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Optondg avtipetpoikmv opudkmv (ART)

Oapuoka Evavtt tov petpoiov HIV

Boo1kd 6to1yglo mOAAATAACLOGHOD KOl OLUGTOPAC TOV
HIV otov avBpwno n petatpony tov RNA 100 e DNA
néom tov evivuov avdotpoen uetoypopdon ( Reverse
Transcriptase )
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Kvxioc Comc HIV-1

Eicod0g Avaotpodn petaypadpry Evowpdtwon Aidomraon  AmeAeuBépwon oUvién/anékduon

Néog 10¢ oprpaler
Ko €EpyeTar amo
TO, KOTTOPO.
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gg\rlgﬂj Modified from Nature Reviews Genetics 5, 52-61 (January 2004)




KokAoc Come tov HIV kot opdoeg pappaxkmv

Fusion KALETRA, REYATAZ
T-20 NELFINAVIR, DARUNAVIR

Ipotedon

HI

CCRS5 or
CXCR4

Maraviroc

AZT, 3TC, DAT, NNRTIs..

AvaeTpoQN peTOYpOPlon %
%36(9”(11 54 % %

Raltegravir
Elvitegravir

Dolutegravir
Bictegravir

Cabotegravir
MoAvopévo KVTTOPO % {:{UE?



[otopia avtipeTpoikng Oepameiog

1stantiretroviral

Next class of

New class of antiretroviral

drug approved antiretroviral drugs drugs approved by FDA
by FDA(NRTI approved by FDA (fusion & entry inhibitor
class) (NNRTI class) class)

1981 1987 1995 1997 2003 2007
1stcases of 1stprotease Combination New class of
opportunistic inhibitor ART started antiretroviral
infections antiretroviral “drug drugs approved
described drug approved cocktails” by FDA (INSTI

by FDA (P! class)
Term AIDS class)
described by
CDC (1982)




E&énén HAART

NRTIs

 Abacavir

Didanosine

Emtricitabine

Lamivudine

Stavudine

Tenofovir

Zidovudine

TSecond-generation agent.

(
NNRTIs

 Delavirdine

Efavirenz

Nevirapine

Etravirine

Rilpivirine

Doravirine

g
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Protease
Inhibitors (PIs)

« Atazanavir

« Darunavirt

« Fosamprenavir
* Indinavir

* Lopinavir

* Nelfinavir

* Ritonavir

« Saquinavir
. Ti irt

4 )

Entry Inhibitors
 Enfuvirtide
« Maraviroc

e Vicriviroc*

e Darunavir

|
-

Integrase
Inhibitors

J
N

» Raltegravir

» Elvitegravir
e Dolutegravir

* Bictegravir

NRTI = nucleoside analog reverse-transcriptaseinhibitor; NNRTI=non-nucleoside reverse

transcriptase inhibitor.



AVOGTOAEIC AVAGTPOPNC UETAYPOUPACTG

Reverse transcriptase inhibitors
(NRTIs or NNRTIs)

\

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

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




NRTIs

H npotn opdoo ART vy HIV . DGppoKa
* Aty0TtEPO OpUGTIKA OO «Abacavir (ABC)
NNRTIs) xau Pls. *Didanosine (ddI)
* Baowod poro ommv ART Emtricitabine (FTC)
(“backbone” ). Lamivudine (3TC)
* Apaoctikd Evovtt HIV-1 *Stavudine (d4T)
ket HIV-2. *Tenofovir (TDF)
* NovkAeoo1o1kd Kot Tenofovir Alafenamide
VOUKAEOTIOKA avaAOYQ (TAF)

«Zidovudine (ZDV, AZT)




Mnyoviepnog opaong tov NRTIs

HIV

New viral
material

%
Viral DNAis __e®

®
; (-4 )
HIV's Reverse integrated ®
RNA transcriptase into human s
o, DNA in the .
e ) nucleus |

Viral DNA

NUCLEOSIDE

ANALOGUE REVERSE

TRANSCRIPTASE

INHIBITORS (NRTIls) New HIV
WORK HERE



Oaopupoxkoxtvntikny NRTIS

Ta NRTIS givol mpo@dppoka mov TpomomolodvTol GE

OPUCTIKOVC UETAPOAITEC UE POGEOPLAMMGCT HECH TMV

EVOOKVTTAPLOV KIVOGOV.

* H Per 0s BroowaBecipuomra kopaiveton amd 25%-93%, ue

tenofovir koi didanosine va £yovv v younAotepn.

* H ANyn tpoenc oev ennpedlel 10toiteEpa TNV AmTOpPOPNoN

» E€aipeon n didanosine (DDI) ( ddsio ctoudyt )

* Ne@pikn amEKKplon

» E€aipeomn 1 abacavir, yopnyoduevn o€ Koavovikn 00om
aveCaptTnTo 0Td KABOPoN KPEATIVIVIG

* Eldypotec aAANAemOpAGELC.

o KAMvikd onuoavtikéc aAinA/ceic pe didanosine.



Xopoktnprotikeg avemOountes evépyeres NRTIS

Abacavir

v 20vopopo vrepevorcOnoiog (rupetdc, vavtia, Epetot
O1appota, Kokovyio, dvomvola, Pryyo)

AcBeveic e HLA-B*5701 Oetiko £yovv > kivouvvo

( voypewtikd To HLA screening mpwv tnv €vapén )
v Txivévvoc OEM

Tenofovir
Novtia, Epuetol, oldppoia, KePaAaAyia,
veppoto&ikotnta (cvvdp. Fanconi), ooteomdpmon.

[HoAootepa vovkieoodikd ( DAT, ddl ): meprpepikn vevpomddeta,
TOLYKPEATITION, AMTOATPOPIN, YUAOKTIKT] OEEMGT), VTEPALTLON LI
AZT: Avaiuio, YOAOKTIKT] 0CEWMOT), DITEPMTLOALUIA,

OTEATWOT, VIEPYALKOLUia, AToaTpopia



H avdntoén tov TAF

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

PLASMA RENAL  ,° “ ..
Gl TUBULAR .°, .* ¢

CELL toe 1

cet . LYMPHOCYTE
TDF
(tenofovir
disoproxil
fumarate)
300 mg 7>
'y
» TFV— »ﬁ«
;I;ﬁ;oljr 91% lower o®
alafenamide) plasmaTFV ¢ |°
25mg

RENAL TUBULAR

CELL

1. Lee W et. Antimicr Agents Chemo 2005;49(5):1898-1906. 2. Birkus G et'al. 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, etal. Lancet 2015. Jun
27-2QE(0027)2RNA-15



Tpomomoinon 00ce®v ART o€ ve@piki) voco

eGFR  (mL/min)

NRTIs

Haemodialysis

Individual agents

ABC™ 300 mg q12h or No dose adjustment required
600 mg gq24h

FTCWM™ 200 mg q24h 200 mg q72h 200 mg q96h 200 mg q24h™
3TCcM 300 mg q24h 150 mg q24h 100 mg g24h"" 50 mg g24h'*! 25 mg q24h™ ¥
TDFM! Mot recommended | Not recommended

300" mg q24h 300" mg g48h | (300" mg q72-96h, | (300" mg q7d, 300" mg q7d"™

if no alternative if no altermnative)

TAF) 25 mg q24h No data 25 mg q24h™
ZDV 300 mg q12h Mo dose adjustment required 100 mg géh 100 mg q8h™
Combinations
ABCHM3TCH 600/300 mg g24h
ZDVI3TC 300/150 mg g12h Use individual drugs
ABCRTC/ZDV 300M50/300 mg g12h
TAF™FTCM 25%1/200 mg q24h Use individual drugs™' 25/200 mg g24™
TDFYYFTC™ 300200 mg g24h | 300""/200 mg q48h Use individual drugs




Nonnucleoside Reverse Transcriptase Inhibitors
(NNRTISs)

] ) QeaproKa 1" yeviag
AwBéopna amo 1o 1996 pe Delavirdine(DLV)
™V £YKpLoN TG NEVIrapine.  geavican- (EFV)

* Apaotika évavtt HIV-1 ko Nevirapine (NVP)
LEPOS GUVOVUGUEVIS UYMYTC.

e Efavirenz: wyvpn ukn 2MS yevidc

K(IT(I,GTO;»ﬁ , , Etravirine (ETR)
* Kowog pnyaviopog opaons  pisivirine (RPV)

Doravirine




Oappoaxoktvyntik NNRTIS

Metaforcuog Orwv nécm CYP P450 ko emayoyn 1
avacoToAn otpopmv ooevivumy ( CYP3A4, CYP2C9, 2B6)
* AuVNTIKEC QAANA/GELC

 Efavirenz: Metafolileton Tpmtiotme pécw tov 2B6

KO 0EVTEPEVOVTMG e 3A4.

» Etravirine: vrootpopa 3A4, 2C9 ko 2C19.

* Yynin npoteivikn cvvdeon (98-99%), extoc nevirapine

* T1/2 dwitepa mapatetapévoe (25-55 h), extdg delavirdine
(2-11 h)



NNRTIs

NNRTI Brand Name(s) Yo

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

Delavirdine | DLV | Rescriptor Agv ypnopomoteiton

Efavirenz EFV Sustiva (Atripla) Agv cuvioTdTot
mhéov g NNRTI ya
Evaipan TPAOTNG
YPOLENG

Etravirine ETR Intelence e ART-experienced
acOeveic

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

Odefsey)

PPIs/H2 blockers, pe
yeL UL




Delavirdine 100-mg, 200-mg tab.

Efavirenz

Etravirine

Nevirapine

Rilpivirine

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

EZdavOnua,
KeEQPOAaLYia

E&avOnua, KNX
(vTvnMoa, EQLAATEG,
GUYYUGT], OTTIKEC
yevdaicOnoelg,
YnepAumoouio

E&avOnua, vavtia

E&avOnua, nratitioa

Katabiwyn , avnvia,
KEPOAOAYiaL,
eCavOnua



Mnyovionoc opaonc tov PIs

HIV

PROTEASE INHIBITORS
(Pis) WORK HERE

A\

New viral
malterial

. )
Viral DNA s _ @@ ® .
Raverse integrated \ IS
lranscriptase into human 8
ey | DNA in the .
S » .’ nucleus «

Viral ONA e

New HIV



Avaotorgic mpoteacwv ( PIS)

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

indinavir Telzir



Pl Brand Name(s) 2xOAIa
Saquinavir SQV Fortovase ( SG) Agv xpnoiyoTrolgital
Invirase ( HG),
Indinavir IDV Crixivan Agv XpnoOlIJOTTOIEITAI
Ritonavir RTV Norvir Movo wg booster
Nelfinavir NFV Viracept Agv xpnolPoTToIEiTal
Lopinavir/RTV LPVI/r Kaletra O povog “coformulated” Pl
1N 2 popeg nuepNaiwg
Aev xpnolyoTrolgital
Fosamprenavir | FPV Telzir, Lexiva Aev Xpnoigotroleital
Atazanavir ATV Reyataz AtTag nuepnoiwg, boosted
Unboosted OK yxwpic TDF
Iktepog, Trpoocoxn e PPIs
Tipranavir TPV Aptivus 2TTAVIA XPNOIJOTTOIEITAl
2¢ ART-experienced e
evuaioOnoiaoe TPV kal avroxr o€
DRV
Darunavir DRV Prezista ATTag nuEPNCiWG oTNV TTAEIOWNPia

2 POPEC NUEPNTIWG ot TTapouaia
METOAAGEEwV o€ DRV




O appoxkoxkivnTikng PIs

* Hnotikog petafoopoc uéom tov kutoypoporoc P450
(CYP), 3A4 xa1 3A5, kot uéom avtiiog tne p-glycoprotein
GTO EVIEPO.

* Yynin npmteivikn cvvoeon (97-99%),

* Bpayve T1/2  1.5-2 h ywa indinavir ko 7 h yio atazanavir.

o 2NUAVTIKEG OAANA/GEIC uE Papuoka mov petafoAiCovion
HEécm 1eoevioumv tov CYP450

* Xaunin 66on (100-200 mg) RTV ovyyopnyeitor pe PIS
Y10, PUPULAKOEVIGYLOT



MEIONEKTHMATA PIs

noPEAOOV KoL TOPOV

Hpown HAART

MeydAog ap1Ouog orokimv

ADVGKOAN CYNUATA, OVGYEPELD. GUUUOPPMOGCTG

Avérykn OAaEng og yoyeio g prrovaPipng (oto mapehdov)
Koako Mmoopikd mpoeid

Meydin coyvotnta avemlBOUNTOV EVEPYELDV

Xoyypovn HAART

Ao TNTIKOL TEPTLOPIGLLOL

2VGYETION UE ANYN TPOPNG

Amovcio oyNuUaTtog vog 016KI0V UEYPL TPOGPAUTA
Xvyyopnynon booster (ptrtovaBipn)
AlIniemdpdoeig ue dila eapuoko (P450)



Darunavir/Cobisistat ( Rezolsta )
Néog eapupaxoevioyvtiig Pls

 Cobisistat: kapio avtiikn opdon

e g Invitro ueréteg, to Cobisistat oev ennpedlel TNV cuco®PELON
ATOVG 6T ATOKVTTOPA KO TPOKAAEL ALYOTEPO OVTOYT] OTNV
tvoovAivn and 1o RTV

* Avaloyn amotelecuatikotnTo Kot KaAr avoyn (- edong I perétn -
GS-US-216-130, 10loyikn aviamOKplon avAAOYT AUTNG TOV LEAETOV
ARTEMIS xo1 ODIN)

« To Cobisistat avaoctéAAdel Tovg petapopeic ( transporters )

K 14 K 7 7
TNG KPEATIVIVIIG OTO VEPPIKE GOANVAPLOL RF.ZOLSTA

darunavir / cobicistat

darunavir



Avaotoi amékkplong Kpeativivg péom efflux transporters
SLC22A2, SLC47Al amnd to aipo oto ovpa

N\
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N
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N %
D %
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Ereatinine‘ ‘ Dolutegravir ‘

Blood
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ATP

ATP

ATP

‘l
%

Cimetidine
Trimethoprim
Ritonavir
Cobicistat

o

00600

Active tubular secretion

Urine

ABC

SLC



Kvpiec AE tov Pls

Atazanavir

Darunavir

Fosamprenavir

Indinavir

Téuueonc yorepuvBpivng, mapdroacn
olactnuatoc PR, vepylvkoupio, eEavOnua
(20%), veppoArBioon

EZavOnua, vavtia, 01dppoio, VITEPALTLOAIUIA,
VIEPYALKOLLLLOL

ECavOnua , vavtia, £uetot, otappota,
VIEPALTIOOLULN, DTTEPYAVKOLULOL

NeppoAiBiaon, vavtio, T EUUeonc
YoAEPLOPIVNC, LITEPAMTTIOOLLN, VITEPYAVKOLUIL



ART ko exintoon oty vIepAumioopio

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



AVOGTOAEIC 16000V

Fusion and entry inhibitors

O 16¢g
ouvoEéeTal
Kal
EIoEPXETAI

OTO KUTTOPO

v

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



HIV Entry Inhibitors

Ch4 —> —> \/irus-Cell
Binding Fusion

BMS-663068 gp41l Enfuvirtide

Cell CCR5/CXCR4
Membrane (R5/X4)



Entry Inhibitors

Enfuvirtide ENF, Fuzeon Fusion inhibitor, omdvia
T20 ypPNoluonoleital oe avOekTiKo 10, 2
POPEC NUEPNGLMOC, EVEGLUO, TOTTLKEG
AVTLOPACELG
Maraviroc MVC Celsentri, Selzentry ( | Avtayoviotéc tov CCR5S

HI74)

ATalTeiTON TEGT TPOTIGUOV TPV TNV
Evapén




0 EONIKO KAl KAMOAIZTPIAKO MANETMEZTHMIO AGHNQON
IATPIKH ZXOAH

EPTAZTHPIO YTIEINHE, ENIAHMIOAOTIAZ KAl IATPIKHZ ZTATIZTIKHZ

EAEI'XOX TPOIIXEMOY TOY HIV-1

APXIKA (Enif¢to - Ovopa) : MII. K. HM/NIA FEN: 8/1/1965 PYAO: APPEN
APIOGMOZX ATOMOY: HIVTROP -000079

AP.KEEAIINO:

HM/NIA AHYHX AEI'MATOZX: 24/1/2012 QIPA: ITAPAAABH :24/1/2012 QPA:
IATPOZ: ZAMITATAKOY E.

NOZOKOMEIO/MON. YT'EIAZ: ITIIIOKPATEIO-MEA

LYMIIEPAZMA :  Kotomy tavtonoinong mg vovkieotdikig adAiniovyiog g
meproyfg V3 g mpwteivig gpl20 and detypo HIV-RNA Ppébnke
0T 0 10g £xet TpOTIG IO Y10 Tov cuvurodoyéa CXCR4.



AVOGTOAEIC EvoOUOTAONG

Integrase inhibitors
(INSTIS)

Virus genetic material turned into r

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




@D (P LOKOKIVITIKT] OVOGTOAE®V IVTEYKPAONG

Raltegravir

* Tayeio amékkpion, aveEoptnTme eoryntov, T1/2: 10-12 h

> T1/2 o€ yuvaikeg

* 83% oUVVOECT LUE TPOTEIVEC

* Metafoouog pe ovploivn OPOGEPOPIKT) YAVKOVPOVLATPAVGPEPAGT
(UGT)

* Emnpedletor o petaPoriouog and diia ART

o AMyn avtOEIvev UTOPEL VoL LELOMGEL TNV aoppOen o,

Elvitegravir

o Zuyyopnyeital pe pkpn 66on RTV (100 mg) yio peimon mpdtng

01000V petafoiicund kot kabapon (20-tAdcio avénon Ko

T1/2 10-13 h.

* MetafoAiletar péow CYP3A4 kor UGT1IAL/UGT1AS.

 [ToAAEC aAANA/CELG

o AMyn avTlOEIVOV HELMVEL TNV OToppOPN o)



doppoxoxivntiké wpo@ik (PK/PD) DTG vs EVG, RAL

DTG 1-3 RAL 4 EVG 5,6
Clinical dose 50 mg QD (INFnaive), 400 mg BID 150 mg QD boosted
50 mg BID (INlresistant) (quad pill)
t1/2 ~14 hours ~9 hours ~12.9 hours (boosted)
PK variability Lowto 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%

PK/PD relationship

Yes, Ctrough-driven efficacy

No

Yes, Ctrough-driven efficacy

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

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, etal. AIDS 2011;25:1737-45; 4. Isentress prescribing information (April 2013)

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



2VYKPIVOVTOC TOV OVUGTOAEIC EVOOUATAONS

( Integrase Inhibitors
POPROKO ITAeovekmpata

Mewvektpoto

" Alyec alnA/celg
" ApPOGTIKO EVOVTL KATOU®V

OTEAEY DV OVOEKTIKOV GE
RAL kot EVG

Raltegravir " MeyoAvtepn gumepio " AVO QOPEC NMUEPNGIMC HEYXPL
(Isentress) " Aryotepeg aAANA/Gelg and TPOGPUTA

EVG, DTG = No coformulation
Elvitegravir = Single-tabletregimen (STR) = Amoutei COBI boosting
(Stribild, " Mia @opd nuepncimc = COBI aAAnA/celc OTmc Kot
Genvoya) RTV. Mévo STR
Dolutegravir = To uévo yopic TDF STR = Xe popen 1 taumiétog
(Tivicay) = Mia @opd nuepnoing = ABC/3TC ¢ backbone

" YynAdTEPO YEVETIKO = unboosted
(PPAYHO AVTOYNG

Bictegravir-Tenofovir alafenamide-Emtricitabine (Biktarvy) 2018

DTG/3TC (Dovato) 2019




apowun HAART




Kamoia ypovia
TPIV....



© Mike Baldwin / Cornered

TAKE Two ?ILLS EVER Y

FoOL HOURS . or TAKE FouR
P(LLS EVERY TWO HOoOLRS o=
AND GET BETTER.

EUVUEN FASTER.

What he thought he heard.



IOTOPIKEG DIAOTACEIG TNG AVTIPETPOIKNG BEpATTEIOG:
EAATTWON TOU POPTIOU XATTIWV
Emoxn mptv tn HAART | «Mpwipn» emoxn HAART | «Owipn>» emoxn HAART

= Combivir
= FRa#

YynAou emmedou IXNUATA Yia Kolvi IXNUATA Yia Kolvi
oxnuata moAAATTAwWY xopnynon, 0UO0 (PopPEC xopnynon, Hia ¢gopd
000EWVY ava nuEpa TNV NUEPA TNV NUEPA

AZT (1987) AZT + 3TC (1997) ABC + 3TC (2004)

APXIKWG KAOE 4 AZT + 3TC + ABC TDF + FTC (2004)
WPEG, NUEPA + (2000) TDF + FTC + EFV (2006)

vuxta
>
1987 1995 2000-2002 kai petad

(AVamTUYHEVEG XWPEG)  (AVATITUYHEVEG XWPEG)



OMWG... éva véo €idog “popTiov QappdKmv”
ywo. T Ogpometa Tov emmiok@y T HIV Ogpaneiog

AtopPactativn

biktarvy

-

Kéayovreg tybvehaiov |\

Metpoppivn

pOLLTTPIAN




Apykd eumopika orofEsiua oynuata “fixed dose”

Zidovudine + Combivir
lamivudine

Zidovudine + abacavir Kivexa

Zidovudine + Trizivir
lamivudine + abacavir

Tenofovir + Truvada
emtricitabine

Tenofovir + Atripla
emtricitabine +

efavirenz

Lopmavir + ritonavir ~ Kaletra



EceMmén og “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 amAovotevon TS avTIPETPOIKNS AYOYNS
- STRs (' single tablet regimens)

AwOéopa
EFV/IFTC/TF (ATRIPLA) NNRTI
RPV/ FTC/TF (Eviplera) NNRTI

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

IIpocpoato owwdéopa

RPV/ FTC/TAF (Odefsey) NNRTI
EVG/COBI/FTC/TAF ( Genvoya) INSTI
Bictegravir/FTC/TAF (Biktarvy) INSTI
DRV/COBI/FTC/TAF (Symtuza) Pl

DTG/3TC (Dovato) INSTI

DOR/3TC/TDF (Delstrigo) NNRTI



CrClI Cutoffs for Single-Tablet Regimens

Single-Tablet Regimen FDA Approved for Pts With CrCl,
mL/min
EVG/COBI/TDF/FTCl =70
EFV/TDF/FTCIA > 50
RPV/TDF/FTCLI =50
DTG/ABC/3TCl4 > 50
EVG/COBI/TAF/FTCDI = 30

bictegravir/emtricitabine/TAF

CrCI 230 mL/min: No dosage adjustment necessary

ESRD (CrCl <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].



[Toto STR gtvon KaTtaAANAOTEPO?
Triumeq, Genvoya?

T e Y O S et
e e o SO VY |
4
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]] ~ Push here ( I— = ol
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VilV
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600 mg/50 mg/300 mg| @—’

film coated tablets ¥ .
abacavir/dolutegravir/lamivudine  TrjUANEQ

600 mg/50 mg/3001

4

Oral use i
* film coated tablets :
abacayir/ ;
: dolutegravir/ /
\ AMivudine f
30 film-coated tablets f
i 30 tablets

Viiy Healthcare UK Limi



‘Fixed-Dose Combination” avtipeTpoika

) EFV/FTC/TDF
Two-drug __—DTG/3TC

single-tablet
regimens 9\)

[ )
| TG/RPV 9
v EVG/COBI/FTC/TDF
BIC/FTC/TAF x
@ DTG/ABC/3TC

DRV/COBl/FTC/TAF
% c«,
Q f &

DOR/3TC/TDF

RPV/FTC/TDF

RPV/FTC/TAF EVG/COBI/FTC/TAF



Hog emiéym HAART o€ ouvvoonpotntes?

=2€ QLENUEVO KOPOLOLYYELOKO KIVOLVO, OITOQLYN
ABC, LPV/RTV, FPV +RTV

=Yg EKTTMOT vePpiknc Asttovpyiag, To TDF Oa mpémer va

279
I3

SV

TDF, wwitepa pe boosted Pl = S

R ~

amopevyeTon, Wioitepo pe boosted Pl

"Y€ QVENUEVO KIVOLVO KATAYUATOV,

etvol KaAd vo omo@evYETOL TO
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‘Evapén avtipetpoikne aymyng TQPA

Me v odyvmon, aveEdptnta and tov aptdud tov CD4
AELLPOKVLTTAPMV



ITPQIMH VS OYIMH ENAPEH ANTIPETPOIKHX AT'QI'HX

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED 1N 1812 AUGUST 27, 2015 VOL. 373 NO.9

Initiation of Antretroviral Therapy in Early Asymptomartic
HIV Infection
The INSIGHT START Study Group*

arion group be oftered antiretrovira! therapy. The primary end point occurred in
42 patients in the immediate-initiation group (1.8%; 0.60 events per 100 person-
years), as compared with 96 patients in the deferred-inidation group (4.1%; 1.38
events per 100 person-years), for a hazard ratio 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-relared events were 0.28 (95% CI, 0.15 w0 0.50; P<0.001) and 0.61 (95%
CONCLUSIONS

The initiation of antiretroviral therapy in HIV-positive adults with a CD4+ count
of more than 500 cells per cubic millimeter provided net benefits over starting
such therapy in patdents after the CD4+ 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.)




AVTIPETPOIKT Y'Y GUGTIVETUL Y10, OAOVS TOVS
HIV (+) acOgveig, aveCaptiTtmg apiBuov CD4

v Y aoheveic pe KaypooKomKES hotndEerg, cuotniveTon Evopén
ART &vtog 2 gfoopdomv amd tn otdyvoon
ECapeitor N KPUATOKOKKIKT] UNVIYYITIOW, LE GUGTOCT Y0
Kabvotépnon Evapéng ART >4 gfooudoec amd tnv Evapin
OLVTLLLVKNTIOKTC 0Y®@YNS ( Kivouvog yia amelAnTiko yia 1 Con IRIS.
v T évapén ART oe cvAroipmén pe TB:
cvotrveton o¢ 1 ypauunc ARV
TDF/FTC + RAL or TDF/FTC/EFV
< 50 cells/uL: "Evapén ART 1o cvvtoundtepo Kot vtoc 2 gfOoL.
amd v Evapén avti-1B aymync.
> 50 cells/uL: H ART unopel va kabvotepnoetl €og 8 pe 12 €Bo
amo TNV Evapén avtl-TB aywync



International Guidance on First-line ART

Recommended Initial Recommended Recommended Recommended
Regimens for Most Initial Regimens = BIC/FTC/TAF = DTG+
PWH for Most PWH = DTG/ABC/3TC* XTC/TDF
= BIC/FTC/TAF = BIC/FTC/TAF = DTG+ FTC/TAFor
= DTG/ABC/3TC* = DTG+ FTC/TAF XTC/TDF Alternative
= DTG+ XTC + (TAF or XTC/TDF = RAL+ FTC/TAF or = EFV+3TC+
or TDF) = |IDTG + 3TC'™ XTC/TDF TDF

= IDTG/3TC? = |[DTG + 3TCS

= DOR+ FTC/TAF or

XTC/TDF or

| DOR/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. E
2. Saag. JAMA. 2020;324:1651. 3. EACS Guidelines v12.0, October 2023. Slide credit: clinicaloptions.com
4. who.int/publications/i/item/9789240031593.



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 I} (Weight increase (BIC, TAF))
TAF/FTC or TDF/XTC | kWeight increase (DTG, TAF))
+ DTG Il (TDF: prodrug types. Renal and hone toxicity.
TAF dosing)
TAF/FTC or TDF/XTC I | (Weight increase (RAL, TAF))
+ RAL qd or bid Il (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)
IV (RAL: dosing)

1 NRTI + INSTI
XTC + DTG or 3TC/DTG HBsAg negative Il { (Weight increase (D1G))
HIV-VL < 500,000 copies/mL \/ "{3TCIDTG not arter PrEP tallure)
Not recommended after PrEP failur
2NRTIs + NNRTI .
TAF/FTC or TDF/XTC + DOR or | | (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 + EFV or | At bedtime or 2 hours before dinner Il (Weight increase (TAF)
TDF/FTCIEFV Il (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)
VI (EFV: neuro-psychiatric adverse events.
HIV-2 or HIV-1 group 0)
TAF/FTC or TDF/XTC + RPVor  JCD4 count > 200 cells/pL Il (Weight increase (TAF))
TAF/FTC/RPV or TDF/FTC/RPYV  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/DRV/c Il (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)
IX (DRVIr: cardiovascular risk)
X (Boosted regimens and drug-drug inferactions)




Clinical Infectious Diseases

DA

Rapid Antiretroviral Therapy: Time for a new Standard
of Care

Susa Coffey,' Jason Halperin,2 Aadia |. Rana,? and Jonathan A. Colasanti**

Clinical Infectious Diseases® 2020;



Same day HIV diagnosis and antiretroviral therapy initiation
affects retention in Option B+ prevention of mother-to-child
transmission services at antenatal care in Zomba District, Malawi

Adrienne K Chan®*3, Emmanuel Kanike®, Richard Bedell*, Isabel Mayunil_, Ruth IVIanyeral, William Mlotha?,

Results and discussion: A total of 10,528 women were newly registered at ANC between October 2011 and March 2012 in
23 rural health facilities (12 were Model 1 and 11 Model 2). HIV status was ascertained in 8,572 (81%) women. Among
914/8,572 (9%) HIV-positive women enrolling at ANC, 101/914 (11%) were already on ART; of those not on treatment, 456/813
(56%) were started on ART. There was significantly higher ART uptake in Model 1 compared with Model 2 sites (63% vs. 51%;
p =0.001), but significantly lower ART retention in Model 1 compared with Model 2 sites (79% vs. 87%; p =0.02). Multivariable
analysis showed that initiation of ART on the same day as HIV diagnosis, but not model of care, was independently associated
with reduced retention in the first six months (adjusted odds ratio 2.27; 95% Cl: 1.343.85: p = 0.002).

Conclusions: HIV diagnosis and treatment on the same day was associated with reduced retention on ART, independent of the
level of PMTCT service integration at ANC.




Clinical Infectious Diseases® 2018:66(7):1027-34

Clinical Infectious Diseases
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Trends in the San Francisco Human Immunodeficiency
Virus Epidemic in the “Getting to Zero” Era

235 |2.4

Susan Scheer, Ling Hsu,' Sandra Schwarcz,! Sharon Pipkin,' Diane Havlir.2 Susan Buchbinder,2*® and Nancy A. Hesso

"HIV Epidemiology Section, San Francisco Department of Public Health, and Departments of “Medicine, *Epidemiology and Biostatistics, and “Clinical Pharmacy, University of California, and *Bridge
HIV, San Francisco Department of Public Health

These initiatives includedthe San Francisco Department of Public Health
(SFDPH) recommendation for universal antiretroviral therapy (ART)
irrespective of CD4+ lymphocyte count (CD4 cell count) in 2010, increased
coverage of and targeted

HIV testing beginning in 2011 (Tracey Packer, SFDPH, personal
communication), same-day initiation of ART at HIV diagnosis

in 2012 [2], and scale-up of HIV PrEP to prevent HIV acquisition for high risk
HIV-negative adultsbeginning in 2013



ART is recommended in all adult persons with HIV,
irrespective of CD4 counts'"

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
134, for ART initiation in the presence of specific Ols. For ART initia-
fion 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 < 200 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. Genotypic testing should not
delay ART initiation (it may be re-adjusted after genotypic test resulis)
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, preferably a second generation INSTI or

dlternatively a Pl/b

Whether rapid, possibly same-day ART start is proposed to newly
diagnosed persons or postponed until complementary assessments
depends on the setting and medical circumstances, medical indica-
tions 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

EAGS

European AIDS Clinical Society



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
initiation

Regimens requiring ABC until HLA-
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/

CONVENIENCE BEYOND ONCE-DAILY DOSING

No boosting
required

No time-of-day

Small tablet size restrictions

Few DDIs with
commonly used
medications

Can be taken with

or without food




Mokpdc opacemg evéoun aymyn?? To péEAlov?
Cabotegravir, Rilpivirine

and can we lalk openly =
about imperfect adherence?

-




Evéowa eappoka yio HIV Loipmén
Bon0ovv ot coppopewon?

v’ AV0 KOpieg opddeg Oa BeAnoovy Hokpac S1aPKELNC OKEVAGLLOTO.
1. AocOeveic pe Aplotn CLUUOPPOGT, TTOAD OPYUVOTIKOL TOV
ATAQ TPOTLULOVV QUTH TNV EKOOYN).
2. AcBeveic mov givon cuveneic ota pavtefov ympic
GUUUOPP®GCT] GTNV KON UEPIVI] ANYN YOTLOV.

v'To KOGTOC GNUOVTIKOC TOPAYOVTOS Y10, EPAPLOYT VTS TNC
GTPOTNYIKNG 6€ HEYAAO aplOud acBevav.

Aev yvopilovue mOco Ba kootoloynOei To cabotegravir yio
TPOANYT, 0AAQ cuYKpvouevo pe PrEP ce ydmia, mov eivon
QTTOTEAEGUOTIKA Kol 0100€G1I0 GE TOAD YOUNAOTEPO KOGTOG

GE LOPPN YEVOCTILOV.



Long-Acting Therapies for Treatment

~ CROI 2022




+ Patient texts
clinic that they
have arrived

Prepare

lab kit

'+ Sometimes lab
kit is prepared
before patient
arrival

Get
medications

* Patient waits
~5 minutes while
coordinator gets
medications from
the pharmacy

Stopwaich indicates the median study visit length from start 1o end of appointment at Month 11

11th IAS Conference on HIV Sclence; July 18-21, 2021; Virtual

Patient
labs

* Patient's blood
work and
questionnaires
are completed
while medication
is brought to
room
temperature

Common Processes for Injection Visits Across Clinics

Administer

injections

+ After 15 minutes,
patient is taken
to a room

* Injections are
administered

Czamogorska ef al 1AS 2021; Vietual. Shdes OADOT05

IAS 2021

Schedule

+ Patient waits for
a few minutes
after injections

+ The next
appointment is
scheduled,
confirmed, or

rescheduled



T ovupatver av kaBvotepnoel o acOeviig Tnv
gmonevn ooon?

v H yopfiynon omontel Tpoypappaticpéve povtefon 6to dipunvo.

v Ouwg vrdpyet £va «mopdbvpo» 14 nuepdv — eivon OK vor 600ei
lio 0061 7 nuEpeS mpv 1N 7 NUEPEC LETA TO TPOKAOOPIGUEVO
pavtePo.

v H yopiyynon oe cvykekpiuévn nuepounvia eivon 1dtaitepa

OCTLUOVTIKT] 0TV YOPMYELTOL 1 Yy avd Oiunvo.

v H yopiyynon avé piva givon o «forgiving.

v Av 0 acOevnic dev umopel va givor cuvennc oto pavieov tov ( Ty
ta&ion), O mpémel va Eyxel TpounOeia, per 0s cabotegravir kot
rilpivirine yio va wipet o aicobeviic oe kaOnuepivn Baon péypt v
EMOUEV] EVEGLUN YOPNYNO).



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

Evéowyna gappoxka og HIV Lotpowin.
IHow @appoxa pmropel va 60000V ¢ evéona?

v Xy Evpdnn, 1o gumopikd dvoua tov evésipov cabotegravir sivat
Vocabria, evd tov evésipov rilpivirine sivar Rekambys.

v’ Ytn Bopewo Auepikn ko Avotparia, ta 2 eappoka dtotibsvion o
&va okevaouo Le To eumopikd ovopo Cabenuva.

v'To Islatravir pnopel vo. 600el w¢ yam po opd v efdopndda 1
TO UNva 1 ¢ EUPLTELUO OLAPKELOC EVOC €Tovg. To evésiuo Yo
Oepaneio 1) tpoLAacn tc HIV-1 Aoiuménc

v O avaotoréog kaydiov lenacapavir &yst doxipuacHel oe pehéteg

MG LTLOOOPLOL EVECT] GTN KOWALE ava 6 U VEC



Studies of long-acting pills, implants and injections
Trials of long-acting islatravir for HIV treatment
and prevention placed on hold




Evéowna eapupoko yio HIV hoipmén
Bon0odv ot coupndpemon?

A0 KOpleg opdoeg Ba BeAGovY HoKPAC OLEPKELNC CKEVAGLLOTOL:
1. AcOeveic pe Aplotn GLUUOPPMGCT], TOAD OPYOVAOTIKOL TOV ATAX
TPOTLUOVV QLT TNV EKOOYT).
2. AcBeveic mov givan cuveneic ota paviePol ywpic CLUUOPPOON
GTNV KoOnUeEPIV] ANyn YomLmy.

To KOGTOC GNUAVTIKOG TTOUPAYOVTOC Y10 EQAPLLOYT] OUTNG TNG
GTPOTNYIKNG 0€ HEYAAO aplOud acOevav.

Agv yvopilovue mdéco Bo kootoAoynOei o cabotegravir yio TpdAny,
aArld 1 PrEP og ydma elval amotelecnatikn Kot Ta yamia otaficiua
G€ TOAD YUUNAOTEPO KOGTOG LTTO LOPPT] YEVOGT|LOV.



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 personwith HIV/HBYV,

ARV drugsthat are active against HBV should be continued;
discontinuing anti-HBV agents may cause serious hepatocellular damage
from
HBYV reactivation; patients should be advised against stopping these
medicationsand be carefully monitored during HBV treatment
Interruptions

8o

1.DTG/RPV PI. 2. DTG/3TC PI. 3. LACAB + RPV PI. 4. DHHS ART Guidelines. August 2021. clinicaloptions.com



http://www.clinicaloptions.com/

ANTIPETPOIKOI XTOXOI

ANAZTOAEAZ MPOZKOAAHZHZ
Fostemsavir (BMS-663068)

MVC

AvaoTtoAeig

OUVUTTOO OXEWV

XNHEIOKIVWV

la! T20 <§| Tovmén

AvdoTtpo@n
METaypa@AON

NRTIs
ZDV, ddl,

ddC, d4T,
3TC, ABC,
TDF, FTC

NNRTIs
DLV, NVP,
EFV-ETV
RPV, DRV

TAF

(vreykpdon) RAVIR

RAL, DGV, EVG, BIK

ANAZTOAEAZ
QPIMANZHZ
BMS-955176

Mpwredon

SQV
RTV
IDV

NFV
APV
LPV
FOS
ATZ
TPV
DRV




H EEEAIZH THX ANTIPETPOIKHE GEPAIIEIAY

®
Truvada Tenofovir ala.?

First ISTI

First

. First NRTI, )
First and first drug First Pl combination
description of approved for approved: . approved: for
AIDS . pil Raltegravir 2 Descovy®
treatment: Combivir® RIER i i
Blctegrr:;ér
Bikta
Genvoya®| poravirine

Zidovudine "
Emtricitabine \
Atrlpla° Delstrigo® Dovato®
Dldanosme Stavudlne | Tenofovu—df1 I Etravmne Dqutegravnr Symtuza"D Dapmvme4
2012 2013 2015 2016 2018 2019

1981 1987 1991 1994 1995 1996 1997 1999 2001 2003 2005 2006 2007 2008
1981-1985 1986-1990 1991-1995 1996-2000 2001-2005 2006-2010 m 2016-2020
2011 2012 2014 2018 2020

1996 1997 1998 2000 2002 2003 2004 2007
Fostemsavnr

1983 1992 1995
|
Zalcnabme Lamlvudlne ‘ Kaletra® Trizivir® | Truvada® Rllplwrme Elvntegrawr
Epzicom® Complera® Cobicistat Cenicriviroc®
Triumeq® Islatravir®
Cabotegravir®

Delavirdine

Stribild®
First

Efavirenz
monoclonal Ab

First CCR5

Identification Erst g | A DReavr First fusion F

of HIV as approved: inhibitor antagonist
causative Nevaripin;a approved: approved: approved:
Enfuvirtide Maraviroc Ibalizumab

agent of AIDS




MoakporpoOeoneg emmiokég tng HIV
kot HAART

AucAimdaiyia/ZN

AloOnTIKEG SlaTapaxeg




Meyarovovtog pe tov HIV.....

Avoxoatovoun Atmovg
AvcAumoonuio
2OKYOP®ONC ot Tng
2 TEATONTTOTITION

T Kivovvoc XN
Neppikn vocog
Ooteonevia, 06TEOTOPMOT
Hrototoé ot ta ﬂ




MovTtéLo ATOOVGTPOPLOS

Pl

NRTI [owaitepa TpoPi

daT > AZT TOEWKOTNTOG

Mitoxovoplakni TofIkotnta AvTtiotaon otnv IvoouAivn v
AnwAgla n/kat 4 Ae1IToupykOTNTAG MITTOKUTTAPWY AucAimoaipia

.

AnwAgia urodopla PEUCH OMAAXVIKOU

Aimoug «AUT0OVGTPOPLOY Aimoug
Asukog, T nAia, z OXl AgUKOG, Kabiotikn {wn,
TNF Mapayovteg dlatpon

Eeviotn
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Artery Research (2009) xx, 1-7

available at www.sciencedirect.com
———a ARTERY
-, . . ;
*s® ScienceDirect
journal homepage: www.elsevier.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 b, Konstantinos Aznaouridis #, Nikolaos loakeimidis @,
Athanasios J. Archimandritis®, Christodoulos Stefanadis *

Pulse Wave Velocity (PWV)

A distance

Non-invasive
evaluation

€
Q&x’z‘fg

Re ™




ITAPAT'ONTEX KINAYNOY I'TA CVD XE
ATOMA ME HIV

TOPAYOVTEC KIVOUVOD Y10,
CVD

2yeTiCOpEVOL pE TyeTOUEVOL e
Tov EgvioTn 12 ART-13-6 KAuootro
- TuvvoonpoTTEG - Xpovia - ABC - Hukla
- Teverwot QAEYLOVT . ddl, d4T . Kémviopa
T BMawmdowone . EvBonAx . | pyy/RTV . dOho
- Toypoopxio BAGPN
_ , - Boosted « Ao
oo + ZoMoluwcn DRV .
ue HCV - YTEPTOON

« XvAhoiuwén e
CMV

«  Ymepmmkukommro
ABC, abacavir; CMV, cytomegalovirus; CVD, cardiovascular disease; d4T, stavudine; ddl,didanosine; DRV, darunavir; HCV, hepatitis C virus; LPV, lopinavir; PLHIV, people living
with HIV; RTV, ritonavir.
1. De Gaetano Donati K, et al. J Hematol InfectDis 2010;2:€2010034; 2. Lichtner M, et al. J Infect Dis 2015;211:178-86; 3. ShahbazS, et al. World J Cardiol 2015;7:633-44. 4.
Lundgren JD, etal. CROI 2009, #44LB:;:5.Ryom L, etal. CROI 2017,#128LB: 6. Elion R. J Acquir Immune Defic Syndr2018:78:62—72.



XYXXETIZOMENOI ME ART ITAPAT'ONTEX
KINAYNOY T'TA XYNNOXHPOTHTEX

H yprion ART pmopel va ocvoyetileTton pe v avamtodn
GUVVOGTPOTHTOV KUl HOKPOTPOOECH®OV ETUTAOK®OV, 0TTOC:

O 0 O

CV tolikéotnra OoTtik1] voG0c™*>7 Nevpoyvoyratpikad—1
(Epepoypa)l? LPV/RT DTG
ABC DRV V TDF %e EFV
LPV/RTV % 6 RPV
NegpotoikétTnras4 AMMAETIOPAGELS
TDF ny. ART pe avtomeptocucd kot
kamoec Pls (ATV/RTV, avTiKoTolOAMTTIK L2

LPV/RTV)

*Bone toxicity in this context refers to reduction of BMD, leading to increased risk of osteoporotic fractures.

ABC, abacavir; ART, antiretroviral therapy; ATV, atazanavir; BMD, bone mineral density; CV, cardiovascular; DRV, darunavir; DTG, dolutegravir; EFV,

efavirenz; LPV, lopinavir; Ml, myocardial infarction; PI, protease inhibitor; RTV, ritonavir; RPV, rilpivirine; TDF, tenofovir disoproxil fumarate; PI, protease

inhibitor.

1. LundgrenJD,etal. CROI 2009, #44LB;2. Ryom L, et al. CROI 2017,#128LB;3. Ryom L, et al. CROI 2012,#865;4. Nishijima T,etal. AIDS 2014;28:1903-10; 5.
Borges A, etal. CROI 2016, #46;6. Borges AH, et al.

ClinInfectDis 2017;64:1413-21;7.Bedimo R, et al. AIDS 2012;26:825-31; 8. Mollan K, et al. Ann Intern Med 2014;161:1-10; 9. Hoffman C, et al. HIV Medicine
201718566210 Woh!lID et al IDWeek?2017 #1687
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The New HIV Scare
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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 guidancel!]

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 201202

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 COffice

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.

Howewer, 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.
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STOP PrEP “
NOW
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PrEP bought online: no fakes and good blood

levels Nneka Nwokolo of the 56 Dean Street clinic in Soho

WWW.iwantprepnow.co.uk



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

Eou

YVWPICEIQ
Tl Elval TO
yevoonpa

Qapuaka,

BENKNDwVR | www.positivevoice.gr
adpwoor+HIV | info@positivevoice.gr



H HIV Loipoén v emoyn tng COVID-19: H véo poypotikotTnTO,

[Iog Ba tpounBevt®d Ywpic doKOMTY) TA PAPUOKA LoV ?
[16c0 Ponbdel n tmAeiatpikn?

IIog Ba yiver aAdayn ART?

ITog Ba mapakorovBoduon yia T GLVOGGNPOTNTES 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




Communicating Effectively With Patients

During Times of Uncertainty

*Does HIV put me at increased
risk for COVID-19 infection and
severe disease?

Do my HIV medications protect
me from COVID-19?

*Are COVID-19 vaccines safe and
effective in PWH?

Healthcare professionals can
acknowledge uncertainty
and be transparent about
what Is and Is not known:

“Data are limited, but here is what
we know ... "

“Here is what experts recommend

after careful review of all available

data...”

“Here is what I am recommending

to my own family . .. "

clinicaloptions.



http://www.clinicaloptions.com/

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.
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