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Présentateur
Commentaires de présentation
Goodafternoon
It is an honor to be here today to present to you the collated efforts of all the EACS guidelines panel members to complete the major revisions of the EACS guidelines v9.0 2017



Aims of the EACS Guidelines

The scope of the EACS guidelines is to

* Provide easy accessible recommendations to clinicians
centrally involved with the care of HIV-positive individuals

» Cover a large and geographically diverse area

* Not to be considered as a full overview of all aspects of
HIV-infection, but rather as a continuously updated
overview of the most relevant clinical issues in HIV
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Commentaires de présentation
Would just like to begin by just repeating the Overall scope of the EACS guidelines


New Summary of Changes in v9.0 &g&

Summary of Changes from v8.2 tov9.0
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As repsective panel leads will present in more details


New Topics in v9.0

Drug-drug Interactions between Bronchodilators (for COPD) and ARVs
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Legend Colour legend

1 potential elevated exposure of the bronchodilator

1 potential decreased exposure of the bronchodilator

— no significant effect

D potential decreased exposure of ARV drug

E potential elevated exposure of ARV drug

ATWie ATV co-formulated with COBI (300/150 mg qd);

DRVic DRV co-formulated with COBI (500/150 mg gqd)

a caution as both drugs can induce QT interval prolongation
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no clinically significant interaction expected

these drugs should not be co-administered

potential clinically significant interaction that is likely to require addi-
tional monitoring, alteration of drug dosage or timing of administra-
tien

potential interaction likely to be of weak intensity. Additional action/
menitoring or dosage adjustment is unlikely to be required
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Entirely new clinical areas included 
As repsective panel leads will present in more details


New Topics in v9.0

Chronic Lung Disease in HIV
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As repsective panel leads will present in more details


New Topics in v9.0

Mon-Alcoholic Fatty Liver Disease (MAFLD)
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New Topics in v9.0

Solid Organ Transplantation (SOT) in HIV-Positive Persons

Ganaral featunes Fodlow-up after transplantaton

* HIV Indacbon Is not 3 contraindication for transpiantaton consideration. AnTrefrovira he@py

» Experts In HIV medicing shoukd preferatiy be members of the mut- « Same recHmmentatons In individuals under preparation for transplanta-
dsciplinany tEam, responsie for the pre-Transpiant evaluston, nad tian.
take primary responsioility for the management of the HIV Infecion . L ARS may exacerbate ImmunosLppressive agents' adverse
and the prevention and treatment of Ciks. mm:{mmm'enmw

suppression, drug-ndused
Iver Injury, efc. ). Thersfone, careful conslderation of which Snigs o use |5
esgenilal see Adverse Escts of ARWS & Dnug Classes.
= Before siarting or restarting abacavir comtaining ART the HLA-B5701
‘siatus of the donor should be 3ssessed.

Organ criterta for 50T

« HiVpostiive persons should be considersd for ongan tensplantation
using the same Indications as used In

parsons. HV-posiive
mmmmmmmmmmnth|

Primary and secondary dissass-spectic chemopropiny s
« Hiposhive transplant reciglents shouid recave e same survallance,

e Mlan arena prophylass and Immurisaton regmeans for Ois a8 HV-nagative 0T
recipiens
HivAnfection criteria for 50T " mm-gmmurmmrlammmam 522 page 7.
o most International guidednes, HN-postve Indviduals shouid mmmm

Tulfll the Tollowing oritena to be considered for 50T

* The gficacy and safely of DAAS In llver ranspiant HIv-postive reciplents
1. Clindcal eriteria. Mo acive Ofs or HVGrelated cancers. Indhiduals oy

with HCW recumence s the same as In H-negative redplents.

with PAL, chmonlz orypinmicnespaonidlosts, muft-dnug resistant furgal « Antl HEW traatment should Tollow e same schedules of HNCnegative
or myconacierial irecions, NHL and viscesal K3 fo be exciuded. For PErSaNS.,
nan-HM=related carcars same critena appiy & In e general Hhv-nega-

VE popUIEion.

2. Immunological criterta. CO4 > 200 cels/L for 3l SOT except for ver
Sanspiantation where CO4 = 100 celsL. PErsons with previous oppor-
funisec INfecEons should Have & O - 200 celisiL

3. Virological criterta. Full control of HIV replication prior o and after trans-

should be In &l cases.

4. Drug abuse. Abslinence period: dconal & months, Remin'cocaine 2
years. Former IWDOUs can be In methadone programme.

IMMUMGEIRErEsse negmens

« Same a5 In HLnegative transplant red The risk of acuiz rjection
i howavar doubie of that of HI-negative SOT recipients and, therefore,
requires cioss

« Special atteniion to Inferaction wilh AR, see Drug-dnug Imermetons
betwesn Immunosumpressants (for S0T) and ART

| Mian criteri soilary tumor smaller than S om or 2-3 tumors of <3 amin
the absence of macmowascular tumor Invasion and exirahepatc metasta-

Preparing HIV-posltive parsons for Tansplantation 5E6.

Antirstmovil

= Choice of ART componenis should avoid drugs known to causs organ
dysfunchion of dregs Wil a high potential for drug-gnug Interactions IF at ail

sag Dnug-ans] Interachons betwesn IMMUNGSUPEIESSaNts (for
OT) and ARVE.

- Lksing a phamacoiogical booster (RTW or COBI) and some of the NNRTES
are best avoided, see ::r.lg—:lr.ng IMeractions Delwesn |I1'l"'h.|l'€t5-|.pﬂ'l'EFSI-
£ants {for S0OT) and ARVS.

- For Indvidusis nearing Indication for trarspiantation, ART shoukd be mod-
fied to ensure this | a all possible.

- RAL {and probadiy DTS plus 2 NETIS |s the prefemed regimen

- I the Indivicual has not yet started ART and I considered,
AST should be commenced 35 5000 35 possiie and preferably before e
franspiantation s started.

Viral hepatits co-nfection

In Ihver brarespiant candidates, every effart should be made fo freat the unges-
Iying viral hepatiss, see pages 50 and 52-54. Use of DAAS In pessons Wil
HCW co-iniaction may mprove thelr Bver funesion, and possibly l2ad bo them
being removed Som the Sansplant waliing list

O EACS Emwmmumem-s
« While Steening and reatment for [2=nt TB ks recommended in 3l
) | AIDS Cli Hivposeve persons, see page =7, It 15 particuiay Imporant In persans
pre-and post-ransplantation due to Me amional Use of IMmunCeuppres-
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New Videolinks

Video links

EACS Guidelines Video lectures Link to video lecture

Primary HIV Infection When to Start ART Part 1 hiipsfhimeo.com 8716444209304 1 3875
When to Start ART Part 2 hitps:fvimeo.com/ 1871 6 TE0530ac2 634
What ART to Start Part 1 hitps:vimeo.com 1 8T3T454 132232 bd37
What ART to Staet Part 2 hitps:imeo.com18TITETEA1 531 Tddab

Swich Strategies for Virologically Suppressed How to Changs ART hitps:iivimeo.comi187181543/ae0c48e0be

Virobogical Failure Adherence and Prevention of HIV Drug Resistance | hitps: (vimeo.com 87381327 1d7 87 2c0d5

ART in TBHIV Co-infechon HIW and the Management of IRIS Part 1 https: fvimeo.com 87 TE2E0N 147257 o
HIV and the Management of IRIS Part 2 hitps: fvimeo.com 87 TERE5G00E 1e5d15d

Pre-cuposure Prophylas PrEP Part 1 httpes: /virnen. comi 1067 14540/83 10837124

FrEF Part 2

hitps: fvimeo.com 1887 1675031 23320800

Adverse Efects of ARM's and Drug Classes

Adeerse Effects and Monitonng

hitipes: {fvimeo.com 87 275138034 1 c90ebs

Cancer: Sereening Methods. Clinical Management of Cancers and HIV' Part 1 htips: fvirmeo.com 87 I0EET 3 che cbbibe
Clirical Management of Cancers and HIV Part 2 hrttps: fvimeo.comi 87 748701 88 cc0 12283
Epidemiciogy of Cancers Part 1 https: fvirmeo.com 87 4051 0iafeabbl 124
Epidemiciogy of Cancars Part 2 hrttpes: dvirmeo. cormf 187 T4 BB fie T e S0E2f2d
Prevention of CVD HIV and CVD, CKD, Endocrinciogy https: fvimeo.com'1 87488 153/306253aT33

Hidney Dizease: Definition, Diagnosis and Manage-
ment

HIV and CVD, CKD. Endocrinology

hrttpes: fvimen com 187 288153306253a733

Lipocystrophy: Prevention and Management HIV and CVD, CKD. Endocrinciogy https:/ivimen.comy 197488153/306253a733
Algorthm for Diagnosis and Managementof | CNS and HIV Part 1 httpe:/ivimen.comy 157 280854/085¢1087
HIV-Associated Meuroco mm" CNS and HIV Part 2 hitps:/ivimen. com 157 3704 16/ea36553309
Diagnostic Procedures for HCV in Persons with | Hepaliis C and HIV Co-nfection Part 1 https:/ivimen.com 157 250834 bcScacd 1d1

HCWHIV Co-infiection

Hepatitis C and HIV Co-nfiection Part 2

hitipes i virmeo. comd 187 201 8201046242 dfle

Hepatitis C and HIV Co-infection Part 3

https:ifvimeo.com' 1 BT 202800/ Ib8edT2

Introduction to Ols Pulmonary Infiections Part 1 hiips:/vimeo.com1 87388181 /dc24 235ab6
Pulrmcnary Infiections Part 2 https:/fvimeo.com' | BT 38REFET e bans1
Pulrmonary Infections Part 2 hrttpes:ivimen. com 187382161 FR0020==21
CNS and HIV-related Opportunistic Infections Part 1 | hitps:ivimeo. com 197 7028380344624 5544
ICMS and HIV-related Opportunistic Infections Part 2 | hitps:vimeo.com 187 75843 1/802800c82a

Disgnosis and Treatment of TB in HV-positive Tuberculosis and HW Co-infection Part 1 hrttpesfivimen. corm 1887238017 2087 d254

Tuberculosis and HV Co-infection Part 2

bt ivimen. com 187 161162/420010887c
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Find a collated overview of all video links at the last page of the guidelines
But links are also provided in the respective sections of the guidelines


EACS Guidelines Organisation

The guidelines V9.0 consist of:

« Summary of changes from v8.0 to 9.0

e Part| : Visit Assessment

e Partll : ART

e Part Ill: Co-morbidities

e Part IV: Co-infections

e Part V : Opportunistic Infections

 References

e Videolinks
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EACS Guidelines Management

Each individual part of the guidelines is

Managed by

« A Panel of experienced European HIV experts

« External experts (e.g. in the co-morbidity part)

 And Reviewed by community representatives and Wave

Governed by
* A 3-person leadership group
— Panel Chair, Co-chair and Young Scientist

The guidelines content is managed by
« The EACS Medical Secretariat; guideline coordination chair
and assistant working closely with the EACS Secretariat

"75 EACS European
U | AIDS Clinical Society
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Center for health and Infectious disease research


EACS Guidelines Availabilities

GUDELN® |
GUIDELINES

@B | EACS European

GiR)

) | AIDS Clinical Society

- In print as a booklet

- Since 2015 as a free App

for IOS and Android
systems
by the Sanford Guide

- Online on the EACS

website
http://www.eacsociety.org/

guidelines/eacs-quidelines/

eacs-quidelines.html
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The EACS guidelines were first published in 2005 and are currently available:


Some sections online only to lilimet the size of the booklet

http://www.eacsociety.org/guidelines/eacs-guidelines/eacs-guidelines.html

EACS Guidelines Revisions

 Formal reviews are made annually for the
electronic versions, and biennially for the printed
version, but updates are also made continuously
 New important data immerge
» Feedback from the users

 We warmly welcome feedback on content and
translations, can be submitted via
guidelines@eacsociety.orq

"’5 EACS European

U | AIDS Clinical Society
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Vis in print versionen, online versionene og App interfase

mailto:guidelines@eacsociety.org

Panel Members

The EACS Medical Secretariat is responsible for the coordination and up- Chair: Massimo Puoti Milan, kaly
date of the EACS Guidelines basad on the recommendations fom the four ~ Vice-Chair: Andri Rauch Bern, Switzerland
EACS panels. Young scientist: Christoph BoeseckeBonn, Germary
Juan Berenguer Madrid, Spain
Guidelines Chair and Coordinator =anjay Bhagani '-md“" United Kingdom
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On behalf of the all the panel memebers,
 by that I’ll hand over the word to our first individual Panel head speaker
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Dr Anton Pozniak
ART Panel Head



ART section updates

« Recommended regimens for naive patients

« Alternative regimens
 Primary HIV infection
e Switch strategies
 Virological failure
 ARVs In pregnancy

* Post-exposure prophylaxis
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Recommended regimens

oty
orrm

2 NRTIs + INSTI
ABC/3TC/DTG" ! ABC/3TC/DG 600/300/50 mg, 1 tablet qd Al/Ca/Mg-containing antacids or multivitamins None
should be taken well separated in time
TAF;"FTC“"JDr TAF",FTC 25!.200 mg' 1 tablet qd (mlnlmum 2h aﬂer or 6h before}
TDF/FTC" or TDF/FTC 300/200 mg, 1 tablet qd o None
+DTG + DTG 50 mg, 1 tablet qd DTG 50 mg bid with rifampicin
TAF/FTC/EVG/c™ or TAF/FTC/EVG/c 10/200/150/150 mg, 1 tablet qd Al/Ca/Mg-containing antacids or multivitamins
- or TDF/FTC/EVG/c 300/200/150/150 mg, 1 tablet | should be taken well separated in time With food
TDF/FTC/EVG/c"" qd (minimum 2h after or 6h before)
TAF/FTC" or TAF/FTC 25/200 mg, 1 tablet qd Co-administration of antacids containing Al or
TODF/FTC® or TDF/FTC 300/200 mg, 1 tablet qd Mg not recommended None
+ RAL + RAL 400 mg, 1 tablet bid RAL 400 or 800 mg bid with rifampicin.
2 NRTIs + NNRTI
. Only if CD4 count > 200 cells/puL and HIV-VL <
TAF/FTC/RPV'" or TAF/FTC/RPV 25/200/25 mg, 1 tablet qd 100,000 copies/mL With food
TDF/FTC/RPV"™ or TDF/FTC/RPV 300/200/25 mg, 1 tablet qd PPI contra-indicated; H2 antagonists to be
t Lan 49h hat ar A ~ftae DDA
2 NRTIs + Pl/r or Pl/c New
TAF/FTC or TAF/FTC 101200 mg, 1 tablet qd e Forrecommended regimens order =
TDF/ETC™ or TDF/FTC 300/200 mg, 1 tablet qd A .
+ DRV/c" or + DRV/c 800/150 mg, 1tablet qd ) alphabetical
) or + DRV 800 mg, 1 tablet qd + RTV 100 mg, 1 a Q —
e tablet qd 9 d 9 e For alternative regimen order =
preference of use
 When to prefer TAF over TDF
e ATV and renal toxicity
* Potential DRV CV toxicity
6525 EACS European
) | AIDS Clinical Society




		Regimen

		Dosing

		Caution

		Food requirement	



		2 NRTIs + INSTI

		



		

 ABC/3TC/DTG(i, ii)

		ABC/3TC/DG 600/300/50 mg, 1 tablet qd

		Al/Ca/Mg-containing antacids or multivitamins should be taken well separated in time (minimum 2h after or 6h before)



   DTG 50 mg bid with rifampicin

		

None







		TAF/FTC(iii) or

 TDF/FTC(iii)

+ DTG

		TAF/FTC 25/200 mg, 1 tablet qd 

or TDF/FTC 300/200 mg, 1 tablet qd

+ DTG 50 mg, 1 tablet qd

		

		 None



		TAF/FTC/EVG/c(iii) or



TDF/FTC/EVG/c(iii,iv)

		TAF/FTC/EVG/c 10/200/150/150 mg, 1 tablet qd or TDF/FTC/EVG/c 300/200/150/150 mg, 1 tablet qd

		Al/Ca/Mg-containing antacids or multivitamins should be taken well separated in time (minimum 2h after or 6h before)



		With food



		TAF/FTC(iii)  or



TDF/FTC(iii)

+ RAL

		TAF/FTC 25/200 mg, 1 tablet qd 

or TDF/FTC 300/200 mg, 1 tablet qd

+ RAL 400 mg, 1 tablet bid

		Co-administration of antacids containing Al or Mg not recommended

   RAL 400 or 800 mg bid with rifampicin.

		None



		2 NRTIs + NNRTI

		



		TAF/FTC/RPV(iii)  or

TDF/FTC/RPV(iii)  

		TAF/FTC/RPV 25/200/25 mg, 1 tablet qd 

or TDF/FTC/RPV 300/200/25 mg, 1 tablet qd

		Only if CD4 count > 200 cells/µL and HIV-VL < 100,000 copies/mL

PPI contra-indicated; H2 antagonists to be taken 12h before or 4h after RPV

		 With food 



		2 NRTIs + PI/r or PI/c

		



		TAF/FTC(iii)  or



TDF/FTC(iii)

+ DRV/c(v) or

+ DRV/r(v) 

		TAF/FTC 10/200 mg, 1 tablet qd 

or TDF/FTC 300/200 mg, 1 tablet qd 

+ DRV/c 800/150 mg, 1tablet qd 

or + DRV 800 mg, 1 tablet qd + RTV 100 mg, 1 tablet qd

		Monitor in persons with a known sulfonamide allergy

		With food		Comment by Margherita Bracchi: 








Regimen
2 NRTIs + INSTI

Alternative regimens

Caution

Society

Food requirement

ABC/3TC"'
+ RAL

ABC/3TC 600/300 mg, 1 tablet qd
+ RAL 400 mg, 1 tablet bid

Co-administration of antacids containing Al or Mg
not recommended.

RAL 400 or 800 mg bid with rifampicin

None

|| ABC/3TC'
+ EFV)

ABC/3TC 600/300 mg, 1 tablet qd
+ EFV 600 mg, 1 tablet qd

Only if HIV-VL <100,000 copies/mL

TDF/FTC/EFV(")

s +

TDF/FTC/EFV 300/200/600 mg, 1 tablet qd

At bed time or 2
hours before dinner

TAF/FTC"or

TAF/FTC 10/200 mg 1 tablet qd

or TDF/FTC 300/200 mg, 1 tablet qd

+ ATV/c 300/150 mg, 1 tablet qd or

+ ATV 300 mg, 1 tablet gd + RTV 100 mg, 1
tablet qd

With food

ABC/3TC""
+ ATV/c"" or

(il wili )

+ ATVIr

ABC/3TC 600/300 mg, 1 tablet qd
+ ATV/c 300/150 mg 1 tablet qd

or + ATV 300 mg, 1 tablet qd + RTV 100 mg, 1
tablet qd

Only if HIV-VL < 100,000 copies/mL

With food

ABC/3TC"
+ DRV/c" o
+ DRV/r

ABC/3TC 600/300 mg, 1 tablet qd

+ DRV/c 800/150 mg, 1 tablet qd

or + DRV 800 mg, 1 tablet qd + RTV 100 mg, 1
tablet qd

Monitor in p

allergy New

Other combinations

+ DRV/c or
DRV/r"

RAL 400 mg, 1 tablet bid
+ DRV/c 800/150 mg, 1 tablet gd or

+ DRV 800 mg, 1 tablet qd + RTV 100 mg, 1
tablet qd

Only if CD4
100,000 cop @
Co-administ
notrecomm

e Older ARVs (LPV/r) removed
Order = preference of use

[
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		Regimen

		Dosing

		Caution	

		Food requirement



		2 NRTIs + INSTI



		

ABC/3TC(i, ii)     

+ RAL

		ABC/3TC 600/300 mg, 1 tablet qd 

+ RAL 400 mg, 1 tablet bid

		Co-administration of antacids containing Al or Mg not recommended. 

RAL 400 or 800 mg bid with rifampicin	

		 None



		2 NRTIs + NNRTI



			

 ABC/3TC(i, ii)    

+ EFV(vi)

		ABC/3TC 600/300 mg, 1 tablet qd 

+ EFV 600 mg, 1 tablet qd

		Only if HIV-VL <100,000 copies/mL



		At bed time or 2 hours before dinner 





		

TDF/FTC/EFV(iii,vi)

		TDF/FTC/EFV 300/200/600 mg, 1 tablet qd

		

		



		2 NRTIs + PI/r or PI/c



		TAF/FTC(iii) or

TDF/FTC(iii) 

+ ATV/c(vii,viii) or 

+ ATV/r(vii,viii)

		TAF/FTC 10/200 mg 1 tablet qd 

or TDF/FTC 300/200 mg, 1 tablet qd

+ ATV/c 300/150 mg, 1 tablet qd or

+ ATV 300 mg, 1 tablet qd + RTV 100 mg, 1  tablet qd

		

		 With food



		ABC/3TC(i, ii) 

+ ATV/c(vii,viii) or

+ ATV/r(vii,viii)



		ABC/3TC 600/300 mg, 1 tablet qd

+ ATV/c 300/150 mg 1 tablet qd 

or + ATV 300 mg, 1 tablet qd + RTV 100 mg, 1 tablet qd



		Only if HIV-VL < 100,000 copies/mL

		 With food



		

		

		

		



		ABC/3TC(i, ii)

+ DRV/c(v) or

+ DRV/r(v) 

		ABC/3TC 600/300 mg, 1 tablet qd

+ DRV/c 800/150 mg, 1 tablet qd 

or + DRV 800 mg, 1 tablet qd + RTV 100 mg, 1 tablet qd

		Monitor in persons with a known sulfonamide allergy

		With food



		Other combinations



		

RAL(ii)

+ DRV/c(v) or

 + DRV/r(v) 

		RAL 400 mg, 1 tablet bid 

+ DRV/c 800/150 mg, 1 tablet qd or

+ DRV 800 mg, 1 tablet qd + RTV 100 mg, 1 tablet qd

		Only if CD4 count > 200 cells/µL and HIV-VL < 100,000 copies/mL

Co-administration of antacids containing Al or Mg not recommended



		 With food








Primary HIV Infection

Acute infection: HIV detection (p24 Ag
and/or HIV-RNA) in the absence of HIV
antibody.

Recent infection: HIV antibody
detection; up to 6 months after infection

Circumstances where immediate
treatment initiation should be advised

Yo

(S350

N
)
J

Acute infection

Severe or prolonged symptoms
Neurological disease

Age = 50 years

CD4 count < 350 cells/puL

EACS European
AIDS Clinical Society

Treatment selection
o Clinical trials (HIV curative strats

* Resistance test
« If therapy starts before resistance test
available:

e Start a Pl/r or Pl/ic or an INSTI + TDF

or TAF/FTC

 Regimen can be adjusted once the

resistance test is available and viral
load is suppressed

New
All HIV-positive women of
reproductive age should have
a pregnancy test
4




Switch strategies

Pt with VL<50 cp

Indications

Documented toxicity

Prevention of long-term toxicity.
Avoid serious DDIs

Planned pregnancy

Ageing and/or co-morbidity
Simplification

Starting of HCV treatment (DDIs)

EACS European
AIDS Clinical Society
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New
* Indications for switch (HCV rx,
renal/bone toxicity)
e DTG+RPV included

DTG monotherapy not recommended

Dual therapy

DTG + RPV

3TC + (DRVI/r or DRVI/c)
3TC + (ATV/r or ATV/c)

Monotherapy with DRV/r

only if
a) no resistance to the Pl
b) suppression of HIV-VL <50 cp for 6 months

c) absence of chronic HBV co-infection




Virological failure

New
Definition of Virological Failure

iNCOMPLETE SUPPRESSION: HIV-VL > 200
copies/mL at 6 months after starting therapy

VIROLOGICAL REBOUND: confirmed HIV VL >
50 copies/mL in patients with previous
undetectable vital loads

D) EACS European

) | AIDS Clinical Society
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If HIV-VL > 50 and < 500:

 Check adherence

e Check HIV-VL 1 to 2 months latc

» |If genotype na, consider changing
regimen based on past rx and
resistance hx

If HIV-VL confirmed > 500:

 Change regimen as soon as possible
based on the resistance testing
results

e If no resistance mutations found: re-
check for adherence, perform TDM



ARV In pregnancy

1. Women planning to be pregnant/ becoming pregnant while already on

ART: Maintain ART
[Contra-indicated during pregnancy: ddl + d4T, triple NRTI]

2. Women becoming pregnant, treatment-naive: Start ART ASAP

|4. Women whose follow-up starts late in 1l/1ll trimester: Start ART ASAP /
INSTI as the preferred choice rapid HIV-VL decline  [ygew:

5. Women whose HIV-VL is not <50 cp in Ill trimester: VRT / consider INSTI
if not already on it




ARV In pregnancy

Antiretroviral regimens:

If on RAL, DTG, RPV or DRV/r: could be continued (Among PI/r, prefer

ATVIr)

« EFVis a suitable alternative | NEW!

 NVP not to be initiated but can be continued

 TAF and Cobicistat in pregnancy: not recommended in initial regimen
(limited experience) | NEW!

« Caution with EVG/cobi: monitoring of VL and drug levels may be
needed (low exposure demonstrated in third trimester) [ new:

Breastfeeding

 We advise against breastfeeding. In case a woman insists on
breastfeeding we recommend follow-up with increased clinical and
virological monitoring of both the mother and the infant [

EACS European
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Post-Exposure Prophylaxis (PEP)

Rapid testing of the source person for HCV/HIV (if HIV-status unknown):
if Source person HIV-positive on ART, order resistance testing if HIV-VL detectab
For sexual exposure, if HIV-positive source has documented undetectable HIV-VL,

PEP is no longer recommended.

* Individualise PEP according to the source’s treatment history and previous
resistance tests

 PEP to be started ideally < 4 hours after the exposure, and no later than 48/72
hours

e Duration of PEP: 4 weeks (unless discontinued due to lack of indication)

PEP regimen: TDF/FTC + RAL bid
Alternatives: TDF/FTC + DRV/r qd or c Hhn .
+ LPV/r bid or mergeqcy contraception
counselling for sexual exposure
+ DTG qd e

e Full sexual health screen in case of sexual exposure
 Emergency contraception counselling for sexual exposure

EACS European
AIDS Clinical Society
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Part lll Prevention and Management of
Co-morbidities in HIV-positive Persons

We recommend

multi-disciplinary care

The appropriate manageme Nervous sys-
tem disorders as well as se) f

or
Potential contributors to co- . . If as well as
aging HIV patients
Health care professionals of . se of ART,
should consult their HIV spe W|th its to HIV-clin-
ics are increasingly extende situations, it is
important to ensure some |g | t - I b - d - t -
Conversely, many HIV phys| I I l u I p e C O I I l O r I I I eS vention and
management of such condit and
As individuals with treated H . . . . disability.
Such circumstances may re turing the
=mosearmeaca ot G 1O NIC TMMUNE aClivallon
Depending on future clinica 1 1 ociety org and
the EACS Guidelines App c tO malntaln
The current recommendatio specific

issues should be considerex g O O d q u a I ty Of I I fe

and to prevent

frailty.
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Prevention of CVD

Principles: The intensity of efforts to prevent CVD depends on the underly-
ing risk of CVD, which can be estimated!!). The preventive efforts are diverse
in nature and require involvement of a relevant specialist, in particular if the
risk of CVD is high and always in persons with a history of CVD.

Assess CVD risk in next 10 yealsﬁ)
N
Advise on diet and lifestyle in all Consider ART modification if 10-
persons year CVD risk 2 20%!(1)
s
Smoking (see page 39) 2 Identify key madifiable risk factors(!)
[ [ | [ 1
Blood pressure | | Coagulation | | Glucose | | Lipids
e 7 L N2
Drug treatment if: SBP = 140 or Drug treatment if: established CVD Drug treatment!V) if: established
DBP = 90 mmHg (especially if 10- or age = 50 and 10-year CVD risk Confirm DM and treat with drugs CVD or type 2 diabetes or 10-year
year CVD risk = 20%) 2 20% CVD risk 2 10%
S N S N7
Target!") Target - N/A | Target Target(V)
SBP < 140 mmHg NE HDbA1C 6.5-7.0% Optimal Standard
DBP < 90 mmHg Consider treating with acetylsali- v TC =4 (155) |=5(190)
< cylic acid 75-150 mgV1!) ‘ Treatment (see page 45) ‘ LDL <2 (80) <3 (115)
‘ Treatment (see page 41-43) ‘ N2

‘ Treatment (see page 40) |

v For higher risk individuals (e.g. diabetes) where resources allow target
SBP < 130 and DBP < 80 mmHg.

EACS European
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Type 2 Diabetes": Management

Type 1 diabetes should be treated according to national guidelines.
Metformin may worsen lipoatrophy.

No data for any oral antidiabetic agents in terms of CVD prevention in
HIV-positive persons. Incretins (DDP-4 inhibitors [e.qg. linagliptin, saxag-
liptin (reduce dose when given with a booster), sitagliptin and vildaglip-
tin], GLP-1 agonists [liraglutide, exenatide], and SGLT-2 inhibitors [e.g.
dapagliflozin, canagliflozin, empagliflozin] have not been evaluated in
HIV-positive persons, but some (e.g empagliflozin, liraglutide) have
shown to reduce mortality from CVD; choice of drugs dependent on a
variety of individual- & disease-specific factors; no clinically significant
drug-drug-interaction or adverse effects on CD4 counts expected; clini-
cal use of pioglitazone questioned by its side effects; HbA1c targets up
to 7.5% can be considered for older persons with long-standing type 2
diabetes and evidence of CVD.

EACS European
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Kidney Disease: Definition, Diagnosis and Management

Diagnosis of kidney disease

oGFR | »
> 60 mLImin EEGC:BE]I_.:;:?:’::;"BM r:_:u-saumu =30 mLimin Consider replacing TDF** by
sgﬁ ;05[:00 :gh%;':;lra;:?b;gl(@andnephmtoxic nDn‘te HOfOVir drug Or TAF*** if:

medicinas including X
e + UP/C 20-50 mg/mmol

£ e + eGFR > 60 mL/min, but decrease

,s J ;!:fc:'rn:#z@;;bgﬁl if new CKD or progressive . .

E | 10 | in eGFR by 5 mL/min per year for

“ Defined as decrease in eGFR of 5 mL/imin per year for 23 consacutive years of confirmed 25% eGFR decling from baseling

Management of HIV-associated kidney disease'”

F ion of p
renal disease
1. ART

strongly syspected. Immunosup-
pressivertherapy may have a role in

bidpsy to confirm histological diag-

For eGFR: Use CKD-EPI formula based on
apge and ethnicity because eGFR quanfifical
min. The abbreviated modification of diet in
the Cockeroft-Gault (CG) squation may
hittp:fhwww chip dkMools,
Definition CKD: eGFR = 60 in for = 3 n)
kdige.org/clinical_praciise”guidelines/ipdiic
GL pdT). If not prewdsly known fo have CK]
eGFR withi eks. Use of DTG, COB| al
as50g) with an increase in serum creati
thibition of proximal lubular creatinine i3
actual filtration: consider new se

Consider replacing TDF™" by

non-tenofovir drug or TAF " if:

+ UP/C 20-50 mg/mmol

+ eGFR > 60 mL/min, but decrease
in eGFR by 5 mLimin per year for
at l=ast 3 consecutive years or
confirmed 25% eGFR decline from
naseline

= co-merbidities with a high risk of
CKD (i.e. diabetes and hypertan-
slon)

+ body weight < 60 kg

= use of a Plr as a third agent

F TOF** by

drug or TAF " if:

+ eGFR = 60 mUmin

+ UP/C > 50 mg/mmol

= nephrotoxic comedication

+ previous TDF toxicity (proximal
renal tubulopathy)

** Expert opinion pending clinical
data

“““There are limited data on use
of TAF with eGFR = 30 mL/min,
and lenger term outcomes are
unknown.

2. Start ACE inhibitors or anglo-
tensin-l| receptor antagonists
if:

a, Hyperension and/or
b. Proteinuria

3. General measures:

a, Avoid nephrotoxic drugs

b. Lifestyle measures (smoking,
weight, diet)

<. Treat dyslipidaemia’’"" and diabe-
tesg!ix

d. Adjust drug dosages where nec-
essary/!

Ty
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Menitor eGFR and K* level

on starting treatment or
dose

ure target. < 130/80

CKD and proteinuria
ent risk factors for CVD

idepend-

v Repeat eGFR and urinalysis as per screenit

« See page 44-16

Urinalyss: use urine dipstick to screen for h
prateinuria, use urine dipstick and if = 1+ ch)
{UP/C), or screen with UP/C. Proteinuria dej
firmed on 2 2 occasions > 2-3 weeks apart.
urine albumin/creatinine (LUAJC), see

UPIC in spot urine is preferred to UA'C as
secondary to glomerular and tubular diseas
merular disease and can be used for screer
disease where UP/C is not available, but is
for tubular proteinunia secondary to drug

both UPIC and UAIC are measured, UPIC
proteinuria. Screening values for UA/C are:
should be monitored in persons with diabetd
urine prolein mg/L) / urine crealinine {mmol
as mg/mg. Conversion factor for mg to mm

See Dose Adjustment of ARV's for Impaired
Joint management with a nephrologist
HIVAN suspected if black ethnicity & UP/C
turia

See page 46

Different models have been developed for cf
risk score while using different nephrotoxic
pendent and HiV-related risk factors [6], [7]

See online video lecture CVD. CKD and En
e course Clinical Management of HIV.

at least 3 consecutive years or
confirmed 25% eGFR decline from
baseline

» co-morbidities with a high risk of
CKD (i.e. diabetes and hyperten-
sion)

» body weight < 60 kg

» use of a Pl/r as a third agent

Replace TDF** by non-tenofovir
drug or TAF*** if:

+ eGFR =60 mL/min
+ UP/C > 50 mg/mmol
» nephrotoxic comedication

previous TDF toxicity (proximal

renal tubulopathy)

“* Expert opinion pending clinical
data

““*There are limited data on use

of TAF with eGFR = 30 mL/min,

and longer term outcomes are

unknown.
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Non-Alcoholic Fatty Liver Disease (NAFLD)

The prevalence of NAFLD is higher in individuals with HIV infection (30- 40%
in the US) than in the general population [9]. Nearly half of the HIV-positive
persons that undergo evaluation for unexplained liver test abnormalities are 3 isdhe preferred first-line diagnostic procedure for imaging of
found to have NAFLD. The diagnosis of MAFLD requires the exclusion of
th secondary causes and of a daily alcohol consumption = 30 g for men
nd z 20 g for women.

and scores are an acceptable al
validated for this purpose.

ctrum of NAFLD

associated with components of the metabolic syndrome:

Treatment of NAFLD

on-Alcoholic SteatoHepatitis (NASH) « Lifestyle modification and weight redist
NASH: no or mild (FO-F1) fibrosis + Pharmacotherapy should be reserved for
tic MASH: significant (= F2) or advanced (= F3, bridging) fibrosis larly for those with significant fibrosis = F2 andNrgivi

MASK-cirrhosis (F4) disease, but at high risk of faster di prog i.e. with di
HCC fcan occur in the absence of cirrhosis and histological evidence of tabolic sy , persi y i ALT, high r i ion).
+ Management and treatment of NASH should be discussed Witl hepatol-
concurrent di ogists. Options with proven efficacy include pioglitazone, vitamim&and
+ \AFLD-alcoholic fatty liver disease bariatric surgery.
. s i Siai : - i ; - i

The prevalence of NAFLD is higher in individuals with HIV infection (30- 40%
in the US) than in the general population [9]. Nearly half of the HIV-positive
persons that undergo evaluation for unexplained liver test abnormalities are
found to have NAFLD. The diagnosis of NAFLD requires the exclusion of
both secondary causes and of a daily alcohol consumption = 30 g for men
and = 20 g for women.

b \ / )
Normal liver enzymes Abnormal liver enzymes Mormal liver enzymes

Serum fibrosis marker

Lm} risk \Mediuma’high rigk
Follnwulprz years \ Specialist referral Follow-up/3-5 years

Liver enzymes, fibrosis Identify other chronic liver Ultrasound/liver enzymes
biomarkers diseases
In-depth assessment of
disease severity
Drecision to perform liver
biopsy
Initiate monitoring/therapy

i Serum fibrosis markers: NAFLD-Fibrosis Score, FIB-4, Commercial tests (FibroTest, FibroMeter, ELF)
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Vaccination

Infection

Influenza Virus

Human Papilloma Virus (HPV)

Hepatitis B Virus (HBV)

Hepatitis A Virus (HAV)

Neisseria meningitidis

Streptococcus pneumoniae

Varicella Zoster Virus (VZV)

Yellow Fever Virus

E?E) EACS European
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Comment

Yearly

Vaccinate with 3 doses for all HIV-positive persons up to age 26 / age 40 if
MSM (health insurance coverage differs by country according to age, sex,
sexual orientation). Use 9-valent vaccine if available.

If HPV infection is established, efficacy of vaccine is questionable

Vaccinate if seronegative. Repeat doses until anti-HBs antibodies = 10 [U/L
/ z 100 IU/L according to national guidelines. In order to reach = 100 IU/L
in non-responders repeat 3 doses if anti-HBs < 10 |U/L, 1 dose if anti-HBs
<100 IU"; consider double dose (40 pg) in particular with low CD4 count
and high HIV-VL. See page 79

Vaccinate if seronegative. Consider checking antibody titres in individuals
with high risk. Weaker immune response expected with HAV/HBV co-vac-
cine. See page 79

Use conjugated” vaccine (2 doses 1-2 months apart) if available. Booster
every five years if exposure continues. Polysaccharide vaccine not recom-
mended anymore.

One dose of conjugated’ 13-valent vaccine (CPV-13) for all individuals,
also if pre-vaccinated with PPV-23 polysaccharide vaccine. No general
recommendation for any booster dose. Some national guidelines consider
one dose of PPV-23 at least 2 months after CPV-13 for all individuals.

Perform serology if exposure history negative. Vaccinate if seronegative.
For contraindications, see”

Contraindicated if past or current haematological neoplasia or thymus
affection (thymoma, resection/radiation)
For other contraindications, see”. Booster q 10 years.




Algorithm for Diagnosis and Management of HIV-Associated Neurocognitive
Impairment (NCI) in Persons without Obvious Confounding Conditions

Abbreviations

CSF cerebrospinal fluid

GDR genotypic drug resistance test
HAD HlV-associated dementia

MND mild neuracognitive disorder

MRI brain magnetic resonance imaging
NP neuropsychological

Qls oppeortunistic infections

HIV-positive person-
self or their relatives.
complaining of, or
care giver noting
cognitive problems -
without obvious con-
founding conditions

Initial assesments
Problems suspected
NP

Evaluation for
depression and pos-
sible treatment

b

Problems persisting but
depression excluded or

optimally managed
+

NP examination™

examination
Brain MRI

NCl is defined by impairment in cognitive function on the above neuro-
psychological test where performance is compared to age- and educa-

| Obvious confounding conditions:
1. Severe psychiatric conditions
2. Abuse of psychotropic drugs
3. Alcohol abuse
4. Sequelae from previous CNS-Ols or other neurological diseases
5. Current CNS-0ls or other neurclogical diseases
ii The following questions may be used to guide doctor assessment
1. Do you experience frequent memory loss (e.g. do you forget the oc-
currence of special events even the more recent ones, appointments,
efc.)?
2. Do you feel that you are slower when reasoning, planning activities, or
solving problems?
3. Do you have difficulties paying attention (e.g. to a conversation, book
or movie)?
Answering “yes” to one or more of these questions may suggest the
presence of cognitive disorders, although not necessarily linked to HIV.
i See Depression: Screening and Diagnosis
iv NP examination will have to include tests exploring the following cogniti-
ve domains: fluency, executive functions, speed of information proces-
sing, attention/working memory, verbal and visual learning, verbal and
visual memory, motor skills plus assessment of daily functioning.
v Is defined by impairment in cognitive function on the above neuro-
psychological test where performance is compared to age- and educa-
tion-matched appropriate controls and is considered clinically significant.

required to exclude other pathologies and to further characterise HIV-
associated NCI by including assessment of CSF HIV-VL level and, where
appropriate, evidence for genotypic drug resistance (GDR) in a paired
CSF and plasma sample.

CSF escape definition:

either CSF HIV-VL detectable and plasma HIV-VL undetectable; or both

Vi

Off ART

Start ART', (refer to
general guidelines)
Consider inclusion of
potentially CNS-
active drugs”

AR
HE

N
)
J

tion-matched appropriate controls and is considered clinically significant.
oo

\’,_ On ART _\L

CSF viral escape
b
Optimise ART™ by
CsF
and plasma GDR
testing
Include potentially
CNS-active drugs”
Vv
Repeat CSF exam-
ination and other
evaluations as by
clinical judgement

EACS European
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Other situations”
0
Continue or switch
ART™, (refer to
general
guidelines)
Reconsider other
causes of NCI

HIV-positive populations {concentration above the IC90 in = 90%
examined persons)

2. proven short-term (3-6 months) efficacy on cognitive function or
CSF HIV-VL decay when evaluated as single agents or in cont-
rolled studies in peer-reviewed papers

« Drugs with demonstrated clear CSF penetration:
—MNRTIs: ZDV, ABC”
—NNRTIs: EFV", NVP
—Plir: LPVIr, DRVIr
—INSTI: DTG
—Other classes: MVC
+ Drugs with proven clinical efficacy:
—NRTIs: ZDV, ABC
—Plir: LPVIr
* When administered bid. Once-daily administration of these drugs, although
common in clinical practice, has not been studied extensively with regard
to CNS effects/CSF penetration and may have different CNS activity. RTV
is preferred as Pl booster
" Avoid EFV because of its detrimental effects on neurocognitive function in
a RCT and potentially confounding CNS effects due to neuropsychiatric
effects.

See online video lectures CNE and HIV-Part 1 and CNS and HIV-Part 2 from

the EACS online course Clinical Management of HIV.
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Chronic Lung Disease in HIV

Screen for chronic lung disease:
- Are you 40 years or older?

- Have you smoked more than 10 pack year< 6(0“‘" =X "
Then check for respiratory symptor ee® ) A = Z
- Do you have ANY of the follov~ | o‘\sbe 5 e\ e T\ A= Z . onflat ground; 2) cough and/or
sputum; 3) wheezino N e ZAEE(E
S e o
“(\‘9’ -t (r,,, < oa .
v\ A\ “No”
L adrgelS\ - i
e = = = Repe"at questions
ghowe o3 . g anually
2 ’m\“’v ‘*\m\\“‘ “\7 * ‘1 \ = =\
4 e - I\ A
u\'“ﬂa R [ \

There are 3 life saving interventions:
1. Smoking cessation

2. Chronic oxygen when stable (non-exacerbated) resting SpO, <

PaO, = 55 mmHg)

88% (or

3. Non-invasive ventilation (NIV) in individuals with acute hypercapnic

respiratory failure

% 5! a! ! 5." ! W ) g ! l!!

ancﬂ \gm“a 2ot 3“°\\\1 A e s e Sy W ae
A L)
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tions persistence

| Symptoms/
exacerba-
tions persistence

_uins/
exacerba-

LAMA + LABA + ICS
Continued lack of i

Continued lack of
control control
Add roflu-
milast or
macrolide

long-acting p2-agonist
long-acting muscarinic antagonist
inhaled corticosteroid




Prescribing in the Elderly

Age related physiological changes

Age related co-morbidities + # impact pharmacokinetic (PK)/ pharmacodynamic

* polypharmacy (PD) effects of drugs
Drug-drug interactions (DDI) | | Inappropriate drug/dosage use
v

t risk of adverse drug reactions; nonadherence; cognitive impairment; impaired balance and falls; morbidity and
hospitalisation

A K

Perform periodic medicines reviews'”
Questions to consider when reviewing a prescription

- Is there an indication for the medicine?

. Is this medicine appropriate for elderly people?

. Is the dose correct (e_g. adjusted for the renal function)?

. Is there a significant drug-drug interaction?

. Is there a significant drug-disease interaction (e_g. delirium)?

. Is the duration of treatment acceptable?

. Is there any missing medicine?

. Is the person able to manage his/her own medicines or does he/she need assis-
tance?

Check for DDI with HIV drugs: http://www hiv-druginteractions_org
Check for inappropriate drugs use: Beers''' and STOPP/START'" criteria

Adapted from [10], [11], [12]

The Beers and STOPP criteria are tools established by experts in geriatric pharmacotherapy to detect and reduce the hurden of inappropriate prescrib-
ing in elderly. Inappropriate medicines include, for instance, thaose which in elderly persons with certain diseases can lead to drug-disease interactions,
are associated with a higher risk of adverse drug reactions in the elderly, medicines that predictably increase the risk of falls in the elderly or those to be
avoided In case of organ dysfunction. The START criteria consist of evidence-based indicators of potential prescribing omission in elderly with specific

medical conditions.
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Solid Organ Transplantation (SOT) in HIV-Positive Persons

Organ criteria for SOT

» HIV-positive persons should be considered for organ tra~ p.\i“s
using the same indications as used in HIV-negativ- ox\a“
persons with HCC can be evaluated for Iiver;ﬁ\\o‘

the Milan criteria). ‘3553“
““05\\??
HIV-infection criteria ff"e“\\'(““
pe™

T—
»*» N\
3. Virc e Onhne on|
Ao * v y
4. Drug . Zuse. Abstinence period: alcohol 6 months; heroin/cocaine 2 * /x",
years. Former I[VDUs can be in methadone programme. .
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Summary: HBV

« All persons with HBV/HIV co-infection should receive
ART including TDF or TAF, unless history of tenofovir
Intolerance.

* Life-long therapy is recommended if anti-HBV
nucleos(t)ides are given as part of ART.

* In case of non-response to HBV vaccinations, ART
should contain TDF or TAF

« Anti HBV treatment should be considered in selected
pts undergoing immune suppression and
Immunosuppressive chemotherapy

"75 EACS European
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Anti HBV treatment and Immmune
suppressive Tx or Chemotherapy (CTX)

Severe Other
immunosuppressive  immunosuppressive Tx
(CTX for Haem. (eg Rituximab, anti-
Malignancy or SOT) TNF)
HBsAg Add TDF/ TAF
Anti HBc+/anti HBs+ Add TDF/TAF Monitoring with
HBVDNA or HBsAg;
if not possible add
TDF/TAF
Anti HBs isolated not Monitoring for HBV reactivation
vaccinated

A3, | EACS European
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Summary: HCV

Alternatively to HCVRNA HCVAg could be performed in anti
HCV+ to confirm chronic infection

Evaluation of concurrent causes of liver disease and/or extra-
hepatic HCV disease is mandatory in HCV infected patients

Every person with HCV/HIV co-infection should be considered
for interferon-free DAA therapy to eradicate HCV

In HCV/HIV treatment indication and regimens are the same as
iIn HCV mono-infected

Immediate treatment of persons with acute or chronic hepatitis
at high risk of transmission could be considered at diagnosis.
IFN-free treatment with DAAS is recommended as in non-
cirrhotic chronic HCV/HIV co-infection

EACS European
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HCV Treatment Options in HCV/HIV Co-infected Persons

HCW GT Treatment regimen Treatment duration & REBV usage
Non-cimhotic Compensated
-
184 SOF + SMP +- RBV GT 4 only: 12 weeks with REV or 24 weeks without REV"
SOFLDV +- RBW & weeks without REV™ or 12 weeks +/- 12 weeks with RBV™
RE™
SOF + DOV +- REV 12 weeks +/- REW™ 12 weeks with RBV
SOF/VEL 12 weeks | 12 weeks with REV
SOFNVELADX 2 weshks Mot recommended
COBVIPTVIr + DSV 8"-12 weeks in GT 1b 12 weeks in GT 1b Mot recommended
OBVIPFTVIr + DSV + RBY 12 weeks in GT 1a 24 weeks in GT 1a Mot recommended
OBVIPTVIr + REV 12 weeks in GT 4 Mot recommended
EBR 'GZR. 12 weeks ™ Mot recommended
GLEPIB 2 wechks 12 weeks Mot recommended
2 SOF + DoV 12 wesks 12 weeks with RBW
SOFNVEL 12 weeks 12 weeks with RBV
SOFNVELANOX 2 wechks Mot recommended
GLEFIB 8 wesks 12 weeks Mot recommended
3 SOF + DOV +- RBV 12 wesks +/- REWV or 24 weeks without 24 weeks with RBV
RBV
SOFVEL +- RBY 12 weeks +- RBV or 24 weeks without RBV 24 weeks with RBV
SOFNVELANDX 2 weaks Mot recommended
GLEPIB 3 weeks 12 weeks Mot recommended
586 SOFILDV +- RBW 12 weeks +/- REV or 24 weeks without 12 weeks with REV™
REV
SOF + DCV +- RBY 12 weeks +/- REV or 24 weeks without 12 weeks with REV™
REW™
SOF/VEL 12 weeks | 12 weeks with REV
SOFNELAD 2 wesks Mot recommended
GLE/PIB 8 weeks 12 weeks | Mot recommended
é::E) EACS European
) | AIDS Clinical Society




Re-treatment of DAAS failures

o Atleast 2 drugs active according to RASS testing

 New options
e SOF/VEL/VOX 12 weeks in NS5AiI and/or NS3i
failures

e SOF + G/P 12 weeks in NS5AI and/or NS3i failures

e G/Pin SOF based Tx failures HCV G1,2,4-6 8 weeks In
Non Cirrhotics 12 weeks in Cirrhotics and 16 weeks in
HCV G3

"7'(‘) EACS European
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Algorithm for Management of Acute HCV in Persons with HCV/HIV Co-infection

Confirmed Rick reduction
diagnosis programime
of acute
HCW
HCW RMA of concomitant
Wesk 4 5T, see page
i3

HCW RMA +ve HCW RHA +ve

= =2og,,

reduction in VL reduction in WL
Sp /
HCW RMA
Wesk 12
I-WM HCV RMA -ve
b= .

L #

a} Treat with short duration Repaat HCW
DAAs RMA at 24
b} Ennol in clinical trial for weeks and 48
AHC treatment weeks to con-
firmn spontane-
ous dearance
635 EACS European
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Part VV — Opportunistic Infections

Toxoplasma gondii Encephalitis

Treat & weeks, then secondary prophyiads until CD4 count > 200 celis/pl. over & months

Diagmosis:

- Definitive diagnosis: dinical symptoms, typical radiology of the cerebrum AND cytological ! histolegical detection of ornganism

- Presumpiive diagnosis: clinical sympioms, typical mdiclogy AMD response to empirical reatment. |t s the standard in most dinical settings.
Chrug Dose Comments

Prefemed therapy pyrimnee tharmine Day 1: 200 mg po, then Maonitor for myelotowicity of pyrimeth-

«HFz00 kg 1275 mgidaype | amine, masty neutropenia

= i < 60 kg: 1 x50 mg'day po

+ sulfadiazine = if = 80 kyg: 2 x 3000 mg'day Sulfadiazine is associated with crystal-

P heria and may lead to renal fadure and

= if < 60 kg 2 x 2000 mg'day unglithiasis. Good hydation is essential.

P Check renal functon and urine sedment
for microhematuria and crystalluria
+ folinic acid 1x 10-15 mgiday po
Altemative therapy pyrimethamine Dray 1: 200 mglday po, then Meonitor for myelobowicity of pyrimeth-

= i 260 kg: 1 x 75 mg/day po amine, masty neutropenia
« I < 60 kg: 13¢50 mg'day po
+ clindamycin 4 x G00-600 mg'day pofiv

A comment was added for TMP-SMX as preferred therapy for
T. gondii encephalitis when the oral route is not available.

Additional PeP prophylaxis is necessany

atovaquone 2 % 1500 mgiday po (with fiood)
+ folinic acid 1x 10-15 mgiday po
o = if = 80 kg 2 x 3000 mg'day Sulfadiazine is associated with crystal-
sulfadiazine hria and may lead to renal fadure and

P
= if < 60 kg 2 x 2000 mg/day urglithiasis. Good hydration is essential.

P Check renal funcon and urine sedment
+ atowaquone 2 x 1500 mgiday po (with fiood) | fior microhematuna and crystalluria
o Dray 1: 200 mg po, then Maonator for miyelotomcity of pyrimeth-
pyrimethamine ~Hz00 kg 1 x 75 mglday po | amine. mostly neutropenia

= if < 60 kg 1 x50 mg'day po
+ azithromycin 1 ¢ B00-1200 mg'day po
+ fiolinic acid 12 10-15 mgiday po

| EACS European
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Part V — Opportunistic Infections
Cryptococcal meningitis

14 days induction therapy, then 8 weeks consolidation therapy, then secondary prophylacas for at least 12 months. Stop, if CD4 count = 100
cellsipl and HIV-VL undetectable over 3 months:

Diagnosis: positive microscopy, O, detection of antigen, OR cufture from C5F

In severely immunosuppressed patients (<50 CD4 cells/pL)
primary prophylaxis including INH 12 weeks, fluconazole
h 100mg/d 12 weeks, azithromycin 500mg/d 5 days and
= albendazole 400mg single dose (in addition to TMP-SMX ) may
decrease overall opportunistic infections (including
cryptococcal meningitis) and mortality

Induction therapy liporsomal amphotericin B 3 mpkgiday iv 14

+ flucytosine 4 x 25 mg/kgiday po - Then perform umbar puncture (LP):
F CSF culture is sterile, switch to oral

o Egcpén' pressure should always be

amphotericin B deaxycholate | 0.7 mykgiday v 'ma'.?;dlmmmhm

+ flueytosine 4x 25 mglgiday po - Repeated LPs or CSF shunting are
essential to eFectively manage in-
creased intacranial pressure which is

e T 0
i TR
3 EEE; EE Eﬁg
i

associated with bafter sunival

- Corticosternids have no effect in re-
ducing increased intracranial pressure,
could be detrimental and are contrain-
dicated

- Fhecytosine dosage must be adapted

Add fluconazole to liposomal amphotericin B during the induction

phase for cryptococcal meningitis treatment, in countries were
flucytosine is not available.

)
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Part V — Opportunistic Infections
Treatment of TB In HIV-positive Persons
Preventing TB-IRIS on ART

Disease Ty e T gy

Susceptible Mycobacterium tuberculosis

Initial phase rifampicin Weight based Initial phase for 2 months, then

+ isoniazid Continuation phase (rifampicin+isoniazid)
. . according to TB type (see below)

* pyrazinamide Possibility to omit ethambutol, if M. fubercu-

+ ethambutol
A comment on the possibility to add steroid therapy

to avoid IRIS in patients with TB on ART was added

Alternative rifabutin
Continuation phase according to TB type

+ isoniazid ( below)
_ - see below
* pyrazinamide Possibility to omit ethambutol, if M. fubercu-
+ ethambutol losis is known to be fully drug sensitive
Continuation phase rifampicin/rifabutin Total duration of therapy:
+ isoniazid 1. Pulmonary, drug susceptible TB: 6 months
according fo TB type 2. Pulmonary TB & positive culture at 8

weeks of TB treatment: 9 months
3. Extrapulmonary TB with CNS involvement
or disseminated TB: 9-12 months

4 Extrapulmonary TB with bonefjoint in-

Intermittent TB regimens (2 or 3 times per week) are
contraindicated in HIV-infected persons.

* Intermittent regimens (2 or 3 times per week) are contraindicated in HIV-positive
acquired drug resistance.

EACS European Nahid P et al. Clin Infect Dis. 2016; 63:853-67;
g(,% AIDS Clinical Society Gopalan N et al. IAS 2016 Durban. Abstract # WEAB0201

Meintjes G et al. PreART Team. CROI 2017. Abstract #81LB.
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Part V — Opportunistic Infections
Treatment of MDR/XDR TB in HIV-positive Persons

IMH-resistant TB
+ RIF ar RFB + Z+ E for 2 months and RIF or RFB + E far 10 months

Some experts recommend to add a FQ in the intensive phase and replace
E by the FQ in the maintenance phase.

Each dose of MDR/XDR-TE regimen should be given as DOT throughout
the whole freatment.

+ |n persons with rifampicin-resistant or MDR-TB, a regimen with at least
five effective TB medicines during the intensive phase is recommended,
including pyrazinamide and four core second-line TB medicines - one
chosen from group A, one from group B, and at least two from group C.

+ |f the minimum of effective TE medicines cannot be composed as above,
an agent from group D2 and other agents from D3 may be added to bring
the total to five.

+ |n persons with rifampicin-resistant or MDR-TB, it is recommended that
the regimen be further strengthened with high-dose isoniazid andfor
ethambutol.

+ Preliminary results of a recent RCT (Mix-TB trial) suggest that a 3-drug
combination of pretomanid 200 mg/fday, bedaquiline 200 mg tiw after a
J-week load, and linezaolid 1200 mg/day during 6 months (3 additional
maonths if culture positive at 4= month) may be at least as effective as
the 5-drug regimens suggested above. Majority of cases included were
pulmonary TB.|

ERR DRSS ] S B W P AL P VTR LT

* thioacetazone (THE)

Dwuration of MDR/XDR treatment

8 months of intensive phase using 5 or more drugs, followed by 12 months
of 3 drugs depending on response.

E.g. 8 months of Z, MFX, Km, OFX, PTO and CS, followed by 12 months
of MFX, PTO and CS.

In persons with nfampicin-resistant or MDR-TB who have not been
previously treated with second-line drugs and in whom resistance to fluo-
roguinolones and second-line injectable agents has been excluded or is
considered highly unlikely, a shorter MDR-TB regimen of 912 months may
be used instead of a conventional regimen.

Drug interactions with ART and MDR/XDR regimens

Unless RFB is being used, use normal doses but with caution as few data
are available on potential drug interactions, see ART in TB/HIY Co-infection

DER) EACS European
D | AIDS Clinical Society

The preliminary results of the Nix-TB trial

were added in the section of treatment for
resistant TB (MDR/XRD-TB)

Conradie F et al. Nix TB Trial. CROI; 2017. Abstract #80LB


Présentateur
Commentaires de présentation
Would just like to begin by just repeating the Overall scope of the EACS guidelines


Part V — Opportunistic Infections
Treatment of LTBI in HIV-positive Persons

EACS European
AIDS Clinical Society

Latent tuberculosis

Indication: TST = 5 mm or positive IGRA or close contacts to persons with

sputum smear positive tuberculosis

Some national guidelines consider the ethnicity, CD4 count and ART usage

to define indication for latent tuberculosis treatment.

Regimen®

Comments

isoniazid 5 ma/kg/day (max 300
mag) po

+

pyridoxine (Vit BG) 25 mo/day po

A duration of 9-months for latent TB

treatment was stressed, particularly in

rifampicin 600 ma/day po
or rifabutin po (dose according o
current cART)

4 months
ARVS, se

countrles with high TB prevalence

hetween A F: -ARYS

rifampicin 600 ma/day po

or rifabutin po (dose according o
current cART)

o

isoniazid 5 mg/kg/day (max 300
mg) po

+

pyridoxine Vit B6) 25 mo/day po

3 months, check interactions with
ARVs, see Drug-drug Interactions
between ARVs and Non-ARVs

rifampicin 600 mg 2 xfweek po

-+

isoniazid 900 mg 2 xfweek po
o

pyridoxine (it B6) 300 mg 1 =/
week po

3 months, check interactions with
ARVs, see Drug-drug Interactions
between ARVs and Mon-ARVs

A comment was added explaining that other

rifapentine 900 mg 1 x/week po

+

isoniazid 900 mg 1 xfweek po

3 months
ARVS, se
hetween

preventive regimens are needed for treating
latent infection with MDR/XDR-TB in
countries with high resistant TB rates.

with MDRIXDR-TB.

* Other preventive regimens may be considered if high risk of latent infection
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Part V — Opportunistic Infections

Thank you !
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Organization of the information on DDIs

DDIs for commonly prescribed co-medications and of particular clinical relevance

* Drug-drug interactions between ARVs and Non-ARVs

DDIs within a given therapeutic area

* Drug-drug interactions between Antidepressants and ARVs

* Drug-drug interactions between Antihypertensives and ARVs

* Drug-drug interactions between Analgesics and ARVs

* Drug-drug interactions between Anticoagulants/antiplatelets agents and ARVs

* Drug-drug interactions between Bronchodilatators (for COPD) and ARVs New
* Drug-drug interactions between Contraceptives and ARVs

* Drug-drug interactions between Corticosteroids and ARVs

* Drug-drug interactions between Antimalarial drugs and ARVs New
* Drug-drug interactions between Pulmonary Antihypertensives and ARVs New
* Drug-drug interactions between Immunosuppressants (for SOT) and ARVs New
* Drug-drug interactions between DAAs and ARVs
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Format of DDlIs tables
Bronchodilators ATVic| ATVIr DRVIcDRVINLPVIr| EFV | ETV | NVP | RPYV MVC DTG EVG/c RAL | ABC | FTC | 3TC | TAF
aclidinium bromide — — - - — — — - — — — - - — — — -
ghycopyrmonium o P — . . — — - — s — - - — — — -
< | bromide
g tiotropium bromide — . — i I P i — — “ — - — — — —
umeclidinium 1 T 1 1 1 e - i — e — T — — — — - — -
bromide
< |ipratropium o o e s . o o - — s — = o — — — - — e
3
formoterol 4ad —ad =y - i — — —r 3 4 — — — — — — =y — -
indacaterol 1d d 1 1d 14 1 il 1 — — — i a—r — — — - — -
ﬁ oclodaterol 1 i i 1 1 o o - — s — i o — — — - — e
5 salmeterol 1t 1t Tb Tt' '|'t' 1 il 1 3 — — e — — — — — — -
vilanterol tlrlr it [au sl [a]lelali[alalalalal=]=
E salbutamol (alb- — — - - — — — - — — — - —r — — — - — -
« | uterol)
w
aminophylline — L - 1 1 it — - — — — - - — — — - — -
é theophylline o L — 1 1 — — - — s — - - — — — — — e
= | roflumilast tlr ][t r]ealelilelalalialeclalalae]e
£
beclometasone | i 7% | 111% | {© o o - . . — 1= o — — — — — e
8 | budesonide S | 1 e[« -~ | ||| e|a]-
fluticasone el et t [Vt 1 e]=]=lpleolelclc]lal=]<
Legend Colour legend

potential elevated exposure of the bronchodilator no clinically significant interaction expected

=
1 potential decreased exposure of the bronchodilator [ thess drugs should not be co-administered
= no significant effect [] potential clinically significant interaction that is likely to require addi-
o potential decreased exposure of ARV drug tiomal monitering, alteration of drug dosage or timing of administra-
E potential elevated exposure of ARWY drug tion
potential interaction likely e of weak intensity. ional action
[ | potential interaction likely to be of weak intensity. Additional action/
é::% EACS Euroloean monitoring or dosage adjustment is unlikely to be reguired
) | AIDS Clinical Society




Assessment of DDI potential and clinical
relevance

Step 1: evaluation of likelihood of having DDI

 PK/PD characteristics of coadministered drugs
» clinical DDI studies No DDI
e case reports

L evidence that DDI may occur

J

Step 2: evaluation of clinical relevance

different elimination pathways
no significant PK change
no safety concern

* magnitude of PK change

» therapeutic index

» possibility to monitor the drug effect

* recommendation on dose adjustment
* length of treatment required

+ recommendations of product label

clinical relevance

4% | EACS European
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Highlights on DDIs in the revised version

DDIs with anticoagulants

DDIs with DAAS

'ATVic ATVIr DRV/cDRVIr LPVIr EFV  ETV NVP RPV MVC DTG EVGic RAL HCVdrugs  |ATvic ATVIr |DRVic DRVIr LPVIr | EFV  ETV |NVP RPV MVC| DTG
| acenocoumarol | s [ iy tl el ]e]ile daclatasvir | 1 | 1110% T 4% | 1M5% | 132% | | | | — | < E33%
ixaban E Y |
=ap = ) + ! = i bz i elbasvir/ — — —
[dabigatran [ZE 1575 | ) i | | = grazoprevir
g | dalteparin o — P e o & | e 'g!ecaprevi[-’ EB4% E | <
2 edoxaban e R EE  pibrentasvir :
g:enoxapar_in slllEaellslla s alla g?&ﬁ;ﬂ 194%" D E E o
§ ;fondapannux | M ) I o | e - ombitasvir/
=4 :heparin | — — -~ — - - - - Idasabuwr = z EOlNE
i - : = aritaprev-
_phenprocoumon Lt L [ e e et e oMb ! ! -
| rivaroxaban IR B g'tésw -
warfarin Ll o (g 1 [qog| e [ o |0 | 4 | o el g
g (2R oot Wl Mot ol Sendll Skl BB SL A SR By sofosbwvir/ | 1" | 1813%" | 1% | 134 | en | |34% e o on | E | o | 138
zg clopidogrel Je ] e |t [ s e | e | e |8 | ew ledipasvir 390 TE%HE "
2 § | dipyridamole T 5 T I I | ) [ T B sofosbuvir/ | s | [142%" | o |28%0- |29%0-" | E[=]
£ % prasugrel Flr vl flelwlalels o d]lx velpatasuir
< B e e : . e _ : sofosbuvir/ 1 o | E | o [14171%
 ticagrelor 4 11 1 _ I : e e Bl ) = velpatasvir/ 1143% b
voxilaprevir
sofosbuvir 134% — - = | = = = = -

cobicistat has no inducing properties
but ritonavir does

= dosage adjustments of co-medications
might be needed when switching PK booster

www.hiv-druginteractions.org, Marzolini C et al. JAC 2016

Q)

Yo
()

2 | EACS European

2 | AIDS Clinical Society

DDIs with corticosteroids

Corticosteroids ATVic ATVIr DRV/c DRVIr LPVIir EFV | ETV NVP  RPV MVC DTG EVG/c RAL
| beclometasone | 42 ? [ £ I - | e o I B 2 T
1)
| betamethasone 1° 18 1 T 1 1 L i D a] e 1= —
g budenoside 11 [ == - -
5 (inhalation)
§ | clobetasol ed ‘ol o i o g - At - e = tr.,d Y
E | dexamethasone | +“p | ‘D | 1D 1D D | 4D | 1D D - D |« o |~
= | fluccinclone <4 e 4 cd el Il.ﬂ — e — .. e .. —
 (opica S P e Sp e bl el Bl
= | fluticasone 1 1 1 - | R
= | (inhalation) e I
% Ihydmm r: 1: T: 1: 1: 1 il 1 - a— - tc -
& | f(oral)
| (topical) !
E [methvioreani- (IR S R U R e -
9 |Solone || SR = el S—
ool 20020 0 HERREE
2 | (inhalation)
£ prednisolone 1t 1 1 1 1 140% | 1 — - | e & —
| (oral)
pedieers B o T BT I I
| triameinolone 1 1 1 < || = u—- o



https://www.google.ch/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjr7PrY0bDWAhWF1hQKHTNuDOkQjRwIBw&url=https://publicdomainvectors.org/fr/gratuitement-des-vecteurs/Panneau-de-signalisation-de-triangle-avec-un-point-dexclamation-de-dessin-vectoriel/17913.html&psig=AFQjCNGOKPTSOdZDfrur-iltdUaV4qymJA&ust=1505889496313527
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Highlights on DDIs in the revised version

Drug interactions between hormonal contraceptives | Results: Most antiretrovirals whether used
and antiretrovirals for therapy or prevention, have limited interactions with hormonal contraceptive

methods, with the exception of efavirenz.

Kavita Nanda?, Gretchen S. Stuart®, Jennifer Robinson®, Conclusion: Women taking antiretrovirals, for treatment or prevention, should not be
Andrew L. Gray®, Naomi K. Tepper® and Mary E. Gaffield" denied access to the full range of hormonal contraceptive options, but should be
AIDS 2017 counseled on the expected rates of unplanned pregnancy associated with all contra-

ceptive methods, in order to make their own informed choices.

DDI with contraceptives

ATVic ATVIr DRV/c DRVIr | LPVir| EFV | ETV | NVP RPV MVC | DTG | EVG/c |RAL ABC | FTC 3TC | TAF TDF ZDV
o | ethinylestradiol o | 119%7 | 130% | |44%° |142%°) <C (1220 |20% 114% | < [13% | 125%% | o | o | o | o | o | o | o
W (coc, TS, VR) .
desogestiel(COC) | 1 | 1= | 1 | ¢ | ¢ b@ L | I | = |= || ¢ |o|o|= < = = | Contraceptive methods:
desogestrel (POP) T T 1 T T 19 1 1 s — o 1 o s — > “ — >
i . i f f - — > d, - - - - ps — > H H
drospirenone (COT) || 1= T T T [ L | ¢ L COC combined oral contraceptive
etonogestrel (IP) 1 i 1 T | 152% |163%" | 1 o o | o i o|loloelo|lol|loleo
etonogestrel (VR) 1 h 1 i’ i I ! i ha e 1" D ) ) I IP Implant
gestodene (COC) T 1% 1 Tf Tf lg 1 1 o — “ Td'e —r o — “ “r — “
I trel (COC €.a f f g s — — - . .
| ovonorgestel (90c) TR 1** |PNTTITT  | T L= e LI Bl Ml ©© IUD intrauterine device
g levonorgestrel (IP) i 1 1 1 to[ar%Y | | 114% | < o | e 1 PR DU (U I VIO P (N
2 | levonorgestrel (POP) o 1 1 1 1 9 1 1 s o | o 1 o |le|lelo|lo|le|o . ..
g : POI progestin only injectable
& levonorgestrel (IUD) > > — > o “ - - > — s s o “ — “ s — -
medroxyprogesler— “—r —r — > < “—r — — e — “r “r o e — o < > — ) )
(e POP progestin only pill
norelgestromin (TS) T %2 1 Tf 783%f I 1 1 s - “ pde P s - P s — “
f ea,l f T g “ de - o
norethisterone (COC) T T T 114% | [17% | | 15% | [19% | [11% | <« T o o = e > TS tl’anSdermaJ patCh
norethisterone (POI) r —r — —r “ 1 — - “ — s s “ “ — s s — -
norethisterone (POP) 1 150% 1 150% | 150% 19 l 1 o > s T o o — o o — o3 . .
norgestimate (COC) T |185%%3 1 Tf Tf 164%° | 1 o P PN T126%d_e 114%| = o P P, s VR Vaglnal nng
norgestrel (COC) T TE““ T Tf Tf 19 1 T s — o Td e o o — o “ — sy )
levonorgestrel (EC) Tj 7l P P Ti 158%"% < - o o e Tj P I T O L EC emergency Contraceptlon
§ mifepristone { 7l P P Ti 1 ! 1 e g | Tj P I T O L
ulipristal T] 4l Tj P Tl L| 1Y| lv| > — > TJ — > — P > — >

.| interaction likely to be of weak intensity or unlikely to impair contraceptive efficacy
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Tables are linked to DDIs websites

6 HIV Drug Interactions ‘96 HEP Drug Interactions

www. hiv-druginteractions.org www.hep-druginteractions.org

HIV Drug Interaction Checker
Access our comprehensive, user-friendly, free drug interaction charts. Providing clinically
useful, reliable, up-to date, evidence-based information

 surtNow -

* * *

selection of drugs detailed information on DDI

heck HIV/HIV drug interactions
Darunavir
darunavir triamcinolone
Switch to table view
Triamcinolone

Q Az Class Trade O az Class Trade Reset Checker

Quality of Evidence: Moderate

Darunavir Triamcinolone Summary:
Coadministration is not recommended unless the potential benefit of

treatment outweighs the risk of systemic corticosteroid effects.
Damnavin Triaméinolone Darunavir Triamcinolone is metabolised by CYP3A4 and coadministration with boosted
Pls could increase concentrations of triamcinolone. There are several case
reports of Cushing’s syndrome with the use of intra articular triamcinolone
injections in patients on boosted Pls. A reduced dose of methylprednisclone
has been suggested as a possible safer alternative to triamcinolone injection
although there is insufficient information to indicate whether other injectable
steroids present a lower risk than triamcinclone.

Triamcinolone

+ DDI documents related to specific topics (DDI with PrEP; DDI and PK boosters; DDI with hormones for
gender transitioning, DDI with non-oral corticosteroids and management of suspected DDI, ...)
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Prescribing in the elderly

Age related physiological changes
+ # impact pharmacokinetic (PK)/ pharmacodynamic
(PD) effects of drugs

Age related co-morbidities
# polypharmacy

‘ Drug-drug interactions (DDI) | | Inappropriate drug/dosage use ‘

v

* risk of adverse drug reactions; nonadherence; cognitive impairment; impaired balance and falls; morbidity and
hospitalisation

A K

Perform periodic medicines reviews' "’
Questions to consider when reviewing a prescription

. Is there an indication for the medicine?

. Is this medicine appropriate for elderly people?

. Is the dose correct (e.g. adjusted for the renal function)?

. Is there a significant drug-drug interaction?

. Is there a significant drug-disease interaction (e.g. delirium)?

. Is the duration of treatment acceptable?

. Is there any missing medicine?

. Is the person able to manage his/her own medicines or does he/she need assis-
tance?

Check for DDI with HIV drugs: http://www_hiv-druginteractions.org
Check for inappropriate drugs use: Beers' and STOPP/START"" criteria

The Beers and STOPP criteria are tools established by experts in geriatric pharmacotherapy to detect and reduce the burden of inappropriate prescrib-
ing in elderly. Inappropriate medicines include, for instance, those which in elderly persons with certain diseases can lead to drug-disease interactions,
are associated with a higher risk of adverse drug reactions in the elderly, medicines that predictably increase the risk of falls in the elderly or those to be
avoided in case of argan dysfunction. The START criteria consist of evidence-based indicators of potential prescribing omission in elderly with specific
medical conditions.
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