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Tiirkiye’de HIV-1 ile infekte olgu sayis1
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Tiirkiye’de bulunmasi beklenen HIV (+) olgu sayisi: Global stabilite analizi - Lyapunov fonksiyonu

Dynamics of HIV/AIDS in Turkey from 1985 to 2016
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Fig. 3 Exact, predicted, and IMS HIV+ cases from 2000 to 2016

Fig 1: Turkiye'de exact (T.C Saghk Bakanligi), IMS ve
predicted (tahmin edilen) HIV+ olgular (2000 - 2016)
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Table 4 Comparison of number

of HIV cases in Turkey from Years Exact Predicted IMS drug data

2000 to 2016 using the official

data obtained from Ministry of 2000 115 859.6329 17

Health Turkey (exact), model 2001 139 1170.991 25

data (predicted) and IMS drug 2002 139 1581.795 42

data 2003 136 2116.389 84
2004 177 2790.633 109
2005 253 3592.832 273
2006 257 4455.529 383
2007 352 5180.24 490
2008 393 5613.643 659
2009 441 5852.257 1087
2010 519 5976.791 1942
2011 642 6031.311 1734
2012 082 6041.799 2411
2013 1311 6024.255 2959
2014 1892 5988.786 3841
2015 2072 5966.372 5434
2016 3302 6012.41 7835

13,122 75255.67

Guintimtize kadar biriken olgu sayimiz; 75 255 olmaliyda.
Son on yilda her yil 5-6 bin kisi HIV kapmaliyd.
Omurga ART tedavileri altinda; 29 325 kisi olmaliyda.



Tiirkiye’de, HIV (+) olgu insidansina gore sehirlerin epidemik/endemik riski
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Figure 1: Basic Reproduction ratio for HIV/AIDS in Turkey and some of its cities East University, Research Center of Experimental Health Sciences, Nicosia-Northern Cyprus



Tiirkiye’de, 2016 yilinda, HIV (+) olgu dinamigi (31 sehir/84 klinik) ve oniimiizdeki 50 yilin tahmini.
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Sekil: Tirkiye’de HIV/ AIDS dinamigi

Mathematical Modeling of HIV+ Transmission in Turkey
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HIV algis1 normallesmelidir.
Hastalar tanilarmi hi¢ aciklamaz ya da smirhi sayida kisiye aciklar.
Hastalarin hastalig1 nasil ve neden gizlediklerini anlamak ve olas1 ¢oztimleri

bulmak, HIV’i 6nlemede stratejik hedefler arasindadir
(Miller ve Rubin2007; Anderson ve ark. 2009; Wolf ve ark. 2004).



HIV / AIDS; tan1 ve tedavide kiiresel durum

UNAIDS, 2015 y1l UNAIDS, Haziran 2016

2.1 milyon yeni olgu
People living with HIV on
36,7 milyon HIV’le yasayan antiretroviral therapy

1.8 milyonu ¢oguk (<15 yas)

1.5 milyon AIDS iligkili <7
hastaliklardan oliim

HIV statiistinii bilenler; %60
HIV testi gereken; 14 mﬂyon ................................................................. -

million

Kaynak: UNAIDS global data, May1s 2017. www.hiv.gov/hiv-basics/overview /data-and-trends/ global-statistics



Tiirkiye'de yetiskin ve ¢ocuk hastalarda omurga ART dagilim
(Mart 2017)*

IMS Tiirkiye ilag verisi

Omurga ilag (tb) Yetiskin  Ilac (surup) Cocuk
hasta, n hasta, n
Stribild 3276 Epivir (lamivudin) 286
Truvada 3255 Retrovir (zidovudin) 157
Hivent 1163 Ziagen (abacavir) 32
Triumeq 225 Kaletra (lopinavir) -
Combivir 220 Videx (didanozin) -
Toplam 8139 ?

*http:/ /imsturkey.com/



HIV ilag direncinin temelleri: Samanhktaki igne
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HIV’in rezervuarlari

Markers of HIV reservoirs

Latent infection Productive infection

Lewin and Rouzioux, AIDS 2011

Ghent HIV Reservoir Meeting, September 19th, 2016 , Belgium

HIV’in bir cok farkli formu dolasima ve
hiicreye yerlesir:

HIV RNA

HIV DNA

2 sirktiler LTR

Integre HIV DNA’s1 (IUPM)
Islemlenmemis RNA (US-RNA, MS-RNA)

Ek olarak;

Sicrayan HIV genleri (transpozonlar)
Hiicreler arasi kargo vezikiilleri
(eksozomlar) bulunuyor.



HIV’in rezervuar potansiyeli

Latent HIV enfekte hiicreler:

CD4 + T hiicreleri

Sikhigl HIV tasiyan tum hastalarda bulunur.

Sayisi 1/100 000 - 1/1 000 000

Omiir T % =44 ay

Dayaniklilik T hicre onarim ve ¢ogalma mekanizmalarina

ragmen hayatta kalirlar

Klirensi icin ART tedavi surekliligi Tahminen 60 yildan fazla

M. Schmidt, HIV Reservoir Symposium, 19th September 2016, Belgium.



HIV ila¢ direncinin temelleri: HIV’in kinetigi

Perelson AS, et al. Science 1996;271:1582-1586
Goldberg DE, et al. Cell 2012; 148, March 16.

HIV, kendini cok yuksek miktarda ve ¢ok hizli uretir
(T1/2 - giin).

Kendini ¢ogaltirken kullandigi rt enzimi, hatalarini
duzeltemez (3x10-> mutasyon/baz/replikasyon siklusu).
Her gun yaklasik 100 milyon yeni HIV ortaya c¢ikar.
HIV, her 2 ginde bir CD4 hucresi igcinde kendini
yeniden Uretir.

HIV’in kinetigi, mutasyonlari dogal olarak Uretir.
Tedavi altinda olmayan birinde HIV populasyonu
homojen degildir ve ¢ok sayida varyanti igceren bir
corba gibidir.

Evolutionary Dynamics HIV

Population size large

Mutation rate 0.33/generation
Generation time 2 days, Ry =20
Special mechanisms evolution of a new

enzymatic activity
(excision of AZT)




HIV-1 llac direnci analizi: ne zaman? " Eger bir toplumda HIV-1 ilag direnci mutasyonlari >%5 ise
HAART tedavisi 6ncesi ilag direnci analizi yapiimasi %96 oraninda kuvvetle onerilir".

AIDS Rev. 2011;13:77-108

European Recommendations for the Clinical Use
of HIV Drug Resistance Testing: 2011 Update

Anne-Migke Vandamme™-?, Ricardo J. Camacho?®, Francesca Ceccherini-Silberstein*, Andrea de Luca®,
Lucia Palmisano®, Dimitrios Paraskevis’, Roger Paredes®, Mario Poljak®, Jean-Claude Schmit',
Vincent Soriano™, Hauke Walter’?, Anders Sénnerborg™ and the European HIV Drug Resistance
Guidelines Panel

Yeni tanida; ila¢ direnci bulasmis mi?

Tedaviye baslarken; ila¢ seciminin planlanmasinda
Tedavi degisikliginde; yan etki gelistiginde
Dlzensiz tedavilerde

Tedavi altinda; viral rebound gelistiginde

Tedavide blipler saptandiginda

Gebelikte

CCRS5 inhibitora (6rn; maraviroc) kullanimi
oncesinde | &
PrEP (temas sonrasi proflaxi) uygulamasinda - “ -

kaynagin de{jerlendirilmesinde Basaril antiretrovirallere ragmen basarisiz
tedaviler mimkunddr.

NG RWNE

©

Compliance; tedaviye bagllik



WHO, HIV-1 ilag direnci surveyans agina sahiptir (HIV ResNet) \‘{ ‘ *‘ }'/

Figure 1.1 HIV drug resistance testing laboratories designated for public health surveillance by the WHO, 2011

'WHO transmitted HIV drug resistance surveys

¥
Y Laboratories designated by WHO for HIV drug resistance surveillance categﬂry ﬂf -lransmitted HIV drug
* Laboratories undergoing assessment resistance

|:| Mot applicable

| Low prevalence (<5%)
| Moderate prevalence (5%-15%)
| High prevalence (>15%)




WHO surveyans verilerine gore;
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Kag tur HIV ilac direnci gelisir?

Acquired HIV drug resistance (ADR) develops when HIV mutations emerge due to viral replication in individuals receiving
ARV drugs.

Transmitted HIV drug resistance (TDR) is detected in ARV drug-naive people with no history of ARV drug exposure. TDR
occurs when previously uninfected individuals are infected with virus that has drug resistance mutations.

Pretreatment HIV drug resistance (PDR) is detected in ARV drug-naive people initiating ART or people with prior ARV drug
exposure initiating or reinitiating first-line ART. PDR is either transmitted or acquired drug resistance, or both. PDR may have been
transmitted at the time of infection (i.e. TDR), or it may be acquired by virtue of prior ARV drug exposure (e.g. in women exposed to

ADV! dusimnr f.-.-_&k.. ..-A..A.._o:.... Y SRSy | ROy SRt K| N [V NBRRsa pen pegenre 9 1\ ¥ S .“..:..I.. aaslese Baaagn -..-...:.....J Bro_avnacizn pfOphy'aXiS or ln
Countries implementing WHO surveys of pretreatment (PDR) and acquired HIV drug resistance (ADR) : .
2014-May 2016 ilure).

o
o
() o

Surveys implemented i‘ﬁﬁ%’ﬂixﬁﬂﬂ & TheGlobal Fund

= HIV DRUG RESISTANCE REPORT
[ ADR (48+ months) . 2017

I POR and ADR (12 and 48+ months) 0 850 1700 3400 Kiometers
— | == == ]



Low Genetic Barrier

. . . . . s Drug Pressure
Farkl antiretroviral ilag siniflarinda direng gelisir "
. . ®
Genetik bariyer. 3
5
2
:
[
>
Y
— o Wild" type virus
Time (drug sensitive)
Table 1. Simplified overview of the genetic barrier to resistance offered by different antiretroviral drugs primary mutation
Class ARVs Genetic barrier H[gh Genetic Barrier (drug resistant)
NRTIs ZDV/3TC, d4T/3TC —+ Drug Pressure o mxg&‘;m
ABC/3TC, TDF/3TC + 4
TDF/FTC ++ (%
NNRTIs Efavirenz, nevirapine, rilpivirine + c
Etravirine ~E 4 _‘8!
Pls Boosted by ritonavir D S §
Fusion inhibitors T20 (enfuvertide) + o
CCRS5 antagonists Maraviroc ++ (for R5 virus) g
Integrase inhibitors Raltegravir, elvitegravir + Y

3TC, lamivudine; ABC, abacavir; ART, antiretroviral; d4T, stavudine; FTC, emtricitabine; NRTIs, nucleoside/nuclectide reverse transcriptase inhibitors; NNRTIs,

non-nucleoside reverse transcriptase inhibitors, Pls, protease inhibitors; TDF, tenofovir; ZDV, zidovudine.

Dusuk genetik bariyer (tek bir mutasyon yeterli)

M184V: LAM, Em
K103N: Efavirenz
D30N: Nelfinavir

trisitabin

Time

Figure 3. Figure showing the development of resistance focusing on low and high genetic barrier drugs. Low genetic barrier:
selection of previously existing variants. High genetic barrier: selection as well as de novo mutations and evolution. Red: “wild”
type virus. Yellow: primary mutations—strong effect on resistance combined with low or moderate fitness cost for low genetic
barrier drugs and high genetic cost for high genetic barrier drugs. Blue: secondary, compensatory mutations—Ilittle or no effect on
resistance, but restored fitness.

Viral fitness restorasyonu

Ann. N.Y. Acad. Sci. 2011;230:108-118



HAART tedavisinde blipler
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Kaynak;http://jac.oxfordjournals.org/content/57/5/803/F1.expansion.html

400

Blip

» Viral ylkte bir defalik 1000 kopya/mi'nin

altinda tespit edilen yikselme,

 Blipler (blips); dusuk, tekrar eden,

Olctlebilir plazma dizeylerinden
ayirdedilmelidir.

DHHS, 2012



HIV-2

HIV-2; patojenitesi daha diisiik olmasina ragmen ila¢ direnci HIV-1"e gore daha hizl: gelisir.
HIV-2"de NNRTI (Nevirapine, Efavirenz, Etravirin) ve Enfuvirtid dogal direnci ytiksektir.
TDR HIV-2 mutasyonu ¢ok nadir rapor edilmis.

Ticari HIV-2 ilag direnci analiz kiti bulunmuyor.

Table 1. Recommendations for drug resistance testing in the European setting

Clinical Recommendation to clinicians Recommendation
indication and evidence level

Academic consensus

HIV-2 Consider resistance testing when treatment change is needed after therapy Cll
failure. Consensus: 96%

AIDS Rev. 2011;13:77-108

European Recommendations for the Clinical Use
of HIV Drug Resistance Testing: 2011 Update

Anne-Migke Vandamme™-?, Ricardo J. Camacho?®, Francesca Ceccherini-Silberstein*, Andrea de Luca®,
Lucia Palmisano®, Dimitrios Paraskevis’, Roger Paredes®, Mario Poljak®, Jean-Claude Schmit™,
Vincent Soriano™, Hauke Walter’?, Anders Sénnerborg™ and the European HIV Drug Resistance
Guidelines Panel



HIV-1 ila¢ direnci mutasyonlarinin ortaya ¢ikarilmasi icin pol geninin analiz edilmesi gerekir.
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Standart HIV-1 ilag direncinde analizinde; RT (NRTI ve

NNRTI) ve Proteaz inhibitorleri (Pl) analiz

edilmektedir.
Integraz inhibitorleri (INI) kullanima girdigi igin bu

bolgeyi de analize eklemis durumdayiz.

Plazma ve BOS igin bu iglemler ayri ayri yapilmalidir.



The World Health Organization 2009 List of Mutations for
Surveillance of Transmitted Drug Resistant HIV Strains

NRTI NNRTI Pl
* . . . L .
Integraz inhibitorleri MaL L L100 i L23 |I

WHO HIV TDRM K65 |R K101 |E, P L24 |1
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Analiz yontemleri

1. Genotipik testler; Stanford Drug Resistance Database (en sik kullanilan)

« *Populasyon sekanslama teknigi (Applied Biosystem...)
» Integraz analizi mumkuin

Uygun maliyet

Yogun isgcilik

Esnek rutin calisma dizayni

500 kopya/ml Uzerindeki viral yukte basarili

« Haazir ticari sistemler; Trugene, ViroSeq (Bayer/Siemens, Celera/Abbott)
« Integraz analizi bulunmuyor
* Cok yuksek maliyetli
* Numune biriktirmek gerekiyor
» 500 kopya/ml Uzerindeki viral yukte basarili M g

2. Fenotipik testler gag

Three LTR Primers
™, Prgf™, Mgf™,
A AN

One FAM-labeled LTR Probe

* Fransiz ANRS algoritmasini kullaniyoruz.
Ammaranond P, Journal Clin Virol 2003; 26:153-161



Analiz yontemleri

1.

2. Fenotipik testler

Hucre kiltird ortaminda virus ve ilag bir araya getirilir.

Rutin kullanima uygun degiller
Cok pahali tekniklerdir*
Zaman alicidir
Degerlendirmesi zordur

*Maliyet: 350 - 500 Euro / numune

Virus Inoculation

Infact susceptible cells with pseudotyped virus Infact susceptible cells with recombinant virus
'...0‘0 00..‘:0
(L] e L AL e
. 20000 Ll AARL)
ne vesg
. .00

Multiple rounds of replication occur

Single round of replication takes place
Reporter gene expression identifies infected cells

C. Quantitating Resistance

Increasing [Drugi——
YYYYYYYTYTYY

N
+4444444+

=i wth
@ 0 WTIC,, Drug ResistantIC,,
Drug concentration
—_— >
Recombinant virus (noculated into Percent inhiblition is displayed as a function of
col p in the pr o of drug concentration. The concentration of each
g drug that inhi virus rep 50% is
denoted IC,

Ammaranond P, Journal Clin Virol 2003; 26:153-161



2016 WHO kilavuzu hala NNRTI bazli rejim oneriyor.
http.//www.who.int/hiv/pub/arv/arv-2016/en (accessed Nov 23, 2017)

NNRTI pretreatment HIV drug resistance in 11 countries reporting national survey data to WHO, 2014-2016

Ooo

@l Pre-treatment drug resistance to efavirenz/nevirapine <10%

(] Pre-treatment drug resistance to efavirenz/nevirapine 210%

[ Not applicable Q‘%_’}&g’éﬂﬁ:ﬁt}ﬂ & TheGlobal Fund
HIV DRUG RESISTANCE REPORT
2017



Basarisiz tedavilerde timidin analogu mutasyonlari (TAM)
olusur. Bu nedenle TA backbone tedavileri terkedildi.

Multi-nRTI Resistance: Thymidine Analogue-Associated Mutations®¢ (TAMs; affect all nRTIs currently approved
by the US FDA)

M D K
4 67 70 210 215 219
L N R W Y Q

F E

TAM geriye donebilir (revertant mutasyonlar).

Ornegin; T215D/N/S/Y

Poor and non-recommended backbones mutasyonu ile AZT'ye

Almost all guidelines now explicitly recommend avoiding the previously popular dlreng ge|l§ll’. Eger bu
d4T+ddl combination. Mitochondrial toxicity is too high, and it is inferior to mutasyon bir

P}ZT+3TC (Robbins 2003). In cases o_f treatmetnt_fallure, thymldme an::}log muta- bag.kasma bulaglrsa
tions (TAMs) are usually present, which can limit future options. In view of the .

wide selection of NRTIs available today, ddI+d4T i1s no longer justified at least for ve bu k|$| AZT
first-line therapy. kullanmiyorsa

mutasyon bir sure
sonra dogal tipe geri
doner.

Hoffmann - Rockstroh - Kamps



TABLE 1. DEMOGRAPHIC CHARACTERISTICS OF THE PATIENTS INFECTED WITH HIV-1

Characteristic Study group

Patient, n 1,306

Gender, M/F (%) 1151/155 (88/12)

Age, median years (range) 36 (34)

CD4" T-cell count, median mm° (range) 361 (4-1,351)
HIV-RNA load, median IU/ml (range) 2.59 + E6 (6.8 + E2-3.29 + E6)
AIDS RESEARCH AND HUMAN RETROVIRUSES EPIDEMIOLOGY

Volume 32, Number 1, 2016
© Mary Ann Liebert, Inc.
DOI: 10.1089/aid.2015.0110

HIV-1 Transmitted Drug Resistance Mutations
in Newly Diagnosed Antiretroviral-Naive
Patients in Turkey
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TABLE 1. DEMOGRAPHIC CHARACTERISTICS OF THE PATIENTS INFECTED WITH HIV-1

Characteristic Study group
HIV-1 subtype, n (%) Subtype B 885 (68) — —
Non-subtype B 136 (10) Al 48 (3.6)
C 21 (1.6)
D 3(0.2)
F 2 (0.1
F1 24 (1.8)
F2 1 (0.07)
G 36 (2.7)
K 1 (0.07)
Circulating 285 (22) CRFO1_AE 132 (10.1)
recombinant CRF 02_AG 85 (6.5)
form (CRF) CRF 03_AB 13 (1)
CRF 06_cpx 3(0.2)
(et 2 Nambor 12016 EPIDEMIOLOGY CRF 07_BC 1 (0.07)
DO 11 108876, 2015.6110 CRF OS_BC 1 (007)
HIV-1 Transmitted Drug Resistance Mutations CRF 11_cpx 3(0.2)
in Newly Diagnosed Antiretroviral-Naive CRF 12_BF 33 (2.5)
Patients in Turkey CRF 13_cpx 3(0.2)
CRF 14_BG 11 (0.8)
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Acquisition route, n (%)
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Heterosexual contact
MSM

Bisexual contact
Blood transfusion
Injection drug use
Tattoo

Dental/medical surgery
Breast-feeding

Vertical route

Total

674 (52)
563 (43)
47 (3.6)
8 (0.6)

4 (0.3)

4 (0.3)

2 (0.1)
2(0.1)
2(0.1)

1,306 (100)



TABLE 2. PRIMARY DRUG RESISTANCE MUTATIONS IN NEWLY DIAGNOSED HIV-1-INFECTED

PATIENTS IN TURKEY (BETWEEN 2010 AND 2015, N=1,306)

Drug class Drug resistance mutation® n %
NRTI K65R, M184V 8 0.6
TAMI M41L, L210W, T215Y 97 7.4
TAM?2 D67N, K70R, K219E/Q/N/R, T215F, T215C/D/S 52 39
TAMI1 + TAM2 M41L + K219N, M41L + T215C/D/S 10 0.7
107 8.1

NNRTI L1001, K101E/P, K103N/S, V179F, Y188H/L/M, Y181I/C, G190A/E/S 44 33
Pl M4e6L, 150V, 154V, QS58E, L76V, V82A/C/L/T, N83D, 184V, LOOM 30 2.3
Total 133 10.1
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HIV ilag¢ direnci mutasyonlarinin degerlendirilmesi dinamik bir stirectir.

Table 3. Comparison of the HIVDB version 7.0, expert panel median, and eventual HIVDB version 8.1 levels for the 20 DRM pattern / ARV combina-

tions with a difference between HIVDB version 7.0 and the expert panel median.

Class ARV Pattern Version 7.0 Panel Median Version 8.1
NRTI TDF _» B65R+184V High Intermediate Intermediate
- 65N Low Intermediate Intermediate
77L+116Y+151M Low Intermediate Intermediate
215FY Low Potential Potential
41L+215FY Intermediate Low Low
41L+210W+215FY High Intermediate Intermediate
ABC 65N Low Intermediate Intermediate
215FY Low Potential Potential
41L+184V+215FY High Intermediate Intermediate
67N+70R+184V+219QE Intermediate High High
3FTC 41L+215FY Potential Susceptible Susceptible
AZT 41L+184V+215Y High Intermediate Intermediate
NNRTI EFV 98G Potential Low Low
ETR __—» 138A Susceptible Potential Potential
INSTI RAL 97A Low Potential Potential
157Q Low Potential Potential
118R Intermediate Low No change
EVG 157Q Low Potential Potential
- 118R Intermediate Low No change
DTG > 118R Potential Low Low

https://doi.org/10.1371/journal.pone.0181357.1003

Paredes R, et al. PLoOSONE 2017; 12(7):e0181357.



1. Nesil Integraz Inhibitorleri ; RAL ve EVG

e TUm integraz inhibitorleri

kcuk molekdllerdir. HIV « Major RAL diren¢ mutasyonlari;

cgrazin akHif bolgesine Y143C/H/R, Q148H/K/R, N155H/S
e Etkinlik miktarlari nanomolar ° I\/Iajor EVG dlI'eIl mutasyonlarl

seviyesindedir. T661, E92G/Q, Ql48H/K/R N155H/S
e RAL ve EVG genis 6l¢ekte ayni

direnc profiline sahiptir. da

i

« RALve EVG direnci cok hizl G ard -

geli§,\i/re (In vivol,rfrri] slitcr?)). - RAL V< E\] \ap\ﬂg) dlfen
e ilaca duyarlilik 10 - 100 kat {aZ (OVeY

azahyor. Qap . nd\l‘f

m\)ﬁ'\ku

Y143H (RAL), Q148H (EVG + RAL) paternleri
hastalar arasinda aktarilabilirdir.

White KL, Viruses 2014;6: 2858-2879

Geretti AM, Antiviral Therapy 2010; 15 (Suppl 2): A62
Ceccherini SF, XVII Int HIV Drug Res Workshop 2008 Waters
J, XVII Int HIV Drug Res Workshop 2008

Dimonte S, Infection 2013; 41:1097-1102

Rhee SY, Retrovirology 2008;5:74



2. Nesil Integraz Inhibitorleri ; DTG

DTG genetik bariyeri RAL ve
EVG’ye gore cok ylksektir.

Henlz DTG iliskili spesifik
diren¢ mutasyonlari
tanimlanmis degil.

DTG ile iliskili olan ve ilaca
duyarhligi etkilemeyen non-
polimorfik varyasyonlar var.

White KL, Viruses 2014;6: 2858-2879,

DTG direnci; Q148X +

*en az 2 ya da 3 polimorfik- sekonder-
mutasyon; L741, E138A/K/T, G140S/A/C eslik

ederse DTG duyarlilig1 azalabilir

RAL v
TG’d: v Mutasyopn),
acm Capr. az dir en I
lyor CC yo]

Libre JM, Enferm Infec Microbiol Clin 2015;33 Suppl 1:20-5
Cavalcanti JS, J Antimicrob Chemother 2015; 70: 926-929



Table 10. Patterns of relative INSTI susceptibility for 1,536 viruses in HIVDB with 209 distinct INSTI-Resistance patterns®.

RAL EVG DTG % of Total Relative INSTI Example DRM Patterns® DRM DRM Pattern % of Total
Susceptibility Profiles' Pattern %
with Profile
Susc Susc Susc 349 E157Q 657 229 H . op oy oo .
oA 123 s Integraz inhibitorleri
QgsK 21 07 Genotipik analiz: Direng mutasyonlari
High High Int 18.4 G140S,Q148H 66.7 12.3
G140S,Q148R 35 0.6
E138K,Q148R 32 0.6
High High Susc 17.1 N155H 55.5 9.5
N155H,G163R 12,5 2.1
N155H,E157Q 12.2 2.1
Low Low Susc 6.5 G163R 30 2.0
E138K 21 1.4
G163K 17 1.1
High High High 5.3 E138A,G140S,Q148H 23.2 1.2
E138K,G140S,Q148H 18.3 1.0
-~ E138T,G140S,0148H 6.1 0.3
High High Low 45 \_£9%Q,N155H 232 1.0
Q148R 145 07
Table 11. In vitro susceptibilities associated with the 14 INSTI drug resistance mutation patterns.
g " Overall Pattern* Specific Patterns * %Exact’ %lInclude’ RALS EVGS DTGS
E138KAT, G140SAC, Q148HRK E138K, G140A, Q148R 0.00% 0.13% >1 50; >1 503 -
High Le E138K, G140S, Q148H 0.98% 0.98% >1 503 >150, 8.4,
E‘IS?E,HG:‘II_‘?-R‘S, Q148R A 0.07% N 0.20% >150, - 8.3,
Int High Susc 1.8 E92Q 55.6 1.0 /
E92Q,T97A 14.8 0.3
T66A,G163R 7.4 0.1
High | Susc | Susc 14 Yi43R 714 10 Fenotipik analiz: In vitro ilac
¥143C 95 0.1 )
Y1438 9.5 0.1 duyarllllgl
Low Int Low 1.2 R263K 94.4 1.1
E157Q,R263K 56 0.1
High Int Low 1 L74M,T97A,Y143C,S230R 25 0.3
L741,T97A,Y143C,S230R 125 0.1




Table 2 Integrase strand transfer inhibitors (INSTIs) resistance analysis in Turkish patients infected with HIV-1

Resistance mutation pattern

Drug class Antiretroviral naive, (n = 78) n % Antiretroviral experienced, (n=91) n %
INI - - - INSTI - naive, (n=89)
F121Y, Q148R, E157Q 4 4.4
INSTI — experienced, (n=2)
Y143R, E157Q 2 2.2
Total 6 6.6
/

Tuarkiye'de ART naif hastalarda integraz inh. diren¢ mutasyonlari bulunmuyor.
ART deneyimli hastalarda dogal ya da aktarilmis DTG direnci bulunmuyor.
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