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Kuresel Obezite Salgini: Cografi Lokasyona Gore Prevalans
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HIV'le Yasayan Bireylerde Kilo Alimi, Virisun, ART'nin, Bireye ve Cevreye Ozgl Risk
Faktorlerinin Iginde Bulundugu Cok Sayida Etmene Baglhidir

Viris
Semptomatik HIV/AIDS
CDh4

VY

HIV ile iligkili Risk Faktérleri

infografik Gilead Sciences tarafindan olusturulmustur, asagidaki kaynaklardan alinan verilerle
desteklenmistir:

1. Crum-Cianflone N, et al. PLoS ONE 2010;5:10106

2. Keithly JK, Swanson B. J Assoc Nurses AIDS Care 2013;24(1 Suppl):S103-11

3. Lakey W, et al. AIDS Res Hum Retroviruses 2013;29:435-40

4. Taylor BS, et al. J Acquir Immune Defic Syndr 2014,65:e33-40

Sigara kullanimi;

Cevre

EREN Y
Irk/etnisite
Cinsiyet
Diabetes mellitus

Hipertansiyon
Hiperlipidemi
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HIV lle Yasayan Kisilerde Kilo Alimi

Taking TDF or other
non-TAF NRTIs with
an NNRTT or boosted P1
Y
Suppression of appetite
or weight gain with
potental mitochondrial
toxicity
*Weight gain
suppressed more with
certain pharmacogenctic & T v = - —
profiles (eg, EFV slow b
metabolizers) ’

Wood BR etal 2021 Excess Weight Gain With Integrase Inhibitors and Tenofovir Alafenamide: What Is the Mechanism and Does It Matter? Open Forum Inf Dis



HIV Enfeksiyonu ve Adipoz Doku
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Kaiser Permanente (ABD) :I:

HIV Durumu ve Baslangi¢c VKI'ye Gore VKI'deki Degisimler

ART baslanan 8,256 HIV pozitif bireyi ve 129,966 HIV negatif bireyi iceren retrospektif, eslestiriimis kohort calismasi
(2006-2016)

HIVile  HIV Negatif HIV Durumuna Gére VKIi Degisimi

Baslangig Ozellikleri Yasayan Bireyler

Bireyler (n=129,966)

n=8,256 32 - if Bi . o
( ) E\"\_/]i'\?'eg‘éé&rey'e.r baslangigta daha diisiik VKi’ye
Ortalama yas, y1l 41 42 T aoag) e Brever sahipti  HIV negatif
Erkek % 38 87 _ 30 - Yida 0.06 kg/m? (referans) j?ff bireylerin li¢ kati hizda artig
. . 0 B) _|— T
Etgék aKZc’ke”/ I % 26 20 < JT_— T 1 1 = 12.Yila gelindiginde, HIV pozitif
cyaz < 28 1 ve HIV negatif bireylerin VKI
Siyahi 26 26 = 28,4 diizeyleri benzerdi
Alkol kullanim bozuklugu, % 11 7 = Kisitlamalar: bazi hasta 6zellikleri
Madde kullanim bozuklugu, % 16 6 26 1 baslangigtan sonra degisebilir
Yilda 0.22 kg/m? (P<0.001) (6rn. sigara kullanimi) Regresyon
Sigara icme Oykusu a7 37 25,8 analizi baglangi¢ VKl'ye gore
. 24 ' ’ ’ ’ ’ . — ayarlanmamistir- Baglangicta 53
Baslangi¢ VKI (kg/m?), % 0 ) 4 6 8 10 12 ve %75 fazla kilolu/obez
Zayif (<18.5 3 1 .
No}r/mz(all (18 2-24 9) 44 24 Bag'agg'gta”\}t'lbare”
Sl ecen Yl
Fazla kilolu (25-29.9) 35 38 ¢
Obez (>30) 18 37

— Calismanin sonunda, HIV durumundan bagimsiz olarak VKi benzer bulunmus
Medyan VKI dlgim # (IQR) 8 (4-17) 5(2-9) olsa da, artis hizi HIV ile yasayan bireylerde anlaml dl¢iide daha yiiksektir; bu
durum uygun kilo yonetimi girigsimlerinin geregini vurgulamaktadir

Silverberg MJ, et al. AIDS 2020. Oral OAB0603 6




Kaiser Permanente, ABD ) _
Kilo Aliminin HIV'e Ozgu Risk Faktorlerini Netlestirmek Icin Daha Fazla Arastirma
Gereklidir

E—
Normal/zayif Fazla kilolu Obez
(<25.0 kg/m?) (25.0-29.9 kg/m?) (230 kg/m?)
28 1 HIV Negatif Bireyler 32 - HIV Negatif Bireyler 38 1 HIV Negatif Bireyler
— ﬁwﬁ%?e%a@ayan Bireyler — ﬁwﬁ%@;@ayan Bireyler — ‘-Iwﬁ%%@ayan Bireyler
(N=3,852) (N=2,927) (N=1,477)
& 26 - 25,1 30 - 36 -
E Yilda 0.31 kg/m? (P<0.001) 28.3
> vild 2 ’ 335 2o 33,5
S ilda 0.18 kg/m? (P<0.001) Yilda 0.07 kg/m2 (P=0.09)
=24 28 - .
= LI 7
>
22 1 Yilda 0.20 kg/m? (referans) 26 1 Yilda 0.09 kg/m? (referans) 32 1 Yilda -0.02 kg/m? (referans) 33,2
26,2 32,6
21,6
20 ' ' ' ' T T — 24 T T ' ' ' ' — 30 ' r T . r T —
0 2 4 6 8 10 12 0 2 4 6 8 10 12 0 2 4 6 8 10 12

Baslangigtan itibaren Gegen Yil

« 12. yila gelindiginde, HIV pozitif ve HIV negatif bireylerin BKI diizeyleri benzerdi, ikisi de fazla kilolu kategorisinin Ust sinirindaydi
(ortalama 28.4 kg/m? ve 29.4 kg/m?)

« HIV ile yasayan bireylerde, baslangi¢c VKI analizi de dahil olmak lizere, VKI artisi daha hizliydi (0.22 kg/m?/yil vs 0.06)
« HIV ile yasayan bireylerde VKI hizla artmaktadir ve demografik olarak benzer 6zelliklere sahip HIV negatif bireylerin diizeylerini kisa

zamanda asabilir.

Silverberg MJ, et al. AIDS 2020. OAB0603 7




Calisma 1489: Tedavi Naif Yetiskinlerde B/F/TAF vs ABC/3TC/DTG

HIV ile yasayan bireylerde kilo degisimi miiltifaktoryeldir, Biktarvy ve TAF ile
karsilastirma kollari ile kiyaslanabilir kilo degisimleri gosterilmistir

0 Calisma 1489° TANGO?

81 - T 1 Hafta 48
- ]

4.1 kg HIV'i Baskilanmig
3.5kg Yetigkinler (N=741

Medyan Kilo Degisimi,
kg (Q1, Q3)
D

TANGO 48. Hafta

2 : : , , , , o 1
0 24 48 72 96 120 144 X 0.8 0.8
Hafta I= ’ ’
2
Calisma 1489 D
o
B/FITAF DTG/ABC/3TC 005
Katilimcilar, % n=314 n=315 5;
Kilo kaybi ya da baslangica gore %
o 24 26 =
degisim yok B
O
29%5 kilo kazanimi 52 48 0
DTG +3TC  TAF Temelli
>%10 kilo kazanimi 29 25 Uclii Rejim

Kilo degisimi ile ilgili veriler, tedavi baslangic¢ onerilerini degistirmek icin yetersizdir.?
HIV ile yasayan bireylere diyet, egzersiz ve yagsam tarzi degisikligi onerileri ile
1. Orkin C, et al. EACS 2019. Basel, Switzerland. PE3/14 pOtanSiyeI kilo degi§imi hakklnda bilgi Verilmelidir.3

2.Van Wyk J, et al. IAS 2019. Mexico City, Mexico. Oral WEABO0403LB
3. Saag MS et al. JAMA 2020 Oct 14 doi: 10.1001/jama.2020.17025



TANGO: Faz 3, Randomize, Acik Etiketli, Cok Merkezli, Noninferiorite Calismasi

HIV Tedavisi

HIV ile Yasayan Bireylerde DTG/3TC vs. TAF Temelli Rejim:
144. Haftada Metabolik Saglikla llgili Sonuclar (1 / 2)

0Q0 TAF temelli rejim kullanan virolojikitEi AR EINS

olarak baskilanmig bireyler n=372 TAF temelli rejim

N=741*
144 Hafta Boyunca Kilo Degisimit
—=—TAF temelli rejim (n= 371)

o8 3.5 7 —e—DTG/3TC (n=369)
852 25 +2.2
2@ 151 +1.7
® 8.,@’ W
o0 -
5gE °°
§E.2 05 -
-_— ) '
§N8 .15
@3 '

2.5

0 24 48 72 96 120 144
Hafta

=2%35 kilo alimi: %39 (123/316) vs. %31 (94/303)

DTG/3TC vs. TAF temelli gruplarda 2%5 ve 2%10 kilo alimu:
>2%10 kilo alimi: %13 (42/316) vs. %12 (37/303)

Sonuglar

+ Kilinik guvenlilik. Baslangica kiyasla kilo, aglik lipidleri, glikoz degisimleri.
instlin direnci (HOMA-IR =2) ve metabolik sendrom prevalansi

144 Hafta Boyunca Giivenlilik ve Metabolik AO’lar

DTG/3TC TA':;j?nTe'”
(n=369) (n=371)
Herhangi bir AO 336 (91) 335 (90)
llag iligkili AO’lar 55 (15) 18 (5)
lag iliskili AO’lar, 48-144. Hafta arasi¥ 12 (4) 13 (4)
Calismadan g¢ekilmeye yol agan AO’lar 23 (6) 72
Calismadan ¢ekilmeye yol agan AQO’lar, 48-144.
9(3) 5(1)
Hafta arasi*
Ciddi AQ'lar 57 (15) 44 (12)
Metabolizma ve beslenme bozukluklari
Bozulmus gliikoz toleransi 1(<1) 2 (<1)
Tip 1 diyabet 1(<1) 0
Tip 2 diyabet 2 (<1) 1(<1)

TAF temelli rejimden DTG/3TC’ye gecis, 3 yil sonra benzer kilo artiglarina yol acti; bu hastalarda ilag
iligkili AO’larin ve tedavinin birakilmasina neden olan AO’larin orani daha yuksekti

sinifl, CD4 sayisl, yas, cinsiyet, irk, baslangictaki kilo, 6nceden TAF kullanim siiresi, bolge, vizite gore tedavi ve baslangig dederine gore tedavi etkilesimleri igin diizeltme yapan karma model tekrarlanan dlglimler

*TANGO c¢aligmasi yalnizca, ¢ogunlugu EVG/c/FTC/TAF veya RPV/FTC/TAF’tan olugan TAF temelli rejimlerle tedavi edilen bireyleri dahil etmistir;tDuzeltiimis ortalama kilo degisimi, tedavi, vizit, baslangigtaki Gi¢clincl ajan
. ®

kullanilarak hesaplandi;f iki grupta da n = 342. AO, advers olay; SE, standart hata
van Wyk J, et al. vIAS 2021, PEB164



Cesitli populasyonlarda ve kosullarda, TAF ve TDF arasinda TC:HDL orani
degisimi acisindan istatistiksel fark gorulmedi

%

.

HIV ile yasayan TN bireylerde 144 96 haftada HBYV ile yasayan HIV riski altindaki bireylerde
Haftada E/C/F/TAF vs E/C/F/TDF12 bireylerde TAF vs TDF3 96 Haftada F/TAF vs F/TDF4
Il E/C/FITAF, n=866 B TAF B FITAF, n=2,694
B E/C/FITDF, n=867 M ToF B F/TDF, n=2,693
— TC:HDL Orani £ TC:HDL orani . 1- TC:HDL orani
? é P=0.16* P=0.14* E,’
S g - —
g =) p— g
& 0,5 A 2 05 1 0.3 s 057 P=0.18*
= © 0,2 0,2 0,2 =
3 01 01 01 01 01 01 g © 0,1
> (. .. 1 . I | < 2 I 0
X 0 T 8 0 T 2 0 .
S Hafta Hafta  Hafta S Hafta 48 Hafta 96 S Hafta
2 8 >
% 48 96 144 § E 06
@ -0,5 -0,5 - & of
Baslangic 3.6 3.6 Baslangic 3.1 3.1 @ QBaglangic 3.4 35
n 772 394 740 368

TN, Tedavi Naif *P degerleri, 2 galigma kolunu karsilastirmak icin 2 tarafli Wilcoxon rank

sum testinden elde edilmistir

1. Arribas J, et al. J Acquir Immune Defic Syndr. 2017;75(2):211-218; 2.Sax P, et al. CROI 2015. Seattle, WA. Oral #143LB; 3. Agarwal K, et al. Journal of Hepatology 2018; 68(4): 672-681; 4. Ogbuagu O. et al, CROI 2020, Boston, MA. Oral 2940



RESEARCH ARTICLE

Weight gain before and after switch from TDF to TAF in a U.S.
" cohort study

Patrick WG Mallon™* (), Laurence Brunet®® (), Ricky K Hsu®?, Jennifer S Fusco® (), Karam C Mounzer®,
Girish Prajapati’, Andrew P Beyer’, Michael B Wohlfeiler® and Gregory P Fusco®

cjC-::-rresp—lz:»n|:|ing author: Laurence Brunet, 4819 Emperor Blvd, Suite 400, Durham, North Carolina 27703, USA. Tel: +919-827-0010. (laurence brunet@epividian.com)

Abstract

Introduction: Although weight gain has been reported with the use of integrase strand transfer inhibitors (InSTI), concurrent
use of tenofovir alafenamide (TAF) has been implicated in recent studies. This study examined weight changes in people living
with HIV (PLWH) who switched from tencfovir disoproxil fumarate (TDF) to TAF, to clarify the relative contribution to weight
gain of core agents versus TDF to TAF switch.

Methods: Antiretroviral-experienced, virologically suppressed PLWH in the U.S. OPERA cohort were included if they switched
from TDF to TAF (5NOV2015-28FEB2019) and either maintained all other antiretrovirals or switched from a non-InSTI to an
InSTI. Linear mixed models were used to assess weight changes before/after the switch to TAF (restricted cubic splines on
time) and rates of change over time (linear splines on time, based on the shape of the weight change curves). Changes in
weight on TDF or TAF were assessed among those who maintained other antiretrovirals (overall, by core class), and those
who maintained an InSTI or switched to an InSTI (by core agent). All models were adjusted for age, sex, race, (age-sex, race-
sex interactions), BMI, CD4 cell count, endocrine disorders and concurrent medications that could affect weight.

Results: A total of 6208 PLWH were included, with 5479 maintaining all other antiretrovirals (boosted protease inhibitor:
746, non-nucleoside reverse transcriptase inhibitor: 1452, InSTl: 3281) and 1429 switching from a non-InSTI to an InSTI
(elvitegravir/cobicistat: 1120, dolutegravir: 174, bictegravir: 129). In adjusted models, modest weight gain was observed over
time on TDF for most (0.24 to 0.71 kg/year); raltegravir was the exception with weight loss. Switching to TAF was associated
with early, pronounced weight gain for all (1.80 to 447 kg/year). This effect with TAF switch was observed both in PLWH
maintaining other antiretrovirals and those switching to an InSTI, regardless of which InSTI agent was used. Weight gain
tended to slow down or plateau approximately nine months after switch to TAF.

Conclusions: In this large, diverse US. cohort of PLWH, switching from TDF to TAF was associated with pronounced weight
gain immediately after switch, regardless of the core class or core agent, suggesting an independent effect of TAF on weight
gain.

2021 yilinda HIV (+) 6908
hastada verileri
incelendiginde TDF'ten TAF'a
gecen hastalardaki lipid
profili degisikligi arastiriimis.

6908 hasta da
kilo artisi oldu ancak

yaklasik 9 ay sonra bu kilo
artisl asagl meyletmeye
baslamistir ya da plato
cizmistir




Table 1. Demographic and clinical characteristics at TDF-to-TAF switch

Maintained NNRTI,

Maintained boosted PI,

Maintained InSTI,

Switched to InSTI,

n = 1452 n =746 n = 3281 n = 1429
Age, median (IQR) 5 (34, 54) 51 (42, 57) 44 (33, 52) 9 (39, 56)
Female, n (%) 274 (19) 154 (21) 494 (15) 252 (18)
Black, n (%) 589 (41) 292 (39) 1200 (37) 542 (38)
CD4 cell count, median (IQR) 717 (542, 240) 608 (441, B26) 654 (475, B&T) 668 (493, B75)
Endocrine disorders® 2?[! (19) 188 (25) 651 (20) 322 (23)
Medications associated with weight 4 (28) 275 (37) 288 (30) 485 (34)

gain”

Medications associated with weight 267 (18) 169 (23) 649 (20) 273 (19)

loss©
Weight (kg). median (IQR)
BMI (kg/m?), median (IQR)
Underweight (BMI| <18.5), n (%)
Normal weight (BMI =185 to

<25), n (%)
Owverweight (BMI| =25 to <30), n (%)
Obese (BMI =30), n (%)

816 (717, 93.4)
269 (240, 31.0)

4 (1)
463 (32)

550 (38)
425 (29)

B164 (70.8, 92.7)

27.1 (240, 30.7)
10 (1)

239 (32)

279 (37)
218 (29)

80.7 (70.8, 92.5)
265 (238, 30.2)

1(1)
1142 (35)

1240 (38)
858 (26)

80.3 (70.8, 91.7)
26.6 (238, 30.1)

2 (2]
479 (34)

554 (39)
364 (26)
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TAF Dozu Farkeder mi? 10 vs 25mg

Adjusted Mean Differe nce in Change from Post- to Pre-Index Periods®

TAF 25 mg vs TAF 10 mg

Greater Welght/BMI Greater Welght/BNI

Increase for TAF 15 mg Increase for TAF 10 mg

TAF 25 mg vs TDF

Greater Weight/BMI
Increase for TAF 25 mg

Greater Welght/BMI
Increase for TDF

TAF 25 mg vs Non-TAF/TDF

Greater Welght/BMI
Increase for TAF 25 mg

Greater Weight/BMI

Increase for Non-TAFTDF

— — + — B —— — —
g Welght bt MD=-32 kg Po0A6% 1 MD=.58kg P-0.272 | MD=-0.67kg Fe0.00
B
a2
E
Lt 5 5

BMI ——H MD=-0.55 kp'm®, PD.084 1 MD=-0.12 kg F=0.764 ——H MD=-0.38 kgins P=.194
= Weight oM D=-0.96 kg P=0.000 BB D=1 26 kg Peh 067 M D=-0.8% kg, F=0.089
B
=]
E
= BMI et | M D= 02 kgl P=0.010% ——t—  MID=a01.55 kg'm?, Pei) 258 et M= 067 kgl Pei.070
g Weight o MDY kg P-0.345 ’ = | MD=287 kg P=0.005* i | MDe-168ky Pe0.033
t
[=]
E
< BMI e MD=-1.05 kgm’; P=0.067 L st M D= 108 kg'm; P=0.113 1 MD=-0.71kgm’; P=0.181
B Welight 1 MD=-0.78 kg 0390 M MD=-134kg P<0.224 1 MD=-120kg P=i.164
E
=]
E
= BMI P | MD=-1.95 kgne®; PeDD0G* \ - .

L . 3 =0 M DO=.0.7T kglm®; P=0.379 T MD=0.77 kg, P=0.260
5 4 3 3 4 0 1 2 i 4 3 3 a0 1 % £ 4 3 2 o0 0 1 2

n:1652
TAF25: 710
TAF10: 303
TDF:219
Non-TFV: 420

Emond B etal 2020 Real-World Analysis of Weight Gain and Body Mass Index Increase Among Patients With HIV-1 Using Antiretroviral Regimen Containing Tenofovir Alafenamide,
Tenofovir Disoproxil Fumarate, or Neither in the United States J Health Econ Outcomes Res



TAF Dozu Farkeder mi? 10 vs 25mg

Weight BMI Increase More

Lg{;’gtjﬁnﬁ;ﬁ,}"{h} 'E‘;rf;;ccr"ﬂ’;ﬁ Likely for TAF 10 mg, TDF, or Adjusted Analyses”
Non-TAF/TDF Cohorts
TAF 10 mg vs. TAF 25 mg N » TAF 25 mg Cohort  TAF 10 mg Cohort HR (95% CI) P-value
BMI =695 =293
BMI increase >5% ——— 31.7% 30.0% 0.94 (0.73; 1.23) 0.672
BMI increase >10% —a 17.0% 15.4% 0.88 (0.62; 1.26) 0.492
Weight =707 =303
Weight gain >5% —a—t— 35.1% 32.3% 0.87 (0.68; 1.11) 0.248
Weight gain >10% —a— 16.7% 17.2% 0.96 (0.69; 1.35) 0.830
TDF vs. TAF 25 mg TAF 25 mg Cohort TDF Cohort
BMI =695 =212
BMI increase >5% —a—— 31.7% 25.5% 0.85 (0.62; 1.17) 0.308
BMI increase >10% —a— 17.0% 9.4% 0.61 (0.37; 1.02) 0.059
Weight =707 =217
Weight gain >5% e 35.1% 29.5% 0.81 (0.60; 1.08) 0.154
Weight gain >10% —a— 16.7% 9.2% 0.56 (0.34; 0.94) 0.027+
Non-TAF/TDF vs. TAF 25 mg TAF 25 mg Cohort ~ Non-TAF/TDF Cohort
BMI =695 =408
BMI increase >5% —a— 31.7% 27.9% 0.83 (0.66; 1.05) 0.121
DMI mecrease >10% B 17.0%% 10.3% 0.54 (0.37; 0.77) <0.001*
Weight =707 n=418
Weight gain >5% e 35.1% 28.5% 0.77 (0.61; 0.96) 0.023*
Weight gain >10% —a— 16.7% 11.2% 0.62 (0.43; 0.88) 0.008*
0 1 2
HR

Emond B etal 2020 Real-World Analysis of Weight Gain and Body Mass Index Increase Among Patients With HIV-1 Using Antiretroviral Regimen Containing Tenofovir Alafenamide,
Tenofovir Disoproxil Fumarate, or Neither in the United States J Health Econ Outcomes Res




PrEP Calismalar

DISCOVER

MSM + Transkadin
TDF/FTC vs TAF/FTC 48 hafta

1.1 kg TAF/FTC vs sabit TDF/ FTC

HPTNO83
Cabotegravir vs TDF/FTC

Cabo > TDF/FTC

IPREX

TDF/FTC vs plasebo

Plasebo kilo almig, vicut kompozisyon degigimi

Wood BR etal 2021 Excess Weight Gain With Integrase Inhibitors and Tenofovir Alafenamide: What Is the Mechanism and Does It Matter? Open Forum Inf Dis




HIV'le Yasayan Tedavi Naif Bireylerde Kilo Degisimleri: 8 Faz 3 Klinik Calismanin Birlestiriimis Analizi

Kilo Aliminda Anlamli Artisin Metabolik Etkisi
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Glukoz (A), LDL (B), HDL (C) ve Trigliseritler (D)'yi de iceren Aghk
Metabolik Parametrelerinde Baglangigtan Itibaren Ortalama Degisim
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96. Haftada <%10 vs =2%10 kilo alimi:

Aclik glukoz degisimleri acisindan anlamli bir
fark gortlmemistir (Sek. A)

— Iki grupta da ortalama degisim 3mg/dL
olmustur

LDL (Sekil B) ve trigliseritlerde (Sekil D) az
ve benzer oranda artis meydana gelmistir.
<%10 kilo alanlarda, HDL duzeylerinde (Sek.
C) 2%10 alanlara kiyasla kucuk ama anlamli
bir artis gorulmastur

Total Kolesterol:HDL orani, 2%10 kilo alan
grupta biraz daha yuksektir (medyan 3.7 vs.
3.5)

Gruplar arasinda diyabet veya hiperglisemi
iligkili AO'lar agisindan herhangi bir fark
gorulmemistir

Bu calismalarda, aglik gliikozu olgumleri ve
arastirmacilar tarafindan bildirilen AO'lar
uyarinca kilo aliminin klinik olarak anlamli

herhangi bir metabolik etkisi gortiilmemistir
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TAF Tedavili Hastalar ve Inaktif KHB Hastalarinin Lipid Profilinin
Karsilastiriimasi

TAF ile tedavi edilen 56 KHB hastasinin lipid profilini 56 inaktif KHB kontrolii ile 1:1 egilim
skoru eslestirmesi kullanilarak karsilastirilmasi

B TAF [T Inaktif KHB
TK | LDL-K | HDL-K | TG ~ TK/HDL oran ~ LDL/HDL oran
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TAF, anti-viral tedavi ile tedavi edilmeyen aktif olmayan KHB hastalar ile karsilastirildiginda, gercek yasamda
KHB hastalarinin tedavisinde lipid profillerini kotiilestirmedi

Jeong J, et al. APASL 2022. #PP-0614



TAF Tedavili Hastalar ve Inaktif KHB Hastalarinin Lipid Profilinin

Karsilastiriimasi
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TAF ile tedavi edilen 45 KHB hastasinin lipid profilini, HBV ile enfekte olmayan 180 kontrol ile

1:4 egilim skoru eslestirmesi kullanarak karsilastiriimasi
B TAF M Kontrol

p=0.689
170 168

Baslangic

p=0.811
121 117

Baslangic

Jeong J, et al. APASL 2022. #PP-0611
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p=0.729
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48. hafta

p=0.369

48. hafta
TAF, HBYV ile enfekte olmayan saglikli kontrollerle karsilastirildiginda, gercek uygulamada lipid profillerini kotiilestirmedi
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degisim, mg/dL (Q1, Q3)

Baslangigtan itibaren medyan
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TAF ile lipid profillerinde uzun donemde 5 Yillik veriler

&

yi DF — yi VEN PDY® yi

5. yilda kiloda hafif artis (<2 kg).

Kardiyovaskuler hastaligin bir belirteci olan TK/HDL orani
TAF’a gecildikten 5 yilda anlamli degismemistir

TAF'a gecisten sonra lipidler ve agirliktaki degisiklikler TDF'nin
lipid dusurucu ve agirhik baskilayici etkilerinin ortadan
kaldiriimasini yansitiyordu.

Bu degisiklikler cogu hasta i¢in klinik olarak dnemli olmayabilir
ve potansiyel olarak insan lipid profilinin dogasini ve yasla
beraber degisen kilo degisikliklerini yansitabilir.

HDL, yuksek yogunluklu lipoprotein kolesterol; LDL, dustlik yogunluklu lipoprotein kolesterol; TC, total kolesterol: TG, trigliseritler

Chan HLY, et al. AASLD 2020. 803




Aterosklerotik Kardiyovaskuler Hastalik Risk

TAF vs TDF

https://www.acc.org/ASCVDApp

nonfatal inme

* Dusuk

* Borderline
* Orta

* Yiksek

Parametreler:
Yas

Cins

Irk

T Kol

HDL Kol
Sistolik TA
AntiHT if ilag
DM

Aktif sigara

KV olim, nonfatal M, fatal ve

Tahmini 10 yilhik ASCVD Risk:

<%5

% 5-7.5
% 7.5-20
> % 20

Kilo artigi
ateroskleroz
icin bir risk

faktdri /
parametre
degildir

Fung SK, et al. AASLD 2021. 771

TAF vs TDF: Lipidler ve kardiyovaskuler risk etkisi (ASCVD)
Faz 3 Calismalar: 108 ve 110

10 yillik ASCVD Risk (%)- Bazal ve 96. hafta

Median TAF vs TDF
p
Bazal 2.1(1.0,4.4) 2.6(1.1,5.4) 0.07
96. Hafta 0.5(0.2,1.5) 0.5(0.1, 1.4) 0.13

Kardiovaskuler risk bazal, 24. ve 96. haftada TAF vs TDF benzer
Risk kategorilerindeki (orta - Yuksek) degisiklikler TAF vs TDF benzer


https://www.acc.org/ASCVDApp

TURKEY

enofovir Alafenamid Seuds
ercek Yasam Verisi S




TAF — Gercek Yasam Verileri

202 (%22.1)

Kamuran Turker VHSD 2021 so6zlu bildiri -0015

565 (%62.0)

Profilaktik

145 (%15.9)
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Naif Hastalar — Lipid Parametreleri

NAIF Baslangic 6. Ay 12. Ay
HDL, medyan (SD) 53 (£27.3) 52 (£32.2) 56 (+34.6)
LDL, medyan (SD) 107 (£37.3) 100 (£37.3) 97 (£31.1)
Kolestrol, medyan (SD) 189 (£59.1) 208 (x41.7) 166 (£28.2)
Trigliserit, medyan (SD) 103 (£66.2) 142.5 (£75.3) 146 (£63.4)

Kamuran Turker VHSD 2021 so6zlu bildiri -0015

p>0.05

p>0.05

p>0.05

p>0.05
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Deneyimli Hastalarda Lipid Parametreleri

Deneyimli Baslangic 3.Ay 6. Ay 12. Ay
HDL, medyan (SD) 45.0 (£18.3) 49 (¥14.2) 47 (¥16.6) 51 (12.4) 5005
LDL, medyan (SD) 116 (¥43.3) 125 (*¥37.9) 129 (*¥46.9) 142 (¥56.4) p>0.05
Kolestrol, medyan (SD) 184.5 (#45.1) 200 (#46.8) 203 (#48.9) 205 (¥53.7) P>0.05
Trigliserit, medyan (SD) 102 (¥59.5) 129 (¥66.5) 113 (¥77.8) 111 (77.4)  p>0.05

Serkan Stirme VHSD 2021 s6zlG bildiri -0016
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HIV Calismalarinda 10 Yillik Kardiyovaskuler Risk Tahmini
TAF TDF ila¢ degisikligi risk artisi yaratmezken Sigara icimi ve Antihipertansif kullanimi ciddi risk artisi yaratmaktadir

|
Varsayimsal 40 yasinda erkek DISCOVER katilimcisinda Varsayimsal 50 yasinda erkek DISCOVER katilimcisinda
10 10 yillik kalp hastaligi/inme riskil 10 10 yilhik kalp hastaligi/inme riski'*
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g ‘0o 4 TAF TDF
= ,\—3%:"@ ® @ <_lliskilendirilen
< , L0 5 o0 KV risk yok
= TAF TDF TAF TDF TAF TDF
2l oo ® @« lliskilendirilen
— KV risk yok

0 0 KV risk tahminié

Baslangig Hafta 96 Baslangig Hafta 96 risk tahmini

KV risk artigi, TAF veya TDF’in 96 haftada yol actigi lipid degisiklikleri ile degil, tutin kullanimi veya tedavi edilen
hipertansiyon gibi geleneksel KV risk faktorlerinin varlgiyla iligkiliydi

Varsayimsal kosullar

Goff DC et al. J Am Coll Cardiol. 2014 Jul 1; 63 (25 Pt B): 2935-2959 antihipertansif ile tedavi sonrasi, diyabet

Ogbuagu O. et al, CROI 2020, Boston, MA. Oral 2940 oImayan ve Afrikali-Amerikall olmayan

http://tools.acc.org/ASCVD-Risk-Estimator-Plus/#!/calculate/estimate/

1. Risk calculator accessible on http://www.cvriskcalculator.com/ and based on 2013 . Gtiin kull
ACCI/AHA Guideline on the Assessment of Cardiovascular Risk. Normal kan basinci veya tatdn kullanimi
@ + antihipertansif tedavi ile normale dénmus kan basinci

pON



http://www.cvriskcalculator.com/
http://tools.acc.org/ASCVD-Risk-Estimator-Plus/#!/calculate/estimate/

ARIC Calismasi (Toplumlarda Ateroskleroz Riski) — ABD

TK:HDL-k Orani ve/veya LDL-k ile ASKVH Riskinin Tahmin Edilmesi

Duzeltilmig analiz (Model 1)

ARIC Caligmasi (1987-2013) ?
- N= 14,403 katilimci s + ¢
« Baslangi¢ta KVH yok
« Dauzenli lipid degerlendirmesi 1 b PR N + ____________________
* Medyan takip (IQR) : 24.2 (16.0- [REF]
25.4) yil - 2o
, £
2634 aterosklerotik kardiyovaskiiler e ©
hastalik olayi g ©
0

ASKVH HR 3 farkli model kullanilarak
hesaplandi. Riski en iyi tahmin
eden(ler)in belirlen_m_esi: o LDL-ka diisiik diisik yiiksek yiiksek
TK:HDL-k, LDL-k, veya ikisi birlikte IR 6.5 115 6.2 11.6

TC:HDL-k dustik yiiksek dusuk yiiksek

 TK:HDL-k orani, ASKVH riskini istatistiksel olarak LDL-k’den daha iyi tahmin eder
 TK: HDL-k’ye LDL-k eklemek, ASKVH risk tahmininde herhangi bir fayda gostermemistir

IR, insidans hizi, 1000 kisi yil basina; KVR, kardiyovaskuler risk; ASKVH, aterosklerotik kardiyovaskdler hastalik, TC, total kolesterol;
Quispe R, et al. Eur J Prev Cardiol. 2020 Oct;27(15):1597-1605. HDL-k, yiksek yogunluklu lipoprotein kolesterol; LDL-k disiik yogunluklu lipoprotein kolesterol; IQR, ¢eyrekler arasi aralik




108/110 calismalar

Aterosklerotik Kardiyovaskuler Hastalik Risk acisindan ¥

TAF vs TDF karsilastiriimasi

640 hasta lizerinde elde edilen verileri kullanarak TAF ve TDF'nin lipidler ve kardiyovaskiiler risk lizerindeki etkisi

Orta riskli hastalar Yiiksek riskli hastalar

Baslangi

TAF TDF TAF TDF

<7.5% 27.5% | <7.5% 27.5%- <20% 220% <20% 220%

n=342 n=58 ' n=184 n=36 n=396 n=4 n=217 n=3

Baslangi

293 (94) 146 (94)

s
2_ 18 10 6 2 2 3
0 (6) (6) (2) (67) (1) (100)
Missing, n | 31 28 39 1 33 0
p=0.75 p=0.88

Orta Risk (%7,5) ve Yiiksek Risk (%20) cut off degerlerine dayali 10 Yillikk ASCVD Risk Kategorilerinde Degisiklikler
arastirildiginda orta ve yiiksek riskli hastalarda bir risk artis1 saptanmamistir

TAF ve TDF ile tedavi edilen kronik HBV'li hastalarda KV risk ve ASCVD degerlendirmeleri benzerdi

*Tdm degerlendirmelerde veri yoksa=¢alismadan cikarildi. P-degerleri iki-yonli Wilcoxon rank-sum testinden elde edilmistir. ASCVD (Atherosclerotic cardiovascular disease)
Fung SK, et al. AASLD 2021. 771



TAF kilo aldirir mi?

TAF iceren rejimleri kullanan bireylerdeki kilo degisimleri, genel populasyondakilere benzer
dizeydedir.14

HIV'le yagsayan bireylerde TAF iceren rejimlerin kullaniminin diger NRTI temelli rejimlerle

karsilastirnldigi calismalarda, kilo alimi benzer (vs. DTG/3TC)> veya biraz daha yuksek (vs. ABC,
TDF veya ABC) bulunmustur?!

Daha fazla kilo alimi, daha yeni ART'lerle gortlmustar, bu durum muhtemelen daha iyi tolere edilen,
kullanimi daha kolay rejimler olmalarindan kaynaklanmaktadir?

HIV'le yasayan bireylerde kilo alimi, virGsun, ART'nin, bireye ve ¢evreye 0zgu risk faktorlerinin
icinde bulundugu cok sayida etmene baghdir!

HIV'in hem tedavisi hem onlenmesiyle meydana gelen kilo degisimlerine iligkin potansiyel
mekanizmalari anlamak ve daha fazla klinik veriye ulasabilmek adina ek calismalar devam

etmektedir.
4. Landovitz R, et al. Clin Infect Dis 2019; epub May 24
1. Sax P, et al. CID 2019. 14 Oct epub ’ . )
2. Glidden D, et al. Clin Infect Dis 2018:67:411-419 5. Van Wyk J, et al. IAS 2019. Mexico City, MX. Oral WEAB0403LB

3. Gilead Sciences, Data on File 30




Kilo alimi1 ozet

TAF > ABC > TDF > ZDV

TDF kilo baskilayici etki sebebi bilinmiyor
Mitokondrial enzim inhibisyonu TDF>ABC (Complex | & V)
EFV ile kombinasyon Cyp2B6

TDF yUksek kan duzeyi lipid azalmasiyla iligkili
Sinirh bilgi

Sagliga geri donus

INSTI bazli adipojenisite mekanizmasi hakkinda ipugclari var
TAF veya TDF hakkinda bilgi sinirli

Uzun donem kardiyolojik sonlanim
INSTI verisi ¢cikiyor
TDF ve TAF verisi yok. Modelleme c¢alismalari KVS riski stabil




