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Direncin ortaya cikmasi

o Direncli virisiin ortaya c¢ikisi
» Genetik bariyer (secicici baski).

> Rezidiiel replikasyon (potens).
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llag duizeyi

1C90

IC50

Temel farmakolojik prensipler

/ HIV’in replike olabilecegi bolge

Doz araligi

Zaman




1. ilaclar genetik bariyerlerine gore farklilasirlar
o Tek bir niikleotid degisimiyle direnc gelisenler

o 2’den fazla niikleotid degisimiyle direnc

gelisenler

EERR————————..



Direnc mutasyonlarinin kaybolmast

= Tedavi kesilirse

« Tedavi degistirilirse

* Wild-type baskin hale gecerse

= Minority variant halde kalirlar
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Bu tablo kime ait?

A. Michelangelo

B. Leonardo da Vinci
C.Marcel Duchamp
D. Frida Kahlo




A. Michelangelo

B. Leonardo da Vinci
C. Marcel Duchamp
D. Frida Kahlo

1919, L.H.0.0:Q




Ne zaman test yapalim?

o ilk saptandiginda

o Tedavi baslanmadan once

o Bazalde INSTI direncine bakmaya gerek yok

o Virolojik basarisizlik aninda

o INSTI altinda virolojik basarisizlik varsa INSTI sekans
o Suboptimal supresyon

o Viral yuksinirni 500kopya/ml

DHHS 2018




Tedavi almamis birine neden test yapalim?




ABD ve Fransa’da aktarilan direncg
-

O TR TSI e
’ Infection in France (2010-2013)
> 1 RAM 4 % > 1 RAM, % 10.6
Any 1,894 17.4% Pl 2.0
NNRTI 984 9.0% NRTI 5.1
NRT| 722 6.6% NNRTI 40
Pl 498 4.6% INSTI 15

o Risk factors for transmitted resistance include: MSM and B subtype

o Prevalence of TDR mutations increased slightly in the US as observed by the CDC,
whereas this has remained stable in France since 1996

o NNRTI transmitted resistance continues to be most prevalent in the US, so other
treatment options may be considered for first-line therapy

Banez-Ocfemia C, et al. CROI; 2014 Boston. #579 & Chaix M, et al. CROI 2014; Boston. #582



Direnc nasil okunur?

Protein
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103 = codon (amino acid position)

K103N

K = Wild type amino acid N = Mutant amino acid

Amino Acids
Reverse Transcriptase: 1-560 Protease: 1-99  Integrase: 1-288 Envelope: 1-510




IAS-USA Topics in Antiviral Medicine

Special Contribution

2017 Update of the Drug Resistance Mutations in HIV-1

Annemarie M. Wensing, MD, PhD; Vincent Calvez, MD, PhD; Huldrych F. Ginthard, MD; Victoria
A. Johnson, MD; Roger Paredes, MD, PhD; Deenan Pillay, MD, PhD; Robert W. Shafer, MD;

Douglas D. Richman, MD

MUTATIONS IN THE ENVELOPE GENE ASSOCIATED WITH RESISTANCE TO ENTRY INHIBITORS
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1
Summary-Dataf
SequenceincludesPR:-codons:-1---99=

SequenceincludesRT:-codons:-1---335=
1

There are-no-insertions or delefions»

1

Subtvpe and %-similanty {o-closest reference isolate |
1PR:F(91,2%)1

RT

2-+RT:8(92.0%)~
T[ -
Sequence-Quality-Assessment| —
Gene> QAProblemz Codonsc
PRo  StopCodons. Frame Shifts: 762 I
- - - - n
PRo  Ambiguous Positions: Nenee g | |
PRo  Unusual Residues:© Nonee  'n 111
0 102030405060 7080 90100
Genec QA Problemo Codons® 1
RTo  StopCodons. Frame Shiftsc Nonee o
RTe | Ambigueus Positions:= Nome® " | | | |
RTo  UnusualResidues© Nonee  n 0 0 S S |

el cn 7C 1AM 17C 1CA 17C AN AAC ACA ATC 2An 2AC 2cn 27cY
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http://hivdb.stanford.edu/

taniord University
@ HIV DRUG RESISTANCE DATABASE

—>  Acurated public database to represent, store and onalyze HIV drug resistance data.,

HOME GENOTYPE-RX  GENOTYPE-PHENO GENOTYPE-CLINICAL HIVDB PROGRAM  ABOUT HIVDB SUPPORT HIVDB!

. ‘_“'- — i .
Reference Library: [ra—— A Reference Library: Integrase DRMs
HIV-2 ’ Dolutegravir for Transmitted V
Resistance ] Resistance Resistance Surveillance ‘
-
Abody of literatures reviewed, HIVDB A[gorithm A body of literatures reviewed, DRMs proposed / Sierra 2.3.4
annotated and searchable Version 8.8 annoctated and searchable Added to CPR analysis /
x Criteria and rational release notes [ web service
Sep &, 2019 Feb 13,2018 Feb1,2019 July 1,2019 Sep 13,2019
= B -— )
HIVDB released on September 9, 2019
— X 4 - HIvdb Program
gex oo Calibrated e ——
(& PR’-’ Population
o R egis tance Genotype-treatment Drug Resistance Summaries
= ARV selection data comprising 168,662 protease, 178,122 RT and 21,549 integrase HIV-1 (Download PDF)

virus sequences from 187,693 persons; 1,008 protease, 788 RT and 329 integrase HIV-2

p— virus sequences from 1,091 persons. m NRTIs mm

AR Gonatvne-nhsnatvne



HIVAaD Program

Genotypic Resistance Interpretation Algorithm

HIVdb accepts user-submitted protease, RT, and integrase sequences or mutations and returns inferred levels of resistance to the most commonly used protease, nucleoside, non-
nucleoside, and integrase inhibitors. Its purpose is educational and as such it provides extensive comments and a highly transparent scoring system that is hyperlinked to data in the HIV
Drug Resistance Database. A detailed description of the program as well as all updates is in the Release Notes, A web service has been created to allow users to access HIVdb

programmatically.

Protease, RT, and integrase mutations can be entered using either the text box or auto-suggestion boxes. To use the text box, type each mutation separated by one or more spaces. The
consensus wildtype and separating commas are optional. If there is a mixture of more than one amino acid at a position, write both amino amino acids (an intervening slash is optional).
Insertions should be indicated by “Insertion” and deletions by “Deletion”.

Drug display options

By default, results will be shown for checked ARVs. Use checkboxes for additional ARVSs. (select all ARVs, revert to default)

NRT: |v|ABC |v|AZT |v|FTC |v|3TC |v|TDF DAaT DDI NNRTE |« |[DOR |V EFY |V ETR |« |NVP | |RPV

INSTI: |+ BIC v DTG | |EVG |v/RAL Pl: v |ATV/r | DRV/r | |LPV/r FPVr 1DV/fr NFV SQV/r TRV/r

Input mutations | Input sequences
Input mutation(s) Input mutation(s) Input mutation{s)

Select mutations: Select mutations: Select mutations:
40 41 44 62 10 11 13 20 51 66 T4 92
- A A B B B A B B B B @B
65 67 68 69 23 24 30 32 95 97 114 118
‘A M B B B B B B =B B B @©B
0 4 15 T 33 35 36 43 121 128 138 140
‘A W -H B A B B B B B B @B




Input mutations = Input sequences

Reverse Transcriptase Protease

(K103N x) (M184V x) (T215D x) Input mutation(s)

Input mutation(s)

Select mutations: Select mutations:



NRTI Resistance Mutations: M184V, T215D
NNRTI Resistance Mutations: K103N
Other Mutations: None

Nu_cleoside Re_verse Trans_cri_ptase Inhibit_oE

abacavir (ABC) Low-Level Resistance
zidovudine (AZT) Potential Low-Level Resistance
emtricitabine (FTC) High-Level Resistance
lamivudine (3TC) High-Level Resistance
tenofovir (TDF) Susceptible

Non-nucleoside Reverse Transcriptase Inhibitors

doravirine (DOR) Susceptible
efavirenz (EFV) High-Level Resistance
etravirine (ETR) Susceptible
nevirapine (NVP) High-Level Resistance

rilpivirine (RPV) Susceptible



o T215Y/F cause intermediate/high-level
resistance to AZT and d4T, low-level
-  resistance to ddl, and potentially low-level
e rekistaRCe 1o ABC And-TDF, T2T5S/CIDYENIV]

« T215Y/F causge intermediate/high-level r level resistance to ABC and TOF. T2158/C/D/E/I/VIN/AJL do not

e NIAILI86 MOt rediice NRTI Stscaptibility But

e Arise. from.viruses. that.once contained

T215Y/F. The presence of one of these
revertant mutations suggests that the patient
may have once had a majority virus

population with T215Y/F.




b

o 37Yas, erkek, MSM

o Partner tarama programlarinda tanimlandi

o Sifiliz 7 yil once

0 Penil travma

o Marihuana

o Sigara 2-3 paket

o Alkol
o Turkiye’ de giinde 1 biiyiik
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o Boy:190cm
o Kilo: 100kg
o Kan basinci: 115/75 mmHg

o Fizik muayene: Normal
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o Koenfeksiyon yok
o Komorbidite yok

o Aktarilan direnc
o E138G

EERR————————..



Drug resistance interpretation: RT

MRTI Resistance Mutations: Mone
MMETI Resistance Mutations: E138G
Other Mutations: None

Nucleoside Reverse Transcriptase Inhibitors

abacavir (ABC) Susceptible
zidovudine (AZT) Susceptible
emtricitabine (FTC) Susceptible
lamivudine (3TC) Susceptible
tenofovir (TDF) Susceptible

Mon-nucleoside Reverse Transcriptase Inhibitors

doravirine (DOR) Susceptible

efavirenz (EFV) Potential Low-Level Resistance
etravirine (ETR) Potential Low-Level Resistance
nevirapine (NVP) Potential Low-Level Resistance
rilpivirine (RPV) Low-Level Resistance




RT comments

HHRTI

« E138Q/G are non-polymorphic accessony mutatons freguenthy selectad in patients receiving ETR and RFY and occazsonally in patients recenang NYF and EFY. In most studies,

they cawse low-level reductions in suscaptibility o MVP, RPY, and ETR. Their #ffects on COR ara not known,

Mutation sconing: BT

HETI AEC ALT FTC ATC TIF
Total ] ] @ @ ]
MNRAT DoR EFV ETR NP RPY
E1385 -] 1@ 18 18 15
Tokal L 1@ 18 16 1%




Ib

o 25 yas kadin, Afrika gocmeni

o Hamilelik (G2P1) sirasinda tespit ediliyor

o 14. gebelik haftasi

o Aslinda 2 yildir biliyor

o Ilk dogumu sirasinda HIV enfekte oldugu biliniyor
o Ulkesinde ZDV/3TC + NVP almis

o HIV RNA: 225000 kopya/ml

o CD4: 320/ml

EERR————————..




Drug resistance interpretation: RT

NRTI Resistance Mutations: T215E
NNRTI Resistance Mutations: K103N
Other Mutations: None

Nucleoside Reverse Transcriptase Inhibitors

abacavir (ABC) Susceptible
zidovudine (AZT) Low-Level Resistance
emtricitabine (FTC) Susceptible
lamivudine (3TC) Susceptible
tenofovir (TDF) Susceptible

Non-nucleoside Reverse Transcriptase Inhibitors

doravirine (DOR) Susceptible
efavirenz (EFV) High-Level Resistance
etravirine (ETR) Susceptible
nevirapine (NVP) High-Level Resistance
rilpivirine (RPV) Susceptible




Mulation scoring: RT

NRTI ABC AZT FTC 3aTC TDF
TZ15E 5 20 @ a

Tolal 5 29 @ 5] 5
NNRTI DOR EFY ETR NVP RPV
103N e 2 (<] 62 )
Toltal @ 25 @ 52 e
RT comments

NRTI

+ T215Y/F cause intermediate/high-level resistance to AZT and d4T, low-level resistance to ddl, and potentially low-leved resistance to ABC and TDF. T215S/C/D/E/I/V/N/A/L do
not reduce NRTI susceptibility but arise from viruses that once contained T215Y/F. The presence of one of these revertant mutations suggests that the patient may have once
had a majority virus population with T215Y/F.

NNRTI
« K103N is 2 non-polymorphic mutation that causes high-level reductions in NVP and EFV susceptibility.




i tip TAY

o M41L, L210W, and T215Y
o ABC-, ddI-, TDF

o D67N, K70R, T215F, and K219Q/E

NRTI Resistance Mutations: M41L, L210W, T215Y
NNRTI Resistance Mutations: None
Other Mutations: None

Nucleoside Reverse Transcriptase Inhibitors

abacavir (ABC) High-Level Resistance
zidovudine (AZT) High-1 evel Resistance
emtricitabine (FTC) Low-l evel Resistance
lamivudine (3TC) Low-l evel Resistance

tenofovir (TDF) Intermediate Resistance
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MNRETI AEC ALT FTC iTC TF
1210 T 15 2 " 5
LI1BW + [314Y 14 18 4 5 1\
[215Y 1a 4 & 5] 18
M LL 5 15 B a 5
AT & 1 715 5] 1w ® e} 1A
MA1L + LA1EW +
5 [E] 5 5 5

T215Y

KA TFISY 15 15 5 5 1A
Total EA 104 15 15 55
RT comments
NRTI

= M4al isa TAM Lhat usually ovours with T215Y. In combinztion, MaaL plus T215Y conler intermediate [ high-level resistance Wo AZT and d4T and conliibule W redeced ddi, AEC

and TOF susceplibility.

« L210Wis a 1AM that usualby accurs in combination with M41L and 1215Y. | he combination of Ma1, L210W and | 215Y causes high-level resistance to AZ1 and dé 1 and

intermeadiate to high-level resistance to ddi, ASC and TDF.

» T215Yis a [AM that causes intermedizte/high-level resistance wo AZT and d41, low-level resistances to ddl, and potentially low-level resistance to ABC and TDF.

_U




Ib

o 38 yasinda erkek
o TDF/FTC/EFV 5 yildir kullaniyor

o Son 6 aydir cezaevinde oldugu icin ilac

kullanimi duzensiz
o HIV RNA: 225000 kopya/ml
o CD4: 276/mm3
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I%

. Tedaviye yeniden baslarim
. Direnc testi ister tedaviye baslarim
c. Direnc testi sonucu ¢cikana kadar beklerim

p. Tedavi degisikligi yaparim

EERR————————..



NRTI Resistance Mutations: M184V
NNRTI Resistance Mutations: Y188C
Other Mutations: None

Nucleoside Reverse Transcriptase Inhibitors

abacavir (ABC) Low-Level Resistance
zidovudine (AZT) Susceptible
emtricitabine (FTC) High-Level Resistance
lamivudine (3TC) High-Level Resistance
tenofovir (TDF) Susceptible

Non-nucleoside Reverse Transcriptase Inhibitors

doravirine (DOR) Potential Low-Level Resistance
efavirenz (EFV) High-Level Resistance
etravirine (ETR) Susceptible

nevirapine (NVP) High-Level Resistance
rilpivirine (RPV) Susceptible




L LYY 15 -1
7 Total 15 -16

NNRTI DOR EFV

¥188C 18 52

Total 10 58
comments

« M184V/l cause high-level in vitro resistance to 3TC and FTC and low-level resistance to ddl and ABC. However, M184V/1 are not contraindications to continued treatment with
3TC or FTC because they increase susceptibility to AZT, TOF and d4T and are associated with clinically significant reductions in HIV-1 replication.

RTY

+ Y188C is a non-polymorphic mutation selected in patients recefving NVP and EFV. It confers high-level resistance to NVP and EFV. It appears to cause little if any reduction in

susceptibility to RPV, ETR, or DOR,

23

003

3rc

g8

SS%

-10
-19

RPV




NRTI Resistance Mutations: D67N, K70E, M184V
NNRTI Resistance Mutations: Y181C, Y188C
Other Mutations: None

Nucleoside Reverse Transcriptase Inhibitors

abacavir (ABC) Intermediate Resistance
zidovudine (AZT) Susceptible
emtricitabine (FTC) High-Level Resistance
lamivudine (3TC) High-Level Resistance
tenofovir (TDF) Low-Level Resistance

Non-nucleoside Reverse Transcriptase Inhibitors

doravirine (DOR) Low-Level Resistance
efavirenz (EFV) High-Level Resistance
etravirine (ETR) Intermediate Resistance
nevirapine (NVP) High-Level Resistance
rilpivirine (RPV) Intermediate Resistance




’ NRTI ABC AZT FTC Tc TOF

M124V 15 -1@ 60 50 -10
] DETN 3 15 2 a 5
K70k 15 -10 10 10 15
’ K70E « MiBav 5] 2] @ Q 1@
Total 35 -5 70 70 20
’ NNRTI DOR EFV ETR NVP RPV
Y181C 10 e e 50 45
] Y128C 10 €0 2 50 Q
Total 20 £ 3e 120 45
RT comments
NRTY

+ DBTN ks 5 non-polymorphic TAM assoclated with low-level resistance to AZT and d4T. When present with other TAMS, it contribistes reduced susceptibility to ABC. ddi, and TDF.

+ KTOE/G cause low-level resistance to TOF, ABC, DDI and possibly 3TC and FTC. K70E/G increase susceptibility to AZT.

» M184V/I cause high-level in vitro resistance to 3TC and FTC and low-leval resistance to ddl and ABC, However, M184V/I are not contraindications to continued treatment with
3TC or FTC hecause they increase susceptibility to AZT, TOF and d4T and are associated with clinically significant reductions in HIV-1 replication,

NNRTI

+ Y181C is & non-polymaorphic mutation selected In patients receiving NVP, ETR and RPV It reduces susceptibllity to NVP, ETR, RPV, and EFV by >50-fold, 5-feld, 3-fold, and 2-fold,
respectively. Although Y184C itsalf reduces EFV suscaptibility by anly 2-fold, it has been associated with a reduced response to an EFV-coataining regimen in NNRTE-
experienced patients. Y181C has a weight of 2.5 in the Tibotec ETR genotypic suscaptibility score. Alone, it does not appear to reduce DOR susceptibility.

+ Y188C i a non-polymorphic mutation selected In patients receiving NVP and EFY. It confers high-tevel resistance to NVP and EFV. It appears to cause little if any reduction in
susceptibility to RPY, ETR, or DOR.




o Kadin, gocmen
0 46 yasinda
0 Yeni tani

o HIV RNA: 47200kopya/ml

NRTI Resistance Mutations: A62V

NNRTI Resistance Mutations: K101E, E138K

Other Mutations: K11T,I31L, V35l, T39E,K122E, D123N, 1135T, K173L,Q174K,D177E, 1178V, T200A, Q207K, R211S,V245M, A272P
Nucleoside Reverse Transcriptase Inhibitors Non-nucleoside Reverse Transcriptase Inhibitors

abacavir (ABC) Susceptible doravirine (DOR) Low-Level Resistance

zidovudine (AZT) Susceptible efavirenz (EFV) Low-Level Resistance

stavudine (D4T) Susceptible etravirine (ETR) Low-Level Resistance

didanosine (DDI) Susceptible nevirapine (NVP) Intermediate Resistance

emtricitabine (FTC) Susceptible rilpivirine (RPV) High-Level Resistance

lamivudine (3TC) Susceptible

I tenofovir (TDF) Susceptible




NNRTI

NRTI ABC AZY DaT ool FTC 37C TOF
A6V 5 5 5 5 3

Total 4 S 5 5 S

NNRTI DOR EFV ETR NwW RPV

K101E 15 15 15 e 45

E138K 1@ 18 18 1@ 45

Total 25 25 25 42 98

RT comments

NRTI

AB2V is an accessory mutation that often occurs in combination with the multi-NRTI resistance mutations K65R or Q151M. A62Vis widespread in subtype A
viruses in former Soviet Union countries but AG2 is otherwise non-polymorphic,

K101E is a non-polymorphic primarily accessory mutation that causes intermediate resistance to NVP and RPV, low-level resistance to EFV, and potentially low-
level resistance to ETR. It has a weight of 1.0 in the Tibotec ETR genotypic susceptibility score. Itis associated with lowdevel reductions in DOR susceptibility.
E138K s a non-polymorphic mutation selected in a high proportion of patients recewing RPV. It reduces RPV susceptibility by 2 to 3-fold and in combination
with K101E or the NRTI-resistance mutation M1341, it is sufficient to cause virological failure on a first-line RPV-containing regimen. E138K causes low-level
cross-resistance to ETR and possibly to DOR.







b

o Aktarilan direnc onemli
o Serorevertant mutasyon kavrami
o Mutlaka skorlamaya bakalim

o Dusuk genetik bariyerli rejim kullananlarda virolojik basarisizlikta

direnc akla gelmeli
o Ise yaramayan rejimde 1srar etmeyin

o Direnc testi bize hastaligin kokeni hakkinda da bilgi verebilir




o 45 yas erkek

o Tani: 1999

o ZDV/3TC, TDF/FTC, LPV/r, IND, EFV,
o CMV retinit, zona zoster

o Uyum sorunu

o Toksisite

Olgu
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Direnc sonucu

Sinif Mutasyon

NRT] D67N, T69N, K70R, V118l, M184V, T215F,
K219Q

NNRTI A98G, V108I, Y181C, G190S

PI L10F, M46l, L76V, 184V
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Yorum
TDF orta
AL Diger NRTI yiiksek diizey
NNRTI EFV, ETR, NVP, RPV yiiksek diizey
P| DRV, TPV orta
Diger Pl yiiksek diizey
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Mutation Scoring: PR

] ATV/r
M46T 10
184V 60
L10F 0
L76V o
M46I + L76V 0
Total 70

DRV/r

15

20

40

LPV/r

10
30

30
10
85

TPV/r

30

-5

30




o CMV retinitis (sag goz)
o HIV RNA: 300,000

o TDF/FTC + TPV/r + RAL

o Endikasyon disi izin + TEB
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Yeni direng

D67N, T69N, K70R, L74l, (V118l), M184YV,
T215F, K219Q

NRTI
NNRTI A98G, Vv108Il, Y181C, G190S

L10FCY, Q58EQ, A71AT, M46l, 147V,
(L76V), V82L, 184V

Pi

Alti gizili olanlar yeni
Parantez icindekiler artik saptanmiyor
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Mutation Scoring: PR

Pl ATVr DRV/r LPV/r TPV/r
M46I 10 0 10 5
M46I + VB2L 10 0 10 0
147V 10 10 15 30
V82L 10 () 10 as
184V 60 15 30 30
L10F 0 5 5 0
I47V _+ IBAV 0 5 5 1]
QS58E 0 0 0 15
Total 100 ki 85 125




TDF orta
AL Diger NRTI yiiksek diizey

NNRTI  Yiiksek diizey, EFV, ETR, NVP, RPV

DRV orta diizey

7 Diger Pl, ileri diizey
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Dr. KT Yalcinkaya

Integraz ve V3
sekanslama



-
Integraz sekanslama
. Mutasyon

INSTI Y143R
L74M, T97A, E157Q, G163R

Minor

A DA mx A W
H% Lo 14 N3 Canu HN24
, l <41 308 ¥ ‘.5" e o [ r e
— e ﬁ. R l{ X i 1 e
I ROl S J
1 L 186 1856 e
NTD ccD CTD
04 beaha? Specle v DU Niudiey Yot e i e DVA Rl g
2reesy Mresn Terge: SHA A rp Tesget DNA seadrg”
R LT Py Cauhdesbe  Udbawnahas
N T bakon
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Integraz

Major
Minor

Direncg
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Y143R

L74M, T97A, E157Q, G163R

RAL, EVG yiiksek diizey
DTG ilizerinde muhtemel direng?




Ill. Aligned V3 region

-
23
-

AGT ATA CAT ATA GGA CCA GGG AGA GCA TTT TAT ACA ACA

ACA AGA COC AAC AAC AAT ACA AGA AAA GGA GAA ATA ATA GGA GAT ATA AGA Caa GCa CAT TGT
ConsensusB:CTRPNNNTHKSIHIGPGRAFYTTGEIIGDIRQAHC
Query: GVBENNNIBRQS[LELEEESRARYALSRLLERLEBRARS
IV. Coreceptor prediction
NMogle Predicton FPR Remarks
Clonal aﬂRS-aMagonlsts like Maraviroc (Celsentri/Selzentry) are likely to be 198.9%

The significance level was set to:
"Recommendations from the European Consensus Group on clinical management of HIV-1 tropism testing"




Cross-resistance of clinical isolates to DTG

40- A
A

! 20- A - Ulvw‘llu AWwWIiIve Uall,
- A
) 10- 2
.E:r 6 B A * 4 A
%l 4= h @ N
| A '
g; 2= . as g B A

. A_w .A%

B
| 4
0.6- A

Q148+2 Mixture Q148+1 N155 Y143 Other

Integrase mutational pathway

1. Eron et al. J Infect Dis 2013; 2. Underwood et al. JAIDS 2012

_




VIKING: Response rates with increasing
baseline integrase resistance

*  Subjects with VL =500 cps and RAL/EVG resistance + >2 other ARV classes
DTG 50mg BD for 8 days =»optimisation of BR (>1 active drug)
*  Response rates (<50 cps) 69% at wk 24 and 56% at wk 48

100
7 . week 24000
< 80
2
7 B
> 240
I o
£ 320
3 Vv 0
S No Q148H/K/R Q148 + 1 Q148 + 22
mutations* secondary mutation*  secondary mutations*

*Key secondary mutations were G140A/C/S, L741 and E138A/K/T
Nichols et al. IAS 2013; Vavro et al. EUDRW 2014




0 MAYIS 2014
0 DTG 2X1 + MVC 1-2 X 150

o VIRAL REPLIKASYON BASKILI
o AGUSTOS 2019
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