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Optondg avtipetpoikmv eopudkonv (ART)

Odapuoka Evavtt Tov petpoiov HIV

Bootkd 6torygio mToAAATAAGIOGLOD KO O10GTOPAC TOV
HIV otov dvBpwmo n petatponry tov RNA 100 e DNA
Héom tov evlduov avactpopn petaypapdon ( Reverse
Transcriptase )
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Kvrkhog Conc HIV-1

Néog 10g omprpaler
Ko €E€pyeTar amo
TO, KOTTOPO

Budding of virus from
ol and rmaturation

0 g
GUVOEETUL KL
ELGEPYETAL
GTU KVTTOPU

Hopaymyn ukov
TPOTEIVOV Y10,
TOPAYOYN VEOV LAV

To yeveTiKO VAIKO TOVL 100
petaoynpotitetor o DNA mov

EVOOMUUTOVETUL GTOV YOVIOIONA TOV
Eevion) Modified from Nature Reviews Genetics 5, 52-61 (January 2004)




KvkAog Lomn¢ - X1oyor mapiuPaocns otny avacTOA)
TOAAOTAUGLOGLOV
tov HIV

Nucleosides: zidovuding,
didanosine, zalcitabine,
Entry inhibitors stavudine, lamivuding, abacavir
(fusion inhibitars. CD4 4 Nucleotides: tenofovir

Eicodog Avaotpodn petaypadn Evowpdtwon Aldomracn — AmreAeuBépwon ouvrnén/anékduon
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Kbokhog Comc tov HIV kot opdoeg papudkmv

Fusion KALETRA, REYATAZ,
T-20 NELFINAVIR, DARUNAVIR

Ipotedon

HI

AZT, 3TC, DAT, STOCRIN

AvacTpoOn pETAYPOPAOT {:@:}
%Jﬁ(’)uur 51 {:@Eg} %

Maraviroc

Raltegravir
Elvitegravir

Dolutegravir
Bictegravir
Cabo vir
MoAivopuévo KOTTOPO {::(VE:%



Taivounon avTipeETPOIKOV QUPUIK®OV

. NOVKAEOGIO1K(A, VOUKAEOTLOIKA OVAALOYOL-
Nucleo(t)side Reverse Transcriptase Inhibitors (NsRTIs,
NtRTIS)

Mn VOUKAEOGIOIK( aVALOYQ

Nonnucleoside Reverse Transcriptase Inhibitors (NNRTIS)

*  AVOOTOAEIS TPOTEUCOV

Protease Inhibitors (Pls)

*  AVUOGTOAELS E16000V (OVTOYDVIGTEG GLVLTTOOOYEMV,

OLVOGTOAELC O1dLONC)

Entry Inhibitors - Chemokine (CCR5) co-receptor

antagonist

* Fusion Inhibitors

* Avootoleig eveopdatoong-Integrase Inhibitors (ISTI)



[otopila avTipeTpoikng Oepameiog

1st antiretroviral
drug approved

Next class of

antiretroviral drugs

New class of antiretroviral
drugs approved by FDA

by FDA (NRTI approved by FDA (fusion & entry inhibitor
class) (NNRTI class) class)
1981 1987 1995 1997 2003 2007
1st cases_of 18t protease Combination New class of
opportunistic inhibitor ART started antiretroviral
|nfect|_ons antiretroviral “drug drugs approved
described drug approved cocktails” by FDA (INSTI
by FDA (PI class)
Term AIDS class)

described by
CDC (1982)




Ecénmen HAART

NRTIs

 Abacavir

Didanosine

Emtricitabine

Lamivudine

Stavudine

Tenofovir

Zidovudine

TSecond-generation agent.

(
NNRTIs

* Delavirdine

Efavirenz

Nevirapine

Etravirine

Rilpivirine

\_
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\
Protease
Inhibitors (PIs)

» Atazanavir

e Darunavirt
 Fosamprenavir
* Indinavir

* Lopinavir

* Nelfinavir

* Ritonavir

« Saquinavir

4 )

Entry Inhibitors
 Enfuvirtide
 Maraviroc

* Vicriviroc*

e Tioranavirt

o
b

Integrase
Inhibitors

J
N

* Raltegravir

» Elvitegravir
e Dolutegravir

e Bictegravir j

NRTI = nucleoside analog reverse-transcriptase inhibitor; NNRTI = non-nucleoside reverse

transcriptase inhibitor.



Xpovikn ecemcn HAART

1987 zidovudine 1999 amprenavir
1991 didanosine 2000 lopinavir/ritonavir
1992 zalcitabine 2001
1994 stavudine 2003 emtricitabine, atazanavir,
enfuvirtide, fosamprenavir
1995 lamivudine, saquinavir 2005 tipranavir Key
T : : NRTI
1996 nevirapine, ritonavir, 2006 darunavir
indinavir NNRTI
1997 delavirdine, nelfinavir 2007 raltegravir, maraviroc =]]
1998 efavirenz, 2008 etravirine Ent_ry
Inhibitor
2011 Riprivirine ( Edurant) Integrase
Inhibitor
2012 elvitegravir

2013 Dolutegravir ( Tivicay )




AVUGTOAELS AVAGTPOPNC LETAYPOPAGCTG

Reverse transcriptase inhibitors
(NRTIs or NNRTISs)

-

“'.u; £

Virus genetic material turned into r il

DNA that Integrates into host genome Modified from Nature Reviews Genetics 5, 52-61 (January 2004)




NRTIs

H npot opddoa ART yio HIV .

* AyO0TtEPO OPAGTIKA OO
NNRTIS) kou Pls.

* Baotko poro otnv ART.
* Apactika évavtt HIV-1
ko HIV-2.

* NOUKAEOGI01KA KOl
VOUKAEOTIOIKA OLVAAOYQL

Dappoxo
*Abacavir (ABC)
Didanosine (ddl)
Emtricitabine (FTC)
Lamivudine (3TC)
Stavudine (d4T)
*Tenofovir (TDF)
*Tenofovir Alafenamide
(TAF)
«Zidovudine (ZDV, AZT)



Mnyaviepog opaong tov NRTIS

HIV

New viral
material

%
ViralDNAis __e®

2
: @ [}
HIV's Reverse integrated B
RNA transcriptase into human °
.o, DNA in the %
N nucleus |

® d'..y

VIfﬂl DNA

NUCLEOSIDE

ANALOGUE REVERSE

TRANSCRIPTASE

INHIBITORS (NRTs) New HIV
WORK HERE



Oappokokvntikn NRTIS

Ta NRTIS givon mpopdpuoka mov TpomomolovvTol GE

OPUGTIKOVG LETAPOMTEC UE POGPOPVAIMGCT) LEGHD TOV

EVOOKVLTTAPIMV KIVOGMOV.

* H Per 0s PiroowaBecipotnta kopoiveton amod 25%-93%, ue

tenofovir ka1 didanosine vo £govv v younAoTepn.

* H AnMyn tpoenc oev ennpedlel ooitepa TNV AmoppoOPencon

» EEaipeon n didanosine (DDI) ( &d€to otopdiyt )

* Ne@pikn amEKKplon

» ECaipeon n abacavir, yopnyoduevn o€ Kavovikn 000
aveCapTnTo OO KAODAPGON KPEATIVIVIG

* EAdyioteg aAAnAemopdcelC.

e Khvikd onuavtikéc alini/oeig pe didanosine.



Xopoktnprotikeg avemBounteg evépyereg NRTIS

Abacavir

v 2Hvépopo vrepevatotnoiag (mupetdc, vovtia, Euetot
oLdppota, Kakovyia, dOvorvola, Pryyo)

AcOeveic ue HLA-B*5701 Oetiko £xovv > kivouvvo

( voypemTikd To HLA screening mpwv thv évopén )
v Txivovvoc OEM

Tenofovir
Novtia, EpeTol, odppoia, KeQaAaryia,
veppotoikotnto (oOvop. Fanconl), ooteondpmon.

[HoAodtepa vovkieoodikd ( DAT, ddl ): mepipepikn vevpomddeia,
TOYKPEATITION, ATOATPOPIa, YOAAKTIKY) 0EEMCT], VITEPATIOOLLLLN
AZT: Avoupia, YOAAKTIKY 0EEWMOT), DTEPAMTIONLLLIQL,

OTEATMOT], VTEPYAVKOLLLIO, ATTOATPOPi



H avdéntuin tov TAF

TAF Delivers the High Potency of TDF While Minimizing Off-Target Kidney
and Bone Side Effects

PLASMA RENAL  ,° *= o'
i . TUBULAR .°, .°* .°
CELL C 1
- .2 oo RPN LYMPHOCYTE
TDF
(tenofovir
disoproxil
fumarate)
300 mg 3>
A
» TFV— ﬁ
(Lﬁoljr 91% lower .*
alafenamide) plasmaTFV « |°
25 mg
RENAL TUBULAR A
CELL

1. Lee W et. Antimicr Agents Chemo 2005;49(5):1898-1906. 2. Birkus G etal. Antimicr Agents Chemo
2007;51(2):543-550. 3. Babusis D, et al. Mol Pharm 2013;10(2):459-66. 4. Ruane P, et al. J Acquir Immune Defic
Syndr 2013; 63:449-5. 5. Sax P, et al. JAIDS 2014. 2014 Sep 1;67(1):52-8. 6. Sax P, et al. Lancet 2015. Jun
27-2285(0087)-2606-15



Tpomomoinon 00ce®v ART o€ ve@pikn voco

eGFR  (mL/min)
=50 30-49 10-29 <10

NRTIs
ABC 300 mg q12h No dose adjustment required
ddl™ =60 kg 400 mg g24h 200 mg g24h 150 mg q24h 100 mg g24h 100 mg g24hiv

<60 kg 250 mg gq24h 125 mg q24h 100 mg g24h 75 mg q24h 75 mg g24hi
ddT =60 kg 40 mg q12h 20 mg q12h 20 mg q24h 20 mg g24h 20 mg g24h™

<60 kg 30 mg q12h 15mg qlzh 15 mg q24h 15 mg q24h 15 mg q24h™
FTC 200 mg q24h 200 mg g48h 200 mg q72h 200 mg q96h 200 mg q96h"vI
3TC 300 mg q24h 150 mg q24h 100 mg q24hm 50-25 mg g24hi | 50-25 mg g24hi. i)
TDF« Not recommended | Mot recommended

30007 mg q24h 3000 mg q48h | (3000 mg q72-96h, | (3000 mg q7d, if | 300 mg gq7d™
if no alternative) no alternative)
ZDV 300 mg q12h No dose adjustment 100 mg g8h 100 mg qBh™
required
ABC/3TC 600/300 mg g24h
LR i Use individual drugs
ABCI3TCIZDV 300/150/300 mg
qizh

TAFFTC 2517200 mg g24h Not recommended
TDF/FTC 3000200 mg g24h | 3007200 mg g48h Use individual drugs




CrCI Cutoffs for Single-Tablet Regimens

Single-Tablet Regimen FDA Approved for Pts With CrCl,
mL/min
EVG/COBI/TDF/FTCM =270
EFV/TDF/FTCI?] = 50
RPV/TDF/FTCL! = 50
DTG/ABC/3TCl4 = 50
EVG/COBI/TAF/FTCI = 30

bictegravir/emtricitabine/TAF
CrCIl 230 mL/min: No dosage adjustment necessary
ESRD (CrCI <15 mL/min) : On hemodialysis days, administer daily dose after

completing hemodialysis

1. EVG/COBI/TDF/FTC [package insert].
2. EFVITDF/FTC [package insert].
3. RPV/TDF/FTC [package insert].
4. DTG/ABC/3TC [package insert.
5. EVG/COBI/TAF/FTC [package insert].



Nonnucleoside Reverse Transcriptase Inhibitors
(NNRTIs)

* AwOéowa amwo o 1996 ne pappaxo

™V £YKplon g Nevirapine. 1M yeniag

e Apaotika évavtt HIV-1 ko Delavirdine(DLV)
HEPOS GUVOVUGUEVIIC ALY MYTG. Efavirenz (EFV)

e Efavirenz: wyopn vk Nevirapine (NVP)
KOTOGTOM) 215 YEVIOG

» Kowodg pmyaviepd dpéong Etravirine (ETR)

Rilpivirine (RPV)



Oapuaxkokvntikn NNRTIS

Metafoouog 0Amv necm CYP P450 ko emaymyn 1
avaoToAn dtapopmv teoevibuwy ( CYP3A4, CYP2C9, 2B6)
* AvvnTiKéC OAANA/GELC

 Efavirenz: MetafBoAiileton mpmtioTtmg péowm tov 2B6

KOt 0OgvTEPELOVTMC Le 3A4.

* Etravirine: vmootpoua 3A4, 2C9 ka1 2C19.

* YynAn npoteivikn ovvoeon (98-99%), extdc nevirapine

* T1/2 w0witepa mapatetapevoc (25-55 h), extog delavirdine
(2-11 h)



NNRTISs

NNRTI Brand Name(s) XyoMo,

Nevirapine NVP | Viramune, Viramune XR yovaikeg: CD4<250
avopec: CD4 <400

Delavirdine | DLV | Rescriptor Agv ypnouomoteitou

Efavirenz EFV Sustiva (Atripla) Agv cuvioTdTon
mhéov oc NNRTI yia
Evapén TpomNg
YPOUUNG

Etravirine ETR Intelence e ART-experienced
acOeveig

Rilpivirine RPV Edurant (Complera, Eviplera, VL <100,000; oyt

Odefsey)

PPIs/H2 blockers, pe
yevouo




Delavirdine

Efavirenz

Etravirine

Nevirapine

Rilpivirine

100-mg, 200-mg tab.

600-mg tab.;
50-mg, 200-mg caps

100-mg, 200-mg
tablets

200-mg tab; 400 mg
XR tab; 10-mg/mL
susp.

25 mg tab

400 mg PO tid

600 mg PO qd
Take on empty stomach
to decrease Adrs

200 mg PO bid

200 mg PO bid
XR: 400 mg PO qd

25 mg qd with meal

EEavOnua,
KEPaAOAYia

E&avOnua, KNX
(vvnAio, eQldAtec,
GUYYUGT], OTTIKEC
yevoocHnoelg,

Y nepAumioaipio

EEavOnua, vovtio

EEavOnua, nrotitioo

Katdbiwyn , avmvia,
Kealolyia,
e€avOnua



Mnyovieuog opacnc tov PIS

HIV

PROTEASE INHIBITORS
(Pis) WORK HERE

New viral . .
malerial
P —
, o® o ' rotease S
‘ : «a
Viral DNA s _ o, @® ® .
HW's Raverse integrated ) IS
RNA lranscriptase into human 8
., DNA in the *
“a

.7-. ooV nucleus w"

Viral DNA

New HIV



Avootoleic tpowteacwv ( PIS)

1995 1997 2000 2005
saquinavir nelfinavir lopinavir/ritonavir tipranavir
| | | I
I I I I
1996 1999 2003 2006
ritonavir amprenavir Atazanavir darunavir

indinavir Telzir



Pl Brand Name(s) 2xO6A1a
Saquinavir SQV Fortovase ( SG) Agev XpNOIPOTTOIEITAI
Invirase ( HG),
Indinavir IDV Crixivan Agv xpnoIiJoTIoIEiTal
Ritonavir RTV Norvir Movo wg booster
Nelfinavir NFV Viracept Agev xpnoliyoTrolgital
Lopinavir/RTV LPV/r Kaletra O povog “coformulated” Pl
11 2 gopeg nuepnaiwg
> RTV a1ro aAAeg PI
Fosamprenavir | FPV Telzir, Lexiva Agev XpNOIPOTTIOIEITAI
Atazanavir ATV Reyataz ATtTa¢ nuepnoiwg, boosted
Unboosted OK xwpicTDF
Iktepog, Trpoooxn pe PPIs
Tipranavir TPV Aptivus 2TTAVIA XPNOIJOTTOIETAl
2¢ ART-experienced ue
evuaioBnoia oe TPV kal avtoxn o€
DRV
Darunavir DRV Prezista ATTa¢ NUEPNTiIWG TNV TTAEIOWNQIa

2 POPEC NUEPNTIWG ot TTapouaia

METAAAGCEwV o DRV




Dappoxoxkivntikn PIs

* Hratikog petafoiiopndc nésm tov kutoypouoatog P450
(CYP), 3A4 ka1 3A5, kou péom ovtAiog tng p-glycoprotein
OTO EVIEPO.

* YynAn npoteivikn ovvoeon (97-99%),

* Bpayog T1/2 1.5-2 h ywa Indinavir kon 7 h yio atazanavir.

o 2NUAVTIKEC AAANA/CELS HE PApUOKD TOV HETAPoAIlovTon
uEcm 1soevioumv tov CYP450

* Xaunin 66om (100-200 mg) RTV ovyyopnyeitor pue Pls
Y10 PUPUOKOEVIGYVOT



MEIONEKTHMATA PIs

napPeLOOV KoL TOPOV

Hpowypun HAART

Meydrog ap1Buog orekimv

AVGKOAN GYNUOTA, OVGYEPELN CUUUOPPMOGCTG

Avaykn eolaéng oe yoyeio g prrovaPipne (oto maperddv)
Kako Mmootk mpoeid

Meydin cuyvotnta avembouNTOVv TOPEVEPYELDV

Xoyypovny HAART

AtontnTikol Teplopieuol

2VGYETION UE ANYT TPOPTG

Amovcio GyNUatog vOg O1oKiov UEYpL TPOGOATO
Yvyyopnynon booster (pttovofipn)
Alniemopdoeic pe diio edappoxa (P450)



Darunavir/Cobisistat ( Rezolsta )
Néog pappakoevioyvtig PIs

 Cobisistat: xapuio avtiikn dpdon

e g iInvitro peAétec, to Cobisistat dev emnpedlel v cuecdpevoN
Mmouc otol ATOKVTTOPO KOl TPOKOAAEL AMYOTEPO OVTOYT) GTNV
WWGOoVAiIvI and 10 RTV

* AvdAioyn amoteleocpatikotTnTo Kot KaAn avoyn ( eaong I peié -
GS-US-216-130, toAoyikn avtamdkpion avaAoyn oVTNS TOV LEAETOV
ARTEMIS xot ODIN )

« To Cobisistat avactéldel Tovg petapopeic ( transporters )

TNC KPEATIVIVNCG OTO VEOPIKA cOANVAPLO
MNe Kp e op nvap REZOLSTA




AvooToM] amEKKPLoNGS KpeaTivivig nécw efflux transporters
SLC22A2, SLCAT7AL amd to aipo 6to ovpa
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Cimetidine
Trimethoprim
Ritonavir
Cobicistat

KM

o

Active tubular secretion

Urine

ABC

SLC



Kvpiec AE tov PIs

Atazanavir

Darunavir

Fosamprenavir

Indinavir

Téuueonc yorepvpivng, mapdtacn
owctnuatog PR, vaepylvkouio, eCavonuo
(20%), veppoiiBioom

EZavOnua, vavtia, oidppoia, VTEPAITIONLLIA,
vIEPYALKOLULIO

ECavOnua , vavtia, £uetot, otdppola,
VITEPAUTIOQIUIN, VITEPYAVKOLLLL

NeppoiBiaon, vavtia, T Eupeong
yoAepLvOpivng, vTepmootuio, VITEPYAVKALUIO



ART ko enimttmon otnv vIepALTIONLL

TDF RAL RPV ABC EFV  ATV/RTV or ATV/COBI
DTG ETV DRV/RTV or DRV/COBI
EVG/COBI



2tativeg, avtwneptactkd: AAAniemopdoeic ue HAART

Hon-ARY drugs ATVic | ATVIr | DRVie | DRVIr | LPVir EFVY ETV | NWP | RPV | MVC | DTG |EVGIc | RAL |ABC | FTC | 3TC | TAF | TDF | ZDV
Ftorvastatin 1822%| 1 [1200%| 1 [teoom| gean (3T | S (S [ ¥ e [ | |00 |02 | = | &
2 | pravastatin (] 1 i f81% — 1445 1 — — A - i = T N e —+
% | rosuvastatin 1242% | 1213% | 103% | reE% [1107%| = o | 2 | & | o | 2= |PEK| & | or | 45 | 0 | 2 | 2 | &
amlodipine " " t 1 1" 1 1 1 - — o t + | [ =] o
_§ dittiazem 'S 1 t 1 t 169% IE 1 E E - t o+ | o || =] =] ] =
§ | metoprolol t t t 1 t —- = | e - - - t RN R UR U U R
O | verapamil 'S 1 t 1 t 1 IE 1 E E . t o+ || = |=|E|E]| =
warfarin T [teri| 1 1 L [ torl | 1 (1o o= [ = | = [ 1 [ |o][o]eo|o]e] o




Interaction Report from www.hiv-druginteractions.org

www.hiv-druginteractions.org

Interaction Report

o

-
"r

Page 1 of 2

UNIVFRSITTY OF

[ IVERPCOON

Report ID: DE EY
Date Produced: 09 June 2016
Antiretroviral Treatment Co-medications
Cobicistat (with ATV or DRV) Clopidogrel
Darunavir Diltiazem
Fish oils
Perindopril

Rosuvastatin
Trazodone



Hoc emiéyw HAART o€ cvvvoonpotntes?

"2€ QUENUEVO KOPOLOYYELOKO KIVOUVO, OmToQLYN
ABC, LPV/RTV, FPV + RTV
"2e EKTTOON VEQEPIKNG Agttovpyiag, To TDF Oa mpémer va
amoevyeTal, Wioitepa ue boosted Pl
=¥e avENUEVO KIVOLVO KATOYHAT®V, o-'] 9 .
(v oo )/ D4
elvol KaAO Vo amoQEVYETAL TO ( . ~
m » 6

TDF, 1dwitepo pe boosted Pl - 5

R J



AVOGTOAEIC ELGOO00V

Fusion and entry inhibitors

0O 16¢g
ouvOoEsTal
Kal
EICEPXETAI
OTO KUTTAPO
w

Modified from Nature Reviews Genetics 5, 52-61 (January 2004)



HIV Entry Inhibitors

CD4 —> —> \/irus-Cell
Binding Fusion
BMS-663068 gp4l Enfuvirtide

Ibalizumab

Cell CCR5/CXCR4
Membrane (R5/X4)



Entry Inhibitors

Enfuvirtide ENF, Fuzeon Fusion inhibitor, ondvia
T20 ypnouomoleiton og avOekTIKO 10, 2
(POPEC NUEPNOIMC, EVEGLULO, TOTTIKES
AVTIOPAGCELS
Maraviroc MVC Celsentri, Selzentry ( | Avtayoviotég tov CCR5

HI14)

Amotteiton TEGT TPOTIGUOV TPV TNV
Evopén




L~ EGNIKO KAl KAMOAIZTPIAKO MANEMIZTHMIO A©@HNQN
IATPIKH ZXOAH

EPTAZTHPIO YTIEINHEZ, ENIAHMIOAOTIAZ KAl IATPIKHZ ZTATIZTIKHZ

EAEI'XOX TPOINIXMOY TOY HIV-1

APXIKA (EmiBeto - Ovopa) : MIL KQ. HM/NIA T'EN: 8/1/1965 ®YAO: APPEN
APIOGMOZ ATOMOY: HIVTROP -000079

AP.KEEAIINO:

HM/NIA AHYHX AEI'MATOZX: 24/1/2012 QPA: MMAPAAABH :24/1/2012 OPA:
IATPOL: ZAMITATAKOY E.

NOZOKOMEIO/MON. YIT'EIAZ: IIIIOKPATEIO-MEA

LYMIIEPAZMA :  Katomy tavtonoinong g vovkieotidumg aliniovyiog g
reployng V3 g mpoteivng gpl20 and delypo HIV-RNA Bpébnke
411 0 10¢ £yet Tpomio o Yo Tov cuvorodoyéo CXCR4.



AVOGTOAEIC EVOOUATAGCTC

Integrase inhibitors
(INSTISs)

Virus genetic material turned into IR
DNA that integrates into host genome

Modified from Nature Reviews Genetics 5, 52-61 (January 2004)




Do pUOKOKLIVITIKY] OVOGTOAE®V LVTEYKPAONS

Raltegravir

* Tayeio amékkpion, aveaptintme eoyntov, T1/2: 10-12 h

> T1/2 o€ yuvaikec

* 83% oUVVOEST LE TPWTEIVEC

* MetaPoAiouog pe ovploivn SPOGEOPIKT] YAVKOVPOVUATPOVGPEPACT
(UGT)

* Emnpedleton o petaformouog omd dira ART

o AMyn avtid&ivov Pmopel vo LELOGEL TNV amoppOPnon),

Elvitegravir

« Zuyyopnyeiton pe pikpn 66on RTV (100 mg) yio peioon Tpdng

01000V petafoitond kot kdBapon (20-tAdcia avEnom kot

T1/2 10-13 h.

» Metaforileton péow CYP3A4 kot UGT1AL/UGT1AS.

 [ToAAEC aAANA/GELC

o ANym avTIOSIVOV HELOVEL TNV ATOPPOPN O



D oppoxoxivyTiké wpo@id (PK/PD) DTG vs EVG, RAL

DTG 1-3 RAL 4 EVG 5,6
Clinical dose 50 mg QD (INI-naive), 400 mg BID 150 mg QD boosted

50 mg BID (INI-resistant) (quad pill)
t1/2 ~14 hours ~9 hours ~12.9 hours (boosted)
PK variability Low to moderate High Low (with boosting)
Food effect Can be taken with or without No food restriction, but fat Taken with food

food content affects absorption and

increases PK variability

Protein binding High: 99.5-99.7% Moderate: 83% High: 98-99%

Metabolism and
excretion

UGT1A1 (major), CYP3A
(minor), renal elimination <1%

UGT1A1, renal elimination ~9%

CYP3A (major), UGT1A1/3
(minor), renal elimination 6.7%

PKI/PD relationship

Yes, Ctrough-driven efficacy

No

Yes, Ctrough-driven efficacy

DTG has a favourable PK/PD profile compared with other INIs, including EVG and RAL

N\

J

1. TIVICAY (dolutegravir) Summary of Product Characteristics, 11/2013
2. Min S, et al. Antimicrob Agents Chemother 2010;54:254-8

3. Min S, et al. AIDS 2011;25:1737-45; 4. Isentress prescribing information (April 2013)

5. Stribild prescribing information (August 2012); 6. Ramanathan S, et al. Clin Pharmacokinet 2011;50:229-44



2VYKPIVOVTOC TOV OVOGTOAELS EVOOUATAGTG

( Integrase Inhibitors

QPAPULOKO ITAgovekTpnato

Raltegravir
(Isentress)

Meyalvtepn euneipio
Aryotepec aAANA/GELS amo

Mewovektpatao

AbO OpEG NHLEPNTIOG UEYPT
TPOGPUTO,

" Atlyec aAAnA/celg
" ApacTiKO EVOVTL KATOI®V

OTEAEXDV OVOEKTIKOV CE
RAL xou EVG

EVG, DTG No coformulation
Elvitegravir = Single-tablet regimen (STR) Amnoutei COBI boosting
(Stribild , " Mia popa nuepncimc COBI aA\nA/oeic dmme Kot
Genvoya) RTV. Mévo STR
Dolutegravir = To uévo yopic TDF STR e popon 1 taumiétoc
(Tivicay) " Mio popa nuepncimc ABC/3TC wc backbone

" YynAOTepPO YEVETIKO unboosted
PPAYLO AVTOYNG

Bictegravir-Tenofovir alafenamide-Emtricitabine (Biktarvy) 2018

DTG/3TC (Dovato) 2019




apowun HAART




Kamowo ypovia
TPLV. ...



© Mike Baldwin / Cornered

TAKE Two ?ILLS EVER Y

FoOL HOURS . or TAKE Fou
PILLS EVERY TWO HOVRS <=
AND GET BETTER. N

EVUEN FASTER .

What he thought he heard.



loTOPIKEG OIOOTACEIG TNG AVTIPETPOIKNG BepaTtreiag:
EAGTTWON TOU OPTIOU XATTIWV
Emoxn mptv tTn HAART | «[pwipn>» gmoxn HAART | «Owywun» emoxn HAART

=  Combivir
= FAm

YynAou emmédou IXAHATA Yla Kolvi IXNHATA Yia Kolvi
oxXNUata MOAAATTAWY xopnynon, 6U0 (POpPEG xopnynon, Hia ¢gopa
000EWY avd nuEpa TNV NUEPaA TNV NUEPaA
AZT (1987) AZT + 3TC (1997) ABC + 3TC (2004)
ApXIKWC KAOE 4 AZT + 3TC + ABC TDF + FTC (2004)
WPEG, NHEPA + (2000) TDF + FTC + EFV (2006)
vuxta
>
1987 1995 2000-2002 kat peta

(avamtuylEVEG XWPEG)  (AVATITUYHEVEG XWPEG)



Apyikd eumopikd owobcoiua oynuata “fixed dose”

Zidovudine + Combivir
lamivudine

Zidovudine + abacavir Kivexa

Zidovudine + Trizivir
lamivudine + abacavir

Tenofovir + Truvada
emtricitabine

Tenofovir + Atripla
emtricitabine +

efavirenz

Lopmavir + ritonavir ~ Kaletra



EZEMEn o€ “Single-Tablet” avtipeTpoikd

Agent Type FDA
Approval

Efavirenz/tenofovir DF/ NNRTI + dual NRTI 2006

emtricitabine (EFV/TDF/FTC)

Rilpivirine/tenofovir DF/ NNRTI + dual NRTI 2011

emtricitabine (RPV/TDF/FTC)

Elvitegravir/cobicistat/ INSTI + booster + dual 2012

tenofovir DF/emtricitabine NRTI

(EVG/COBI/TDF/FTC)*

Dolutegravir/abacavir/lamivudine INSTI + dual NRTI 2014

(DTG/ABC/3TC)*

Elvitegravir/cobicistat/ INSTI + booster + dual 2015

tenofovir NRTI

alafenamide/emtricitabine
(EVG/COBI/TAF/FTC)*

Bictegravir-TAF-FTC (Biktarvy) INSTI + dual NRTI 2018
DTG/3TC (Dovato) INSTI+1 NRTI 2019
DOR/3TC/TDF (Delstrigo) NNRTI + dual NRTI 2018



H amwAovoTevon TG AVTIPETPOIKNS AYMYNS
- STRs (' single tablet regimens)

AwOsona
EFV/FTC/TF (ATRIPLA)  NNRTI
RPV/ FTC/TF (Eviplera) NNRTI

EVG/COBI/FTC/TF (Stribild) INSTI
DTG/ABC/3TC (Triumeq) INSTI
DRV/COB ( REZOLSTA) Pl

IIpocopata owwdéoua
RPV/ FTC/TAF (Odefsey) NNRTI
EVG/COBI/FTC/TAF ( Genvoya) INSTI

Bictegravir/FTC/TAF (Biktarvy)  INSTI
DRV/COBI/FTC/TAF (Symtuza) PI
DTG/3TC (Dovato) INSTI

DOR/3TC/TDF (Delstrigo) NNRTI



IToto STR &ivol KataAANAOTEPO?
Triumeq, Genvoya?

g o e
W
li—.\ . ‘—}‘
i I
i Push here o
2N

iy ‘\” — i
| / ’”[ [”H]' {
Triumeq il

600 mg/50 mg/300 mg @-—d

film coated tablets > ,
abacaviridolutegravir/amivudine  TriuANEA

600 mg/50 mg/300%
¥ film coated tablets

y 4

Oral use

30 film-coated tablets ’
- & 4 I]

_——

abacavir/
dolutegravir/
AMivudine

TN

30 tablets
Viiy Healthcare UK Limi"




“Fixed-Dose Combination” avTipeTpoika

. EFV/FTC/TDF
Two-drug __—DTG/3TC

single-tablet RPV/FTC/TDF
regimens \

[ )
bTG /RPV @
v EVG/COBI/FTC/TDF
BIC/FTC/TAF &
g DTG/ABC/3TC

DRV/COBI/FTC/TAF
W ,@

. =
q f 6
EVG/COBl/FTC/TAF

DOR/3TC/TDF

RPV/FTC/TAF



OMWG... éva véo €idog “popTiov uppikmv”
Yo, T Ogpancio Tov emmiokmv tng HIV Ogpameiog

AtopBactativn d
biktarvy _-A
S S
Kayovieg yybvehoion |\ j
S
Metpopuivn —
—

popTpiin




Moaokpdc opacemc eveéaiun aywyn?? To ueArov?
Cabotegravir, Rilpivirine

and can we lalk openly =
about imperlect adherence?

! /\




Evéowna pappoka yro HIV Lotpmén
Bon0Oovv ot coppopemon?

v’ AVo kOpieg opddeg Bo BeAoovy pokpdc didpkelag okevdouato.
1. AocBOeveic pe Aplotn cCoUUOPP®GT), TOAD OPYUVEOTIKOL TOV
OTAG TPOTILOVV OUTH) TNV EKOOYT.
2. AcBeveic mov givan cuveneic ot paviePov ywpic
GUUUOPPMGCT] GTNV KAOMNUEPTVY] ANYT YOTLDV.

v'To KOGTOC ONUAVTIKOC TOPAYOVTOC Y10 EPAPLOYH GVTAC TNG
GTPATNYIKNC GE UEYAAO aplOud acOevav.

Agv yvopilovue tdéco Oa kootoAoynOel to cabotegravir yia
TPOANYT, aALA cuykpivouevo ue PrEP og ydma, mov givan
OTOTEAEGLOTIKG KO O100EG1UA GE TOAD YUUNAOTEPO KOGTOG

GE LOPPT] YEVOGT|LMDV.



Long-Acting Therapies for Treatment

~ CROI2022




T oopPaiver av kaBvoetepnoel o ac0eviig TNV
gmonevn 60on?

v H yopfiynon arortel mpoypappaticpuéva paviefod oto diunvo.

v Opm¢ vrapyet £va «mapdbovpo» 14 nuepov — eivan OK vao, dobei
uo 00om 7 nuépeg mpv N 7 NUEPES LETA TO TPOKAOOPIGUEVO
pavtePo.

v H yopnyynon o€ cvykekpuévn nuepounvio eivai idoitepor

CTUOVTIKT] OTOV YOPMNYELTAL 1] Yy ovA OlUnVvo.

v H yopiyynon avé piva sivon o «forgiving.

v Av 0 ae0evig dev pmopei va eivatl cuvenic oto povtefod tov ( my
ta&ion), Oa mpémet va Exel mpounOeta per 0s cabotegravir kot
rilpivirine yio va wpel o acOevic o kabnuepivi Bdon peypt tnv
EMOUEVN EVEGIUN YOPTYNON.



New formulations and alternative injection sites might allow
self-administration of long-acting cabotegravir and rilpivirine

AIDS 2022

24th International AIDS Conference (AIDS 2022), Montrea


https://www.aidsmap.com/conferences/aids-2022

Evéowyo @apupoxka og HIV Aoipmin.
IHowu appoaka pmopel va 60000V ¢ evéorpa?

v 2nv Evponn, To eumopikd dvopa tov evéoiuov cabotegravir ivot
Vocabria, evad tov evéowov rilpivirine ivalr Rekambys.
v’ X1t Bopewo Apepikn kot Avotporia, ta 2 eappoka dtotifevion o
£vo, okevooLo LE To eumoptko ovouo Cabenuva.
v'To Islatravir urmopei vo. 800l w¢ ydmt po opd Tnv efdoudda 1
TO UNvaL 1] ®C EUPVTELUA, OLAPKELNG EVOC €ToVC. To evEciuo Yo
Oepaneia N TpoevAacn g HIV-1 holumwéng
v O avootoAréag kayidiov lenacapavir €yt dokiuacHel og perétec
MG VTOOOPLA, EVECT GTI KOWMA oV 6 UNVEC



Studies of long-acting pills, implants and injections
Trials of long-acting islatravir for HIV treatment
and prevention placed on hold
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IMPQIMH VS OYIMH ENAPEZH ANTIPETPOIKHX AT'QI'HX

The NEW ENGLAN D
JOURNAL o« MEDICINE

ESTABLISHED IN 1812 AUGUST 27, 2015 VOL. 373 NO. 9

Initiation of Antiretroviral Therapy in Early Asymptomatic
HIV Infection
The INSIGHT START Study Group*

ation group be offered andrerrovira! therapy. The primary end point occurred in
42 patients in the immediate-initiaton group (1.8%; 0.60 events per 100 person-
years), as compared with 96 patients in the deferred-initiation group (4.1%; 1.38
events per 100 person-years), for a hazard rario of 0.43 (95% confidence interval
[CI], 0.30 to 0.62; P<0.001). Hazard ratios for serious AIDS-related and serious
non-AIDS-related events were 0.28 (95% CI, 0.15 w 0.50; P<0.001) and 0.61 (95%
CONCLUSIONS

The initiation of antiretroviral therapy in HIV-positive adu!ts with a CD4+ count
of more than 500 cells per cubic millimeter provided net benefits over starting
such therapy in patients after the CDd+ count had declined to 350 cells per cubic
millimeter. (Funded by the National Institute of Allergy and Infectious Diseases
and others; START ClinicalTrials.gov number, NCTO0EG7048.)




‘Evapén avtipetpoikne aymyng TQPA

Me v oudyvoon, aveEdptnta amxd tov aplud tov CD4
AELLOOKVTTAP WV



International Guidance on First-line ART

DHHS! IAS-USA?

Recommended Initial Recommended

Regimens for Most
PWH
= BIC/FTC/TAF .
= DTG/ABC/3TC* .
= DTG+ XTC + (TAF

or TDF) .
= IDTG/3TC’

Initial Regimens
for Most PWH

BIC/FTC/TAF
DTG + FTC/TAF
or XTC/TDF

DTG + 3TC™

Recommended

BIC/FTC/TAF
DTG/ABC/3TC*
DTG + FTC/TAF or
XTC/TDF

RAL + FTC/TAF or
XTC/TDE

DTG + 3TC8

DOR + FTC/TAF or
XTC/TDF or

DOR/3TC/TDF |

Recommended
= DTG+
XTC/TDF

Alternative
= EFV + 3TC +
TDF

*Only if HLA-B*5701 negative. "Except when HIV-1 RNA >500,000 copies/mL, HBV coinfected, or

ART to be started before

RT genotypic resistance testing or HBV testing results available. *“Perhaps” not recommended
for patients with a CD4+ cell count <200 cells/mm3. 80nly if HBsAg negative and HIV-1 RNA

<500,000 copies/mL.

1. DHHS. Guidelines for the use of antiretroviral agents in adults and adolescents living with HIV.
2. Saag. JAMA. 2020;324:1651. 3. EACS Guidelines v11.0, October 2021. 4.
who.int/publications/i/item/9789240031593.

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

EACS European
AIDS Clinical Society

Initial Combination Regimen for ART-naive
Adult PLWH

Regimen Main requirements Additional guidance (see footnotes)
Recommended regimens
2 NRTIs + INSTI
ABC/3TC + DTG HLA-B*57.01 negative | (ABC: HLA-B*57:01, cardiovascular risk)
ABC/3TC/IDTG HBsAg negative Il (Weight increase (DTG))
TAF/FTC/BIC Il (Weight increase (BIC, TAF))
TAF/FTC or TDF/XTC Il (Weight increase (DTG, TAF))
+ DTG Il (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)
TAF/FTC or TDF/XTC Il (Weight increase (RAL, TAF))
+RAL qd or bid Il (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)
IV (RAL: dosing)
1 NRTI + INSTI
I XTC + DTG or 3TC/DTG I HBsAg negative Il (Weight increase (DTG))
HIV-VL < 500,000 copies/mL V' (3TC/DTG not after PrEP failure)
ot recommended after PrEP failure
2 NRTIs + NNRTI
TAF/FTC or TDF/XTC + DOR or Il (Weight increase (TAF))
TDF/3TC/DOR Il (TDF: prodrug types. Renal and bone toxicity.

TAF dosing)
VI (DOR: caveats, HIV-2)




EACS European
AIDS Clinical Society

Initial Combination Regimen for ART-naive
Adult PLWH

Regimen Main requirements Additional guidance (see footnotes)

Alternative regimens

2 NRTIs + NNRTI
TAF/FTC or TDF/XTC + EFVor | At bedtime or 2 hours before dinner Il (Weight increase (TAF)
TDF/FTCIEFV Il (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)
VII' (EFV: neuro-psychiatric adverse events.
HIV-2 or HIV-1 group 0)
TAF/FTC or TDF/XTC + RPV or  JCD4 count > 200 cells/pL Il (Weight increase (TAF))
TAF/FTC/RPV or TDF/FTC/RPV  JHIV-VL < 100,000 copies/mL Il (TDF: prodrug types. Renal and bone toxicity.
Not on gastric pH increasing agents TAF dosing)
' VI (RPV: HIV-2)
2 NRTIs + Pl/r or Plic
TAF/FTC or TDF/XTC + DRV/c or | With food Il (Weight increase (TAF))
DRV/r or TAF/FTC/IDRV/e Il (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)
IX (DRVIr: cardiovascular risk)
X (Boosted regimens and drug-drug interactions)




Available 2-Drug Complete ART Regimens Without Sufficient Anti-HBV Activity

DTG/RPV!: DTG/3TC?:
Daily oral Daily oral LA CAB + RPV3:

tablet tablet Monthly IM

Injections

DHHS 4: When switching ART in person with HIV/HBYV,

ARV drugs that are active against HBV should be continued;
discontinuing anti-HBV agents may cause serious hepatocellular damage
from
HBV reactivation; patients should be advised against stopping these
medications and be carefully monitored during HBV treatment
interruptions

80

1. DTG/RPV PI. 2. DTG/3TC PI. 3. LA CAB + RPV PI. 4. DHHS ART Guidelines. August 2021. clinicaloptions.t



http://www.clinicaloptions.com/

AVTIPETPOIKN Y®YN] GUGTIVETUL Y10 OAOVS TOVS
HIV (+) ac0¢gveic, aveCaptitmec apiOuod CD4

v Yg aoBeveic pe KapooKomkES AotpudEelg, cvoTnveTat Evopen
ART &vtdc 2 gpoouddmv amd t oldyvoon
ECapeitol  KPUATOKOKKIKY] UNviyyitiod, Le GOGTOON Yl
KaBvotépnon Evapinc ART > 4 gBooudosg amd tnv Evapén
AVTILVKNTIOKN G ay®yNC ( Kivovvoc Yo ameintiko yio ) Con IRIS.
v Tw évapén ART oe cvlhoiuwén pe TB:
cvothvetonl o¢ 11 ypauung ARV
TDF/FTC + RAL or TDF/FTC/EFV
< 50 cells/uL: 'Evapén ART to cuvtoudtepo kot evidg 2 efdop.
amo Vv Evopén avti- I B ayoync.
> 50 cells/uL: H ART umopei va kaBvotepnoel Em¢ 8 pe 12 €fo
amo TNV Evopén avti- 1B aymync



EAGS

European AIDS Clinical Society

ART is recommended in all adults with chronic HIV infection,
irrespective of CD4 counts™

I ART is recommended irrespective of the CD4 count. In certain situations
(i.e lower CD4 count or pregnancy), there is a greater urgency to start ART
immediately
In persons with Ols, ART initiation may have to be deferred, see
page 104, for ART initiation in the presence of specific Ols. For
ART initiation in persons with TB, see page 20
A possible exception to immediate start of ART might be HIV con-
trollers, persons with high CD4 counts and HIV-VL < 1000 copies/
mL, although even in such persons ART initiation has been shown
to increase CD4 count, decrease inflammation, lower the risk of
clinical events and prevent HIV transmission
. Genotypic resistance testing is recommended prior to initiation
of ART, ideally at the time of HIV diagnosis; otherwise before
initiation of ART
. If ART needs to be initiated before genotypic testing results are
available, it is recommended to select a first-line regimen with a
high barrier to resistance (e.g. a Pl/b, DTG or BIC combined with
TDF/FTC, TAF/FTC, TDF/3TC or ABC/3TC)
. Whether rapid, possibly same-day AR start is proposed 10
newly diagnosed persons or postponed until complementary
assessments depends on the setting and medical circumstances,
medical indications to start ART more urgently and risk of loss
from care. To reduce loss to follow-up between diagnosis and
ART initiation, structural barriers delaying the process should be
addressed




Recommended Regimens for Rapid ART

DHHS! EACS?
Recommended Regimens Recommended Regimens
BIC/FTC/TAF BIC/FTC/TAF

DTG + (TAF or TDF) + (3TC or FTC) DTG + TDF/FTC, TAF/FTC, TDF/3TC, or
(DRV/RTV or DRV/COBI) + (TAF or ABC/3TC
TDF) + (3TC or FTC) Boosted Pl + TDF/FTC, TAF/FTC,
Regimens Not Recommended TDF/3TC, or ABC/3TC
NNRTI-based regimens or|DTG/3TC Regimens Not Recommended
due higher rate of transmitted NNRTI DTG/3TC|requires evaluation of
and NTRI drug resistance baseline laboratory test results before

Regimens requiring ABC until HLA- initiation

B*5701 test results received
[©

1. DHHS Guidelines. June 2021. 2. EACS Guidelines. v 10.1 October 2020. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

MoakporpoOeoneg emmiokeg tng HIV
kot HAART

AucAimoatpia/ZN




Meyarovovtog pe tov HIV.....

Avoxotavoun AMmovug
AvcAumioouio
2OKYOPOONC O TNG
2TEOTONTTUTITION

T Kivovvog 2N
Neppikn vOGoc
Ooteomevia, 0GTEOTOPWOON
Hrototoéwkdtnto t




MovTéLo MTOOVGTPOPLAS

Pl

NRTI [dwaitepa Tpoih
daT >AZT TOEWKOTNTOG
Mitoxovoplakn tofikotnta Avtiotaon otnv IVOOUAivn v
AnwAcia f/kat 1 Asitoupytkotntag AIMoKUTTAPWY AucAimdaipia

AnwAgla urodopIQ GOWPEUCTN GTTAAXVIKOU
Aioug «AUT00VGTPOPLO Aimoug

Agukdg, T nAia, : Ox1 AgUKO¢, kadbiotikn {wn,

NE MNapayovreg dlatpown
geviotn
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Artery Research (2009) xx, 1-7

available at www.sciencedirect.com
J—— ARTERY
-, . R ’
s’ ScienceDirect
journal homepage: www.alsevier.com/locate/artres -

Impact of human immunodeficiency virus infection
on arterial stiffness and wave reflections in the
early disease stages

Charalambos Vlachopoulos **, Helen Sambatakou ®, DimitrisTsiachris 2,
llias Mariolis ®, Konstantinos Aznaouridis 2, Nikolaos loakeimidis 2,
Athanasios J. Archimandritisb,ChristuduulosStefanadisa

Pulse Wave Velocity (PWV)

A distance

Non-invasive
evaluation

3
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New York Magazine 11-9-09
The New HIV Scare

B

Couger, Bad Co Hotmiay g OHY
e ugarby Emily Nussbaum / Sam Anderso

+TheowHIVSeare. BrookiyssBoboKibbty

g GRIGORI
POWERFUL, REVILED, EFFECTIVE, OBLIVIOUS,
SINCERE, BISTIC, MISUNDERSTOOD

A STRIKING NUMBER OF HIV PATIENTS
ARE LIVING LONGER BUT GETTING
OLDER FASTER—SHOWING EARLY SIGNS
OF DEMENTIA AND BONE WEAKNESS
USUALLY SEEN IN THE ELDERLY.

BY DAVID FRANCE




2XETIZOMENH ME THN AT'QI'H YXYMMOP®PQYXH

No boosting
required

No time-of-day
restrictions

_ Few DDIs with
Can b.e taken with commonly used
or without food medications

Small tablet size




AVTIPETPOIKE MG TPOANYN

1994
TTPOANWN 1997: TASP: 2012:
KABETNG PEP: post- Treatment Test and Truvada®

METAdOONG Exposure as treat PrEP
atrd uNTEPQA Prophylaxis Prevention
o€ Traidi




loTop1kO eyKpiceE®V

Havaces FTCTDRRPY
Emtriva (FTC/TDF) >or1

_ ® 2004 /
Viread® (FTC) Atr|p|a® |

(TDF) 2509 (FTC/TDF/EFV)
2001 2003 2004 2006 2011 2012

4 )

TDF : tenofovir disoproxil fumarate 2012
FTC : emtricitabine Truvada® PreP
EFV : efavirenz (FTC/TDF)
RPV : ripavirine

\- J




Jerome A.Singh, Edward J. Mills*

PLoS Medicine  September 2005
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Centers for Disease Control and Prevention

MMWR Morbidity and Mortality Weekly Report

Weekly / Vol. 60 / No. 3 January 28,2011

Interim Guidance: Preexposure Prophylaxis for the Prevention of HIV Infection
in Men Who Have Sex with Men

Note: These are interim guidancell]

CDC and other USPHS agencies are developing formal guidelines
for the use of PrEP in MSM and other populations in the US
Interim guidance for use of PrEP In heterosexually active adults

issued in August 201212

1. CDC. MMWR Morb Mortal Wkly Rep. 2011;60:65-68. 2. CDC. MMWR Morb Mortal Wkly Rep.
2012;61:586-589



EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

22 July 2016
EMA/CHMP/496941/2016
Press Office

Press release

First medicine for HIV pre-exposure prophylaxis
recommended for approval in the EU
Truvada to enhance existing HIV prevention strategies

The main interventions currently used to prevent HIV-1 transmission in the EU are voluntary testing to
allow people to learn about their HIV status, risk counselling and the promotion of condom use.

Howewver, in view of the increasing number of new HIV infections worldwide, the current range of
prevention with screening, counselling and condom use needs further intensification.




IIpopviaktikn aymyn ( PrEP ) og vy dtona
LLE VYNAOD KIVOUVOL GUUTEPLPOPA?
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erence

STOP PrEP
NOW

v, US v" Kenya
v France ¥ UK - still waiting

v Canada
#PrEPnow

o

Temence
HIGGINS 4
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PrEP bought online: no fakes and good blood
levels Nneka Nwokolo of the 56 Dean Street clinic in Soho

155! m_m DOCTOR

KEEPS \m HIV NEGATIVE

WWW.iwantprepnow.co.uk



http://www.dean.st/
http://www.iwantprepnow.co.uk/

Eou

YVWPIGEIG
Tl €IVl TO
yevoonpa

(pupyaka,

BENKNDwVR | www.positivevoice gr
adpwoorHIV | info@positivevoice.gr



H HIV hotpmén v emoyn tng COVID-19: H véo TpoypoatikotnTa

I1og Ba TpounBevtd Ywpic dloKomr) TOL PAPUOKA LOV?
I16c0 BonBael n tmAciatpikn?

ITog Oa yiver adlayn ART?

I1wg Ba TapakorovBovual yio TiI GLVOGCTPOTNTEC LOV?




How HIV might make COVID-19 risk worse (or better?)
HIV impact on COVID-19

Impact of COVID-19 on HIV care

Treatment
PreP
Access




NIH: Interim Guidance for COVID-19 and PWH

“ People with HIV who have COVID-19 have an excellent prognosis, and they should
be clinically managed the same as persons in the general population with COVID-19,

including when making medical care triage determinations...
The limited data currently available do not indicate that the disease course of COVID-
19 in persons with HIV differs from that in persons without HIV.”

» Some PWH have other comorbidities (eg, cardiovascular disease, lung disease) that
increase the risk for more severe COVID-19 illness; chronic smokers are also at risk

of more severe disease

» No drug has been proven to be safe and effective for treating COVID-19; PWH should
not switch or add ARV drugs for purpose of treating or preventing COVID-19

= PWH should weigh the risks and benefits with their HCP of attending vs not attending
In-person, HIV-related clinic appointments;telephone/virtual may replace in-person visits

for routine or non urgent care and adherence counseling

DHHS. Interim Guidance on HIV and COVID-19. Updated June 19, 2020.



ANTIPETPOIKOI XTOXOI

ANAZTOAEAZ NMPOXZKOAAHZHZ
Fostemsavir (BMS-663068)

MVC

E! T20 <§I ZovTnén

AvaoToAeig

OUVUTTOSOXEWV

XNMEIOKIVWV

AvdaoTpopn
METAYpPOA@AON

NRTIs
ZDV, ddl,
ddC, d4T,
3TC, ABC,
TDF FTC

NNRTIs
DLV, NVP,
EFV-ETV
RPV

TAF 1
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PrEP - Pre-exposure prophylaxis
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