Etkililik icin azaltilmis kanit veya

Komedikasyonlar azaltilmig tolere edilebilirlik

Puan 10+:
Zayif etkinlik, zayif tolere edilebilirlik
veya kullanim icin sinirh kanit

Tedavi gecmisi
CD4+ hicre sayisi
HLA-B*5701
Baglilik

Maddali. JAIDS. 2019;82:188. www.hivassist.com.



HIV-ASSIST Akilclt Secimler sunar:
Klinisyen Artilari ve Eksileri Tartmalidir!!!

" Her ART secenegi icin tek bir bagimsiz bilesik puan
" Duasuk agirlikli puanlar (< 2) "daha iyidir": viral baskilanma olasiligi ve 'iyi tolere edilir’
» Daha yuksek puanlar (= 2), kendi icinde “vazgecilebilirlik” icerir.

" Klinisyenin "onceliklendirmeleri” ve "cezalar" degerlendirebilmesi icin gerekce saglar.

Regimen Weighted Score s Active Drugs Total Pills Frequency (x/day)
DTG/3TC 1 2 1 1
BIC/TAF/FTC 1 3 1 1
DTG+TAF/FTC 1 3 2 1
DTG+TDF/FTC 1 3 2 1
DTG/ABC/3TC 1.3 3 1 1
DR/ e/TAFIFTC 1.5 3 1 1
DOR/MTDFATC 1.6 3 1 1
DOR+TAF/FTC 1.6 3 2 1
DRV/c+TDFR/FTC 1.6 3 2 1

www.hivassist.com.



HIV-ASSIST Validasyonu:

Deneyimli HIV Klinisyenlerinin Algoritma Uyumunun Prospektif Analizi
* 10 farkh hipotetik vaka icin uzman klinisyen ART secimiyle karsilastirildi
* Naif olgular (n =4),

* Tedavi deneyimli / viremi (n = 3),

* Tedavi deneyimli / baskilanmis (n = 3)

' MASSACHUSETTS
g GENERAL HOSPITAL

%@ Brigham & Women’s Hospital

Harvard Medical School

JOHNS HOPKINS Boston, Massachusetts

U NCLEVOECR-S§ [VI5Y

P

* Birincil sonug¢ : Tercih edilen uzman rej"immi lle HIV-ASSIST ilk 5 rejimi
arasindaki uyum

Maddali. JAIDS. 2019;82:188.
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http://www.clinicaloptions.com/

HIV-ASSIST/Dislanan llaclar: Varsayilan Ayar????
Her ulke/durum/hasta icin bireysellestirilebilir

‘ Exclude these ARVs

] 3TC (Lamvaame/EpIVIr) SQVIT (Saquinavir-ritonavir/Invirase and ] FOS (Fostemsavir/Rukobia)
] FTC (Emtricitabine/Emtriva) MNorvir) SITC/AZT (Combivir)

[ ABC (Abacavir/Ziagen) 1DV (Indinavir-ritonavir/Crixivan and TODF/FTC (Truvada)

] TAF (TenofovirVemlidy) MNorvir) (] ABC/3TC (Epzicom)

3 TDF (Tenofovir/Viread) MFEV (MelfinavirViracept) | TAF/FTC (Descovy)

ALT (Zidovudine/Generic) [ ATVIr (Atazanavir-ritonavir/Reyataz and ] DTG/RPV (Juluca)

04T (Stavudine/Zerit) Morvir) ] BIC/TAF/FTC (Biktarvy)

@ DDl (Didanosine/Videx) [ ATV/c (Atazanavir-cobicistat/Evotaz) ] DTG/ABC/3TC (Triumeq)
] EFV (Efavirenz/Sustiva) ] ATV (Atazanavir/Reyataz) E EVG/C/TDF/FTC (Stribild)
] ETR (Etravirine/Intelence) [ DRV (Darunavir/Prezisia) ] EVGIC/TAF/FTC (Genvoya)
[l RPV (Rilpivirine/Edurant) [ DRV {Darunavir-ritonavir/Prezista and f RPVITDF/FTC (Complera)
MNVP (Neviraping/\Viramune) MNorvir) ] RPV/TAF/FTC (Odefsey)
[ DOR (Doravirine/Pifeltro) || DRV/c (Darunavir-cobicistat/Frezcobix) EFVITODR/FTC (Atripla)
LPWV/T (Lopinavir-ritonavir/kKaletra) || RAL (Raltegravir/lsentress) [ DRWICITAF/FTC (Symtuza)
FPVIr (Fosamprenavir-ritonavir/lLexiva and [ EVG/c (Elvitegravir-cobicistat/Vitekta) od DOR/TDR/ATC (Delstrigo)

MNomvir) || DTG (Dolutegravir/ Tivicay) [ DTG/ATC (Dovato)
TPVIT (Tipranavir-ritonavir/Aptivus and (] BIC (Bictegravir/NA) :| CAB (Cabotegravir/Apretude)
MNorvir) ] MVC (Maraviroc/Selzentry) | CAB/RPV (Cabenuva)
|| IBA (Ibalizumab/Trogarzo) DTG/TDFATC (TLD)
Check any ARVs you would like to exclude due to Allergies, Side Effects or other reasons. Older and less preferred ARVs are pre-selected for exclusion. This will exclude any regimens that include the checked AREVs
from the results. ARVs that are in the current regimen will not be excluded

(| Whatis your preferred regimen? > —

o0 &J oo

Istege bagl: diisiindiigiiniiz bir rejim ekleyin

Select the ART regimen you are considering for this patient. —

www.hivassist.com




HIV-ASSIST Ciktisi: Rapor Sekmesi, En Ust Siradaki Rejimin
ve Tercih edilen Rejimin Gerekcelerini Igerir

Mutations: Mone Adherence: No options selected View results
Comorbidities: Hyperlipidemia CD4: Unknown

Comedications: Atorvasiatin Viral load: Unknown

Treatment history: None HLA-B5701: Positive (or unknown)

Current regimen: None Tropism: Unknown

Instructions {Click to expand)

Take the tour

HIV-ASSIST Expert Guidance Report Additional Information -

Regimen ted Score A Active Drugs Total Pills Frequency (x/day)

RAL+TDF/FTC 1.9 3 3 1
DRV/c+TDF/FTC 2.1 3 2 1

www.hivassist.com



HIV-ASSIST Ciktisi: Rapor Sekmesi

Report

[ Preferred regimen based on the HIV-ASSIST algorithm: DTG+TDF/FTC >

DTG+TDF/FTC Nam meteweswaighied coore (0 55) among all regimens HIV-ASSIST evaluated 1n general lowesi=sset=T =0 hied scores are considered preferable with respect
fo achieving viral suppression and maximizing tolerability. Your patient may have other considerations we did not factor and this report should not be considered a guaraniee of likely
success with this patient. Please use clinical judgement in making final ARV selections. Other regimens you may wish o consider are listed below. A full list of ARV regimens analyzed

by the HIV-ASSIST algorithm can be found by clicking the Expert Tab above.

Regimen

DTG+TDF/FTC

Weighted Score Active Drugs Total Pills Frequency (x/day)

0.55 3 2 1

The rationale behind why this regimen was chosen by our algorithm as the most appropnate is shown below:

Score (Change)
1.2 (+1.2)

1.2 (+0)

1.2 (+0)

0.7 (-0.5)

0.45 {(-0.25)
0.52 (+0.1)

0.55 (Final)

www.hivassist.com

Explanation

Base score for this regimen

Fill burden: All regimens with more than one pill once per day incur a pill burden penailty.

Mutations: A mathematical mutation penalty was incorporated based on mutation scores from the Stanford Database

Comarbidities: This regimen was prioritized due to use of TDF in Hyperlipidemia.

Hiperlipidemi ile
. DTG ve TDF'ye

Comarbidities: This regimen was prioritized due to use of DTG in Hyperlipidemia.
ARNV-ARV Interactions: This regimen incurred a penalty due to interactions between DTG and TDF.

Final weighted score

oncelik verildi



Bireyse

HIV-ASSIST: EK Bilgl Sekmesi,

HIV-ASSIST Expert Guidance Report Additional Information -

< Comorbidities, Side Effects, and Pregnancy Interactions =

MLLDS ST incorporates a mathematical penalty into our algorithms for ARWVs that are less preferred due to c or side-effects, based on recommendations from DHHS
guidelines and HIV-AS SIS T ‘ i e Iiggest that the listed ARV is less favored in the presence of the stated comorbidity or side

effect.

Chronic Renal (Kidney) Disease GFR 30-60 -

STC - penalty: 0.05
FTC - penalty: 0.05
ABC - penalty: O

TAF - penalty: 0.05%

TDF - penalty: 1

Penalty:

HIV-ASSIST Notes:

ALT - penalty: O
D4T - penalty: 0.1
DDl - penalty: 0.25

EFV - penalty: O

T e e [ o= TN

www.hivassist.com

Consider avoiding TDF if GFR< 60mlfmin as it has been associated with renal tubulopathy. Most experts recommend switching to a TAF or TAF
containing fixed dose combination, or avoiding tenofovir. When given individually, TDF is dosed 300mg qd48hrs at Cr Cl 30-49. As part of TDF/FTC,
dosed at 1 tablet qd8hours. TDF/FTC coformulations are not recommended under CrCl<=50. More information: https/fweew hivouw. edulgol/basic-
primary-cara/primary-care-medical-management/core-concept/allFchronic-kidney-disease

T

| ARV'lerin Komorbiditelere Gore Puanlanmasi

Bireysel ARV'ler
Icin cezanin
aciklamasini
gosterir



HIV-ASSIST: Ek Bilgi Sekmesi, Liverpool HIV llac
Etkilesimleri

| Atorvastatin v \

DRVIT - penalty: 0.5 v |

Penalty: 0.5

HIV-ASSIST Notes:  DVRr plus atorvastatin 10mg similar to atorvastatin 40mg administered alone. Titrate atorvastatin dose carefully and do not exceed 20mg
atorvastatin daily.

Liverpool Interaction Status:  Amber/Moderate: Interaction Expected (Low Quality of Evidence)

Liverpool Notes: Coadministration of atorvastatin (10 mg once daily) and darunavir/ritonavir (at a dose lower than recommended or with a different dosing
regimen) increased atorvastatin AUC by 3-4-fold, increase Cmin by ~53.2-10-fold and increased Cmax by ~2-fold. When administration of
atorvastatin and boosted darunavir is desired, it is recommended to start with an atorvastatin dose of 10 mg once daily. A gradual dose
increase of atorvastatin may be tailored to the clinical response. Prezista Summary of Product Characteristics, Janssen-Cilag Ltd, July
2018. Coadministration of atorvastatin (40 mg once daily alone, 10 mg once daily with darunavir/ritonavir) and darunavir/ritonavir (300/100
mg twice daily) was studied in 15 subjects. Atorvastatin Cmax and AUC decreased by 44% and 15%, respectively and Cmin increased by
&1%. Co-administration of darunavirfritonavir with HMG-Co A reductase inhibitors may lead to adverse events such as myopathy. Titrate
atorvastatin dose carefully and use the lowest necessary dose while monitoring for adverse events. Do not exceed atorvastatin 20 mg/day.
Frezista Prescribing Information, Janssen Pharmaceuticals Inc, January 2018., Summary:MNote: this interaction was studied using a
darunavirfritonavir dose lower than that licensed. Coadministration increases atorvastatin concentrations. Coadministration of atorvastatin
(10 mg once daily) and darunavirfritonavir (300/100 mg twice daily) resulted in atorvastatin exposure that was only 15% lower than that
obtained with atorvastatin 40 mg once daily alone. When coadministered it is recommended to start with atorvastatin 10 mg once daily. A
gradual dose increase may be tailored to the clinical response. A daily dose of 40 mg atorvastatin should not be exceeded with careful
safety monitoring. (Mote, the US product label for Prezista states not to exceed atorvastatin 20 mg/day.)

www.hivassist.com



HIV-ASSIST: Herhangi Bir Rejim icin EQitim Sayfalar

Mutations: Mone Adherence: Mo options selected View resulis
Comorbidities: Hyperlipidemia CD4: Unknown

Comedications: Atorvastatin Viral load: Unknown

Treatment history: None HLA-B5701: Positive (or unknown)

Current regimen: None Tropism: Unknown

Instructions (Click to expand)

Take the tour Start Over

HIV-ASSIST Expert Guidance Report Additional Information -

Regimen Weighted Score A Active Drugs Total Pills Frequency (x/day)

RAL+TDF/FTC 19 3 3 1

DRV/c+TDF/FTC 2.1 3 2 1

WWW.hivassist.com



HIV-ASSIST: Herhangi Bir Rejim icin EQitim Sayfalar

Mutations: None
Comorbidities: Hyperlipidemia
Comedications: Atorvastatin
Treatment history: None
Current regimen: None

Instructions (Click to expand)

HIV-ASSIST Expert Guidance

Regimen

RAL+TDF/FTC

DRVIC+TDF/FTC

www.hivassist.com

Report

-

-

Additic

Weighted

1.9

2.1

Adherence: Mo options selected View resulis
CD4: Unknown

| ]
L 1L i aTELY TN

Education Sheet for DTG+TDF/FTC >

Info Sheet Dasing Info @ Rationale

This is a genenc educational information sheet for 2 NETIs + 1 INSTI regim@

Cverview

Regimens containing one INSTI (e, RAL, EVG/c, and DTG, BIC) combined with 2 NRTI are well-studied and supported in literature. Current
recommendations by DHHS (2022) and 1AS-USA (2022) suggest that an INSTI + 2MNRTI are "Recommended as an initial regimen” in most treatment

naive patients. DTG with TAF/FTC or TDF/FTC, and BIC/TAF/FTC are considered the preferred regimens within HIVASSIST for treatment
naive patients. DTG/ABC/3TC continues to be recommended in DHHS (2022) guidance, but ABC containing regimens are no longer preferred in

IAS-USA guidance owing to "concerns about its association with cardiovascular disease, nsk of abacavir hypersensitivity, burden of HLA B*B3701
testing, and no substantial advantage over DTG/3TC." EVG/c/TAF/FTC and EVG/c/TDF/FTC are also available coformulated, but have the
disadvantage of including an INSTI with a lower barrier to resistance and inclusion of a booster which can have drug interactions. Consequently,
EVG/c regimens are no longer preferred in most instances, and have a higher HIVASSIST "weighted score'. Similarly RAL containing regimens (with
TAF/FTC or TDF/FTC) are regimens that can be 'recommended in certain clinical situations' according to DHHS (2022) guidelines; RAL containing
regimens are ranked lower within HIVASSIST owing to a lower barrier to resistance and the potential for treatment emergent virus after failure.

3 2 1



HIV-ASSIST Ciktisi: Egitim Sayfalari Onemli
Literatlirden Kanitlarin Ozetlerini Icerir

Efficacy in Clinical Trials

TREATMENT NAIVE DTG or BIC

Trial Name

Drugs Compared

Participants

Study Results

SINGLE

ABC/3TC/DTG vs.
TDF/FTC/EFV

833 tx-naive

At week 48, the proportion of participants with an HIV;
level of less than 50 copies per milliliter was significant

in the ABC/3TC/DTG group than in the TDR/FTC/EVF g

vs. 81%) due primarily to discontinuations because of :
events (2% in the ABC/3TC/DTG group and 10% in the
TDR/FTC/EVFE group). At week 144, ABC/3TC/DTG rema

superior (71% vs 63% wiral SIJ[J[IIFEESiCIr‘I}.[: 10]

FLAMINGO

2 NRTIs plus DRV/r or
DTG

484 tx-naive

At 48 weeks, DTG outperformed DREV/r (viral suppressi
83%, respectively). Discontinuation due to adverse effe

higher in the DRV/r group than the DTG group (2% vs §

respectively), which contributed to the differance in the

rate. DTG continued to outperform DRV/r at 96 weeks

suppression 80% vs 656%)17. 4]

SPRIMNG-2

2 METlz plus DTG or
RAL

822 tx-naive

At 48 and 96 weeks, once-daily DTG was non-inferior t¢

daily RAL (88% vs §5% viral suppression at 48 weeks, a3

76% at 96 weeks), with a similar safety profilel!3 ™4

ARIA

ABC/3TC/DTG vs.
TDF/FTC+ATV/r

495 tx-naive women

At 48 weeks, ABC/3TC/DTG was superior in terms of virclogic
suppression (62% vs 71%). There were fewer virological

nonresponses and fewer discontinuations due to adverse events
in the ABC/3TC/DTG arml’!

Trial 1490

TAF/FTC/BIC vs,
TAR/FTC/DTG

B57 tx-nave

At week 96, HIV-1 RMNA less than 50 copies per mL was achieved
by 269 (84%) of 320 participants in the bictegravir group and 281
(66%) of 325 in the dolutegravir group (difference -2.3%, 95% C

-1.9 to 3.2), demonstrating non-inferiority of the bictegravir

. . : . 161
regimen compared with the dolutegravir regimen.[18!

Trial 1489

TAF/FTC/BIC vs,
ABC/3TC/DTG

631 tx-naive

At week 96, bictegravir, emtricitabine, and tenofovir alafenamide
was non-inferior to dolutegravir, abacavir, and lamivudine, with
276 (88%) of 314 participants in the bictegravir group versus 283
(90%) of 315 participants in the dolutegravir group achieving
HIV-1 RMA less than 50 copies per mL (difference -1.9%; 95% Cl
6.9 to 3.1).17]

Trial 1475

BIC/ TAF/FTC versus
DTG + TAF/FTC

125 tx-naive

At week 24, BIC/TAF/FTC and DTG + TAF/FTC both showed high
efficacy. 63/65 (96.9%) in the bictegravir group had HIV-1 RNA
loads of less than 50 copies/ml| compared with 31/33 (93.9%) in
the dolutegravir group (weighted difference 2.9%, 95% Cl -8.5 to
14.2; p=0.50).["8]
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RHIVASSIST

HIV-ASSIST Uygulamasinin
Klinik Pratikle Korelasyonu



Amac

Turkiye'de antiretroviral tedavi kararinda klinisyenin secimi ile HIV
ASSIST onerilerinin uyumu ve etkileyen faktorleri incelemek
amaclanmistir.



Metot

Elektronik tibbi kayitlar kullanilarak kesitsel retrospektif
Son 6 ayda tedavi karari verilen tum HIV’le yasayan birey
ART deneyimsiz / deneyimli 101 olgu

Birincil sonlanim noktasi; recete edilen ART rejimleri ile HIV-ASSIST
sonuclarl arasindaki uyum

Uyumu etkileyebilecek faktorler



Incelenen ortak degiskenler

Home ARV Selection Tool - About - Contact

wASSIST

v Selection Tool

Mutations

Enter the patient's HIWV mutations
(eg, M184V or 184V). You can use "ins™ or "de
commas. Example: 1824V, 65

as needed (eg, K& del). Separate mutations with

Viral Load CD4 Cell Count

R
£n
[

) Suppressed (=50) for more than 6 ()
months ~

) Suppressed (=50) for less than 6 months  — < 2g0Q
or Low Level Viremia (<200)

) Low (200 - 100,000)
() High (100,000 - 500,000)
) Very high (= 500,000)

Unknown

i
13

ect the patient’s CD4 cell count (if known).

s
i

3 B & L I, M T 3 - » !
ect the patient's HIV wviral load {if knownmn)

Comorbidities, ARV Side Effects, or Pregnancy

Select (from drop-down list) or enter the patient's comorbidities or side effects from current ARV

or if the patient is p

Treatment History (Prior Failing Regimens)

Enter the patient's previous ART medications on which the patient had detectable viremia |

regimen). Do not include the current regimen (if any).

48]
48]

, Tailing

Donate

-

with or without the mutated amino acid but using uppercase

Adherance

[ Patients with pill aversion {prioritize smaller pills)
[ Patients who prefer once daily dosing

[ Patients with intermittent adherence

[ ] Increase prioritization of at least 3 active drugs
[ Penalize regimens with NW/IM/SQ dosing

D ptions for patients with poor adherence.

HLA-B5701 Tropism

() Positive (or unknown) ) RS virus

@ MNegative (2 X4 virus

9y
13

) Dual Tropic virus

a B a: | - i Y e B B o . . W i
ect the patient's HLA-B5701 status (if known)

@ Unknown

Select the patient’s HIV tropism (

Co-medications

S a-l- -t ey
e (B I (LR

st or enter patient's current medications

Current Regimen

Enter the patient's current regimen (if any)



* Mevcut rehberler uygun ART rejimi secimi icin tek bir referans standardi
olmadigini belirtmektedir.

TO\)B Recete edilen rejim, HIV-ASSIST'in onerilen ilk bes rejimi
arasinda yer almiyorsa, rejimler uyumsuz kabul edildi.!

Ek olarak, klinisyenin recete ettigi rejim ile en yuksek dereceli

HIV-ASSIST onerisi (1 numarali rejim) ayni olan rejimlerin
oranini degerlendiren baska bir analiz yaptik (mutlak uyum).

Ramirez JA et al. Evaluating the Concordance of Clinician Antiretroviral Prescribing Practices and HIV-ASSIST, an Online Clinical Decision Support Tool. J Gen Intern Med. 2020;35(5):1498-1503



Home ARV Selection Tool - About - Contact Donate Log in
HIVASSIST

Mutations: None Adherence: No options selected View results
Comorbidities: Mone CD4: Unknown

Comedications: Mone Viral load: Unknown

Treatment history: None HLA-B5701: Negative

Current regimen: None Tropism: Unknown

Instructions (Click to expand)

HIV-ASS5IST Expert Guidance Report Additional Information -

Copy Excel CsSV Frint Print/Export All Search:
Show | 15 ~  entries
Regimen Weighted Score I& Active Drugs Total Pills Frequency (x/day)

pemere

DOR+TAF/FTC

DRV/r+ TAF/FTC 1.7 3 3 1
DTG+DRV/c 2 2 2 1
EVG/a/TAFFTC 2 3 1 1

Al « TALC/INT = =% 4 ol bl |



Exclude these ARVs

[J 3TC (Lamivudine/Epivir)

) FTC (Emtricitabine/Emtriva)

] ABC (Abacavir/Ziagen)

[J TAF (Tenofovir alafenamide/Vemlidy)
& TDF (Tenofovir diproxil fumarate/Viread)
B AZT (Zidovudine/Retrovir; Generic)
@ D4T (Stavudine/Zerit)

@ DDI (Didanosine/Videx)

] EFV (Efavirenz/Sustiva)

) ETR (Etravirine/Intelence)

[J RPV (Rilpivirine/Edurant)

NVP (Nevirapine/Viramune)

)] DOR (Doravirine/Pifeltro)

LPVIr (Lopinavir-ritonavir/Kaletra)

FPVIr (Fosamprenavir-ritonavir/Lexiva and

Norvir)

TPVIr (Tipranavir-ritonavir/Aptivus and
Norvir)

SQVITr (Saquinavir-ritonavir/Invirase and
Norvir)

IDVIr (Indinavir-ritonavir/Crixivan and
Norvir)

NFV (Nelfinavir/Viracept)

) ATVIr (Atazanavir-ritonavir/Reyataz and
Norvir)

] ATVIic (Atazanavir-cobicistat/Evotaz)

] ATV (Atazanavir/Reyataz)

J DRV (Darunavir/Prezista)

] DRVIr (Darunavir-ritonavir/Prezista and
Norvir)

] DRV/c (Darunavir-cobicistat/Prezcobix)

] RAL (Raltegravir/lsentress)

] EVGIc (Elvitegravir/NA)

)] DTG (Dolutegravir/Tivicay)

] BIC (Bictegravir/NA)

[J MVC (Maraviroc/Selzentry)

] IBA (Ibalizumab/Trogarzo)

] FOS (Fostemsavir/Rukabia)

3TC/IAZT (Combivir)

TDF/FTC (Truvada)

] ABC/3TC (Epzicom)

[J TAF/FTC (Descovy)

] DTG/RPV (Juluca)

] BIC/TAF/FTC (Biktarvy)

(] DTG/ABC/3TC (Triumeq)
EVG/C/TDF/FTC (Stribild)
(] EVGIC/TAF/FTC (Genvoya)
RPVITDF/FTC (Complera)
(] RPVITAF/FTC (Odefsey)
EFVITDF/FTC (Atripla)

)] DRVIC/TAF/FTC (Symtuza)
DOR/TDF/3TC (Delstrigo)
[J DTG/3TC (Dovato)

] CAB (Cabotegravir/Apretude)
] CAB/RPV (Cabenuva)
DTG/TDF/3TC (TLD)

) LEN (lenacapavir/Sunlenca)

Check any ARVs you would like to exclude due to Allergies, Side Effects or other reasons. Older and less preferred ARV are pre-selected for exclusion. This will exclude any regimens that include the checked ARVs
from the results. ARVs that are in the current regimen will not be excluded. Please note, if a specific individual ARV 1s excluded (e.g., TDF), all combinations that include this drug (e.g., TOF/FTC) will also be

excluded.



Tirkiye'de ART

* Henuz onaylanmamis molekuller;

* Cabotegravir, fostemsavir, ibalizumab

* [lac pazarinda olmayan molekdiller:

* Atazanavir, doravirin

* Kombine tek tablet preperati olmayanlar;

* TAF/FTC, ABC/3TC, DTG/3TC, DTG/TDF/3TC, DRV/c, Efavirenz ve Rilpivirin tum kombinasyonlar

* Kombine halde olup molekuller tek tableti olmayanlar;

* FTC

* Dusuk doz tabletler:;
* 3TC 150 mg

Licensed Products List. Turkish Medicines and Medical Devices Agency, Republic of Turkey Ministry of Health. Available at https://www.titck.gov.tr/dinamikmodul /85



https://www.titck.gov.tr/dinamikmodul/85

Concordance and Absolute Concordance of
Clinician-Prescribed ART Regimen with
HIV-ASSIST Recommendation Ranking

Total (101)

Naive (76)

Experienced (25) &@/

0 20 30 40 50 10 70

Rank: 1 (Absolute Concordance) m 2-5 >5 (discordant)
® Treatment-experienced cases’ concordance: 92%
® Treatment-naive cases’ concordance: 89.5%

® Total cases’ concordance: 90.1%




Association of Viral and Patient Characteristics and Differences Between Clinician
Prescribed ARV Regimen and HIV-ASSIST Top Five Recommendation

ALL PATIENTS Number Univariate Multivariate
Concordance disagreement OR (95% Cl) p* OR (95% CI) p*
(%)
BMI
<25 5(8.3) Reference
>24.99 5(12.2) 1.528 (0.413-5.656) @ 0.526 | 1.222 (0. 15-9.926) 0.851
Alcohol consumption
Yes 3 (4.8) 0.232 (0.056-0.961) 0.044 0.152 (0.01-1.211) 0.075
No 71(17.9) Reference
Single tablet request
Yes 2 (15.4) 1.818 (0.341-9.685) @ 0.484 8.048(0.279-231.935) 0.224
, blo ~ 8(9.1) Reference
Hyperlipidemia
No 7 (7.9) Reference
Yes < 3(25) 3.905 (0.856-17.81) 0.079 24.628 (1.76-344.681) 0.017
Co-trimoxazole
prophylaxis
No 5(6.2) Reference

_ Yes y 5 (25) 5.067 (1.303-19.694) = 0.019  27.431(2.27-331.11)  0.009




Association of Viral and Patient Characteristics and Differences Between Clinician
Prescribed ARV Regimen and the Highest Ranked HIV-ASSIST Recommendation

ALL PATIENT
Absolute concordance

BMI
<25
>24.99
Alcohol consumption
Yes
No
Single tablet request
Yes
No
Viral load (copy/mm?)
More than 6
Months <50
Less than 6
Months <50, LLV
200-100,000
100,000-500,000
>500000
@ Hyperlipidemia
No
> Yes <
Co-trimoxazole
prophylaxis
MNo

- Yes y

~N

NMumber

disagreement

(%)

25 (41.7)
15 (36.6)

22 (35.5)
18 (46.2)

3 (23.1)
37 (42)

4(21.1)
4 (40)
12 (35.3)
8 (47.1)
12 (60)

33 (37.1)
7 (58.3)

23 (28.4)
17 (85)

Univariate
OR (95% ClI)

0.808 (0.357-1.828)

0.642 (0.284-1.452)

0.414 (0.106-1.608)

2.5 (0.467-13.393)

2,045 (0.553-7.567)
3.333 (0.776-14.313)
5.625 (1.359-23.274)

2.376 (0.697-8.092)

14.29 (3.821-53.438)

Multivariate

p* OR (95% CI)
Reference
0.608 0.366 (0.077-1.752)
0.287 0.324 (0.078-1.345)
Reference
0.202 0.613 (0.043-8.745)
Reference
Reference
0.285 1,024 (0.088-11,878)
0.284 0.724 (0.084-56.28)
0.105 1.026 (0.092-11.441)
0.017 0.961 (0.079-11.722)
Reference
0.166 7.804 (1.196-50.901)
Reference
<0.001 95.257 (8.687-1044.532)

p*

0.208

0.121

0.718

0.985

0.770
0.984
0.975

0.032

<0.001




Exclude these ARVs

[J 3TC (Lamivudine/Epivir)

) FTC (Emtricitabine/Emtriva)

] ABC (Abacavir/Ziagen)

[J TAF (Tenofovir alafenamide/Vemlidy)
& TDF (Tenofovir diproxil fumarate/Viread)
B AZT (Zidovudine/Retrovir; Generic)
@ D4T (Stavudine/Zerit)

@ DDI (Didanosine/Videx)

] EFV (Efavirenz/Sustiva)

) ETR (Etravirine/Intelence)

[J RPV (Rilpivirine/Edurant)

NVP (Nevirapine/Viramune)

)] DOR (Doravirine/Pifeltro)

LPVIr (Lopinavir-ritonavir/Kaletra)

FPVIr (Fosamprenavir-ritonavir/Lexiva and

Norvir)

TPVIr (Tipranavir-ritonavir/Aptivus and
Norvir)

SQVITr (Saquinavir-ritonavir/Invirase and
Norvir)

IDVIr (Indinavir-ritonavir/Crixivan and
Norvir)

NFV (Nelfinavir/Viracept)

) ATVIr (Atazanavir-ritonavir/Reyataz and
Norvir)

] ATVIic (Atazanavir-cobicistat/Evotaz)

] ATV (Atazanavir/Reyataz)

J DRV (Darunavir/Prezista)

] DRVIr (Darunavir-ritonavir/Prezista and
Norvir)

] DRV/c (Darunavir-cobicistat/Prezcobix)

] RAL (Raltegravir/lsentress)

] EVGIc (Elvitegravir/NA)

)] DTG (Dolutegravir/Tivicay)

] BIC (Bictegravir/NA)

[J MVC (Maraviroc/Selzentry)

] IBA (Ibalizumab/Trogarzo)

] FOS (Fostemsavir/Rukabia)

3TC/IAZT (Combivir)

TDF/FTC (Truvada)

] ABC/3TC (Epzicom)

[J TAF/FTC (Descovy)

] DTG/RPV (Juluca)

] BIC/TAF/FTC (Biktarvy)

(] DTG/ABC/3TC (Triumeq)
EVG/C/TDF/FTC (Stribild)
(] EVGIC/TAF/FTC (Genvoya)
RPVITDF/FTC (Complera)
(] RPVITAF/FTC (Odefsey)
EFVITDF/FTC (Atripla)

)] DRVIC/TAF/FTC (Symtuza)
DOR/TDF/3TC (Delstrigo)
[J DTG/3TC (Dovato)

] CAB (Cabotegravir/Apretude)
] CAB/RPV (Cabenuva)
DTG/TDF/3TC (TLD)

) LEN (lenacapavir/Sunlenca)

Check any ARVs you would like to exclude due to Allergies, Side Effects or other reasons. Older and less preferred ARV are pre-selected for exclusion. This will exclude any regimens that include the checked ARVs
from the results. ARVs that are in the current regimen will not be excluded. Please note, if a specific individual ARV 1s excluded (e.g., TDF), all combinations that include this drug (e.g., TOF/FTC) will also be

excluded.



Sonugclar

Bireysellestiriimis ARV secimi

Rehberler + Multifaktoriyel sentez + Deneyim



Rehberlerin degisikliklerinin siklig

Terapotik seceneklerin kullanilabilirligi

Klinik karar vermeyi desteklemek icin

venilikci ve doqrulanmis araclara duyulan ihtiyac



Sonuclar-2

* Kilavuzlar;
* ART secimi veya gecisi icin tek degiskenli oneriler

* HIV-ASSIST klinisyenlerin birden fazla degistirici faktoru ayni anda
degerlendirmelerine yardimci olabilir.



Sonuclar-3

* Klinisyenler karar verme sureclerine HIV-ASSIST algoritmalari tarafindan
vakalanmayan diger degiskenleri dahil edebilirler.
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The 19th European AIDS Cl In IE3|
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Warsaw, Poland, 18-21

October, 2023.

ePoster 089: «Comparison of clinician preference and HIV-ASSIST
recommendations in antiretroviral therapy decision-making:

A single center experience from Turkey»
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degisimin
kendisidir."
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