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New HIV diagnoses, by transmission mode
WHO European Region, 2010-2019

HIV Epidemic trends
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TB/HIV co-infection diagnosis and
treatment cascade
WHO European Region
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== Fstimated number of incident TB cases among PLHIV
== TB patients who tested positive for HIV
== NUmber of TB cases with HIV receiving ART

2019

In 2019 82% of estimated new TB/HIV patients in
the WHO European region knew their HIV status
76% of reported HIV-positive TB patients in 2019

were started on antiretroviral therapy

38%
gap
in
ART

TB treatment outcomes and
TPT among PLHIV
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m Lost to follow up

m Failed
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52%
Success

TB treatment outcomes in
TB/HIV co-infected people

In 2019 52% of HIV+ TB cases had
successful TB treatment outcome,
lower than global rate of 76%

In 2019,
55% of
PLHIV
started TB
preventive
therapy
along with
ART

55% on TPT

% HIV-positive people
started on ART on TPT
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Most common AIDS-indicative diseases diagnosed in 2019, WHO European Region, %

LYMPHOMA; BURKITT (OR EQUIVALENT TERM)

West
CYTOMEGALOVIRUS DISEASE (OTHER THAN LIVER, SPLEEN OR NODES) IN A PATIENT OVER 1 MONTH
OF AGE m Centre

PROGRESSIVE MULTIFOCAL LEUKOENCEPHALOPATHY m East
1.3

KAPOSI'S SARCOMA 4.3
1.4

TOXOPLASMOSIS OF BRAIN IN A PATIENT OVER 1 MONTH OF AGE 3
1.4

PNEUMONIA; RECURRENT IN AN ADULT OR AN ADOLESCENT (AGED 13 YEARS OR OVER) 4.5
2.6

ENCEPHALOPATHY; HIV-RELATED 6.3
5.5

MYCOBACTERIUM TUBERCULOSIS; EXTRAPULMONARY 2.8 :’
8.4

PNEUMOCYSTIS CARINII PNEUMONIA 12.6
9.3

CANDIDIASIS; OESOPHAGEAL 10.1
13.5

MYCOBACTERIUM TUBERCULOSIS; PULMONARY IN AN ADULT OR AN ADOLESCENT (AGED 13 YEARS |
11.6 A i
OR OVER) 16.1

WASTING SYNDROME DUE TO HIV 21.4
16.9
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27/05/2023 Source: ECDC/WHO (2020). HIV/AIDS Surveillance in Europe 2020- 2019 data 4
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Tuberculosis (TB) in people living with HIV (PLWH)

o Among the estimated 38 million PLHIV, the risk of
developing active TB is 19 times higher (range 15-22)
than among people without HIV.

o TB is the leading cause of hospital admission and mortality
among PLWH.

o Among people with latent TB infection (LTBI), HIV-co-
infection is the highest risk factor for disease
progression.

o TB preventive therapy is effective, including in PLWH.

UNAIDS. Global AIDS Update 2020. WHO. Global Tuberculosis Report. 2019.
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Key populations have poor
access to HIV and TB services

THE RISK OF HIV ACQUISITION COMPARED TO
THE GENERAL POPULATION:

SEX PEOPLE WHO
WORKERS INJECT DRUGS

30 TIMES 29 TIMES

MEN WHO
HAVE SEX TRANSGENDER

WITH MEN FRE

26 TIMES 13 TIMES

SOURCE: UNAIDS GLOBAL AIDS UPDATE 2020

5

WHO. Latent tuberculosis infection. Updated and consolidated guidelines for programmatic management. 2018.



HIV Testing Guidance (Dec 2019)

. Demand creation: €@ Good practice statement highlighting evidence-based approaches and considerations for the
use of incentives for HIV testing services, including linkage.

. Counselling message: @2 Updated messages and guidance on concise communications with emphasis on linkage
and latest information on the benefits of treatment and prevention services. (no individual pre-test counselling)

. HIV self-testing: @2 Updated HIV self-testing should be offered as an approach to HIV testing services (strong
recommendation, moderate-quality evidence).

. Social network-based approaches: €@ Social network-based approaches can be offered as an HIV testing approach
for key populations as part of a comprehensive package of care and prevention (conditional recommendation, very low-
quality evidence).

. HIV testing strategies: @2 Updated. In response to changes in the HIV epidemic, WHO encourages countries to
move toward using three consecutive reactive tests to provide an HIV-positive diagnosis.

. Western blotting: €D Western blotting and line immunoassays should not be used in national HIV testing strategies
and algorithms (strong recommendation, low-quality evidence).

WHO RECOMMENDS COUNTRIES MOVE
AWAY FROM THE USE OF WESTERN
BLOTTING AND LINE IMMUNOASSAYS IN
HIVTESTING STRATEGIES AND ALGORITHMS

Given latest diagnostic technologies HIV
diagnosis can be confirmed faste and should
not take longer than 14 days

27/05/2023 https://www.who.int/publications/i/item/978-92-4-155058-1
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CONSOLIDATED GUIDELINES ON

HIV TESTING

SERVICES

2019

HIV TESTING SERVICES

Perform Al
|

v v
Al-
Al
* Report HIV-negative
Perform A2
|
Al+; A2+ Al+; A2-
Repeat Al
Al+; A2-,
Al+; A2, Repeat Al+
Repeat Al1- Report
Perform A3 Report HIV-negative HIV-inconelusive,
| retestin 14 days
\J v

Al+; A2+; A3+
Report HIV-positive

Al+; A2+; A3-

Report HIV-inconclusive,
retestin 14 days

A1z Assay 1 (first test); AZ: Assay 2 (second test); A3: Assay 3 (third test).


https://www.who.int/publications/i/item/978-92-4-155058-1

Intervention

Individual benefit

Community benefit

Antiretroviral therapy

Decreased risk of Mycobacterium tuberculosis
infection and active TB; decreased risk of
XDR-TB and MDR-TB

Prevention of HIV transmission to
partners and children; de-
creased incidence and preva-
lence of HIV infection; de-
creased incidence and
prevalence of TB, including
XDR-TB and MDR-TB

Intensified case finding
for TB

Infection control for TB

Isoniazid preventative
treatment

Earlier TB diagnosis and treatment; reduced
morbidity and mortality; earlier use of isoni-
azid preventative therapy for persons found
not to have TB

Decreased risk of infection with M. tuberculo-
sis and development of active TB; de-
creased risk of reinfection with M. fubercu-
losis, including XDR-TB and MDR-TB

Reduction in the risk of active TB; prevention
of M. tuberculosis infection

Diminished transmission of M.
tuberculosis to health care
waorkers, clients, partners, fam-
ilies, and the community; de-
creased incidence and preva-
lence of TB, including XDR-TB
and MDR TB

Diminished transmission of M.
tuberculosis to health care
waorkers, clients, partners, fam-
ilies, and communities; de-
creased incidence and preva-
lence of TB, including XDR-TB
and MDR-TB

Decreased incidence and preva-
lence of TB; decreased trans-

mission of M. tuberculosis, in-
cluding XDR-TB and MDR-TB

Combined HIV prevention®

Decreased risk of HIV infection; earlier diag-
nosis and treatment of HIV infection; de-
creased HIV/AIDS-related illnesses; de-
creased risk of M. tuberculosis infection
and active TB; decreased risk of XDR-TB
and MDR-TB

Diminished incidence, preva-
lence, and transmission of HIV
infection; diminished transmis-
sion of M. tuberculosis infec-
tion, diminished incidence and
prevalence of TB; decreased
incidence and prevalence of

XDR-TB and MDR-TB

NOTE. ART, antiretroviral therapy; MDR, multidrug-resistant; XDR, extensively drug-resistant.

® Partial list includes behavior modification; couples counseling and testing for HIV with improved access to testing for clients
to TB services, partners, and family members; early access to ART, including for patients with TB, partners, and family members
with HIV infection; and structural interventions (eg, socioeconomic and legal).
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Interventions to Prevent
Tuberculosis (TB)
in People Living with HIV

Antiretroviral treatment

The WHO three “I”’s strategy:

1. Intensified case finding (ICF)
2. Isoniazid preventive therapy (IPT)
3. Infection control for tuberculosis (IC)

https://www.who.int/hiv/topics/tb/3is/en/

Combination HIV prevention

Granich R. et al. Preventing TB in People Living with HIV « CID 2010:50 (Suppl! 3)

doi: 10.1086/651494 https://pubmed.nchi.nlm.nih.gov/20397951/ ;



https://www.who.int/hiv/topics/tb/3is_icf/en/
https://www.who.int/hiv/topics/tb/3is_ipt/en/
https://www.who.int/hiv/topics/tb/3is_ic/en/
https://pubmed.ncbi.nlm.nih.gov/20397951/
https://www.who.int/hiv/topics/tb/3is/en/

LTBI Treatment in people living with HIV
WHO Recommendations

Adults and adolescents living with HIV, with
unknown or a positive tuberculin skin test (TST) and
are unlikely to have active TB should receive
preventive treatment:

monotherapy with isoniazid for at least 6 months (isoniazid preventive therapy, IPT)
OR treatment with regimens containing a rifamycin (rifampicin or
rifapentine).

@ 6 or 9 months of daily isoniazid (isoniazid preventive
therapy (IPT) (in PLHIV reduces risk of progressing to TB by 33%)

3 months of weekly rifapentine plus isoniazid

TB - free survival probability

May also be offered as alternatives:
@ 1-month regimen of daily rifapentine plus isoniazid
@ 4 months of daily rifampicin alone
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Probability of being TB free at the end of follow-up period
between IPT and Non-IPT patients.

Kaplan-Meir probability of TB-free survival by IPT status

-
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3-months of daily isoniazid plus rifampicin 0.90-

T
1

Follow-up Time(yrs)

Patients who received IPT had higher probability of
being TB free at the end of follow up period

e 36 months daily IPT in settings with high TB transmission for ~ compared to those who never received IPT (log

PLHIV regardless of ART & immunosuppression

rank P =0.001).

Sabasaba, A., Mwambi, H., Somi, G. et al. Effect of isoniazid preventive therapy on tuberculosis incidence and
associated risk factors among HIV infected adults in Tanzania: a retrospective cohort study. BMC Infect Dis 19, 62

(2019). https://doi.org/10.1186/s12879-019-3696-x

https://apps.who.int/iris/bitstream/handle/10665/331170/9789240001503-eng.pdf



https://apps.who.int/iris/bitstream/handle/10665/331170/9789240001503-eng.pdf

Current and novel
TB preventive
treatment
regimens

+ evidence of use
with antiretroviral
regimens (ART)

https://onlinelibrary.wiley.com/doi/full/10.1002/jia2.25438

5/27/2023

Gonzilez Fernandez L et al. Journal of the Internatiomal AIDS Society 2020, 23:25438

http:Yonlinelibraryasiley.comddol 1010027 ia2. 25438/full | https:/fdoiorg/10.10024/ia2 25438

Table 1. Tuberculosis preventive therapy and antiretroviral therapy co-administration

WHO
Recommendation
TPT for the TPT Recommended Supporting evidence
regimen regimen for children Compatible ART and ongoing DDI trials Knowledge gaps
IPT Strong Ay age Ay Ideal length of treatment
recommendation Lise in pregnancy
aHR Strong Ay age Amy MRETI, possibly including TAF  RIFT (TAF + RIF in HY) TAF/FTC + RIF in patients
recammendation EFY 00 mg QD study [42] with HIV — study in
EFY 400 mg QD with HR STRIDE study [43] progress in South Africa
OTG 50 mg BID (Adults only) Cerrone et al. [37]
RAL 800 BID INSPIRIMNG trial ongoing
[44]
Taburet et al [45]
3HP Conditional =2 wears old only EFv 400 mg QD Farenc et al. [44] 3HP dosing for children
recommendation OTG 50 mg QD DOLPHIM study [34] <2 vears old
RAL 400 mg BID Weiner et al. [47] 3HP with TAF — healthy
violunteer study in
progress at US MIH
MCTO35104468
1HP Under review =13 years old only EFY 800 mg QD BRIEF-TE Pk study [48] 1HP desing for children

=13 years old
1HP with TAF
1HP with dolutegravir —
ACTG trial in development

(AS372)

1HP one month daily isoniazid and rifapentine; 3HP. 3 months weekly isoniazid and rifapentine: 3HR, 3 months isoniazid and rifampin; ART,
antiretroviral therapy; DD, drug-drug interaction; DTG, dolutegravir; EFV, efavirenz; HV, healthy wvolunteer; IFT, isoniazid preventive therapy:
MRETI, nucleoside reverse transcriptase inhibitor; Pk, pharmacokinetics; RAL, raltegravir; TAF, tenofovir alafenamide; TPT, tuberculosis preventive

therapy; WHO, World Health Organization.

9
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Fast ART initiation (WHO Recommendations) e Euops

ART should be started once the HIV

diagnosis is confirmed in absence of

1B and no later than 7 days after the

confirmation of HIV diagnosis.
With ref to WHO guidelines 2016-2019

AROLNES 1R
MANAGING ADVANCED

HIV DISEASE AND
RAPID INITIATION
OF ANTIRETROVIRAL
THERAPY

2016
(TLE)

5/27/2023

@

July 2018
(TLD
transition)

UPDATE OF

RECOMMENDATIONS ON
FIRST- AND SECOND-LINE
ANTIRETROVIRAL REGIMENS

@

July 2019
(TLD for all)

ART initiation in patients with TB/HIV co-infection

* ART should be started in all TB patients living with HIV regardless of
their CD4 cell count

(Strong recommendation, high certainty in the evidence).

* TB treatment should be initiated first, followed by ART as soon as
possible within the first 8 weeks of treatment

(Strong recommendation, high certainty in the evidence).

* HIV-positive patients with CD4 counts less than 50 cells/mm3
should receive ART within the first 2 weeks of initiating TB
treatment.

Incoming ART guidelines 2021 may reconsider the time
of ART initiation for TB-HIV co-infected patients

10



ART regimens, WHO guidelines 2019

Table 1. Preferred and alternative first-line ART regimens

Preferred first-line regimen | Alternative first-line Special ciroumstances

regimen
Adults and adolescents  TDF + 3TC {or FTC) +@ TDF + 3TC + TDF + 3TC {or FTC) + EFV 600 mg®
AZT + 3TC + EFV 600 mg®
TDF + 3TC {or FTC) + Plir®
TDF + 3TC {or FTC) + RAL
3TC (or FTC) + DTG
XBC + 31C + DIG®

Population

Children ABC + 3TC ABC + 3TC + LPVIr ABC + 3TC + EFV {ar NVF)
ABC + 3TC + RAL® ALT + 3TC + EFVE {or NVP)
TAF + 3TC (or FTC) + DTG"  AZT + 3TC + LPVIr (or RAL)

Neonates AZT + 3TC + RAL" AFT + 3TC + NVP AZT + 3TC + LPVIF!

ITC: lamhvedine; ABC: zbacavir; AZT: ddovedine; DTG dolutegravir; EFV: efavirens; FTC: emtridiabine; LFVIT: lopinaviniiitoneyir; NYP- nevirapine; FIU: protease inhibitor boosted
with ritonawir; RAL: raltegrawir; TAF: tenodovir sladenamide; TD¥: tenofowir disoproedl fumarate.

“Effiective contraception should be ofiered to adeit women and adolescent girls of childbearng 3ge or potential. DTG cam be prescribed Tor adeit women and adolescent girts of
Childbearing age or pobential who wish 1o beCome pregnant or whio 2re not othersise esing or accessing consistent and effective comtraception I they have been hally Informed of
the poteatial Increase in the risk of pesral tube dedects (3t conception and untll the end of the First trimester). I1women Identify pregnancy after the first trimester, DTG showd be
Initlated ar continued for the duration of the pregnancy {Box 7).

“EFW-Dased ART should not be used In settings with national estimates of pretreatment resistance to EFW of 10% or higher. DTG-based ART Is preferred, and if DTG Is unavallable, a
boosted Fi-based regimen showld be used. The cholce of PLIT depends on programmathc craractertstics.

=TAF may be considered for people with estabiished osteoporosls anddor Impaired kidney function.

=For age and weight groups with apgroved DTG dosing.

*RAL should be used as an alternative regimen only i LPVIT s0lld formulations are not avallable.

*for age and welght groups with approved TAF dosing.

SEFY showld not Be wsed for chilldren younger than three years of age.

“Neonates starting ART with an RAL-based regimen should trassition to an LFVIT solld formulation as soon as possible.
LPWIT syrup of gramules cas be wsed If starting after two weeks of age.

WPIWTE OF
SECUMMENDATIUNS ON
HIEST- AND SECOND USE
ANTIRETROVEA. REGINENS

treatment optimization purpose.

WHO recommends genotyping only in 3 line ART with

o ;g World Health
i.\_-;_ *,¢ Organization

snowy i e EUFOPR

Table 2. Preferred and alternative second-line ART regimens

Population Failing first-line regimen Preferred second-line regimen | Alternative second-line regimens

TDF® + 3TC {or FTC) + DTGE AFT + 3ITC +(ATWIr (or LPV/IT AZT 4+ 3TC + DRV/r?

TDF + 3TC {or FTC) + EFV

Adults and {or NVP)

adolescents®

AFT + 3TC + ATT + 3TC + ATVIr (or LPV/r or DRV

TDF® + 3TC {or FTC) + ATV/r

h C
TDF® + 3TC (or FTC) + DTG {or LPV/r or DRVIT)

AZT + 3TC + EFV {or NVP)

ABC + 3TC + DTG AZT+ 3TC + LPVIT {or ATV/r) ALT + 3TC + DRV/

ABC (or AZT) + 3TC + LPVIr  AZT {or ABC) + 3TC AZT {or ABC) + 3TC + RAL

Children

and infants

ABC (or ATT) + 3TC + EFV AZT {or ABC) + 3TC + DTG? AZT {or ABC) + 3TC + LPVIr (or ATVIT)

AIT + 3TC + NVP ABC + 3TC + DTG* ABC + 3TC + LPW/Ir (or ATV/r" or DRV/r3)

IATC: lamiwedine; ABC: abacavir; ATVIr: atazanavirritonavir; ATT: Adovedine; DEVIT: garunavirfritonawir; DTG doluteqravie; EFV: efavirens; FTC: emiricitabing; LPYIE: lapinawin!
o, NWP- mevirapine; RAL: raltegravir; TDF: tTenctovir disoproxll hemarate

*Sequencing IT Pls are used In Tirst-Bes ART- ATV {or LPYIT or DAY depending on programmatic conslderations) + TDF + 3TC [or FTC) and then AZT + 3TC + DTG In
seoond-line ART.

*Effective contracepiion should be offered to adult women and adolescent gins of childbearing age or potential. DTG can be prescibed for adult women and adolescent gins of
childbearing age of potential who wish 1o become pregnant or wha are not otherwise wsing or accessing conslstent and effective conbracegtion I they have been helly Informed of
the potential Increase I the risk of newral tube detects (af conception and untll the end of the first trimester). I women |dentify pregnancy after the first trimester, DTG showld be
Initiatad o coNtinued for the duration of the pregnancy {Box 7).

“TAF [tenafovir kxlenamite) Can b2 used 85 an alternative MATI In special sHuatons for adults and adolescents.
“RAL + LPVIT can be used as an altemative second-line ART regimen for adults and adolescents.

*The Eurapean Medicines AGEncy currestly only approves DTG for children wesghing at |east 15 &y and more wigely for culldres welghing more than 20 kg Wi can take sult 50-
mg flim-coated tablets. Shedies are ongoing to determing dosing for yownger childfen, with approval expected In early 2020, but the 2016 WHO recommendations Tor second-line
ART still hedd [Fl-based for childeen fior whom MNETE hawve falled and RAL for childeen for whom LPWVIT has Tallied). TAF (tenofovir alafenamide) can be used 25 an altemative KATI
In children welghing at least 5 kg

"ATWI¥ Can be used a5 2n aFErnative o LPVIT Tor chilldres clder than three months, bt the Imited availtabiity of sultable formsations for culdres younger than siX years, the lack
of = flxed-dose formulation and the need for separate administration of the Mtonevir booster showld be considersd when choosing this regimen.

SDRV should net be used for children younges than three years and should be combined with appropriate dosing of ritonavir.

3rd line regimens

- DRV + DTG + 1-2 NRTIs

Countries should also implement once in 3 years surveys on

PDR and ADR to monitor HIV DR

a) for PLHIV on ART with experinec of receiving Ips the recommended
dose of DRV/r should be 600 mg/100 mg 2 times per day.



Preferred and alternative 15t line and 2" line ART regimens

. . i' ;[Rj#, World Health
for TB and HBV co-infections 2 Organization
Population First-line ART regimen
TDF/FTC + Dolutegravir

50 mg BID with rifampicin or switch to rifabutin

. . TDF/FTC/Efavirenz 400 mg

coinfection EFV 400 mg can be co-administered with rifampicin (well tolerated and plasma concentrations
maintained above the levels considered to be effective)

Population Second-line regimen

Optimized NRTI backbone plus double-dose DTG (that is, DTG 50
mg twice daily) or double-dose LPV/r (that is, LPV/r 800 mg/200

HIV and TB

If using rifampicin in TB

HIV and TB reginnien mg twice daily)ac

coinfection If using rifabutin in TB Optimized NRTI backbone plus DTG or boosted Pl-containing
regimen regimens at standard doses ¢

HIV and HBV

, _ AZT + TDF + 3TC (or FTC) + (DTG or ATV/r or LPV/r) bd
coinfection

a) If TDF + 3TC (or FTC) was used as the NRTI backbone in the 1st line failing regimen, AZT+3TC should be used in 2nd line and vice-versa.

b) DRV/r can be used as an alternative PI option.

¢) In childbearing age women an adolescent girls, DTG can be used if she is on reliable contraception and fully informed and benefit outweighs the risk.
d) Standard LPV dose with an adjusted dose of RTV (that is, LPV400mg/ RTV 400mg twice daily) can be used as alternative options.
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Use of ART and effective anti-TB medicines Y
associated with significantly lower death rates
“Among patients with HIV, use of at least one 60 — HIV positive and not on ART
WHO Group A drug and specific use of g 5 ::R’/Ec:;iat;/jeandonART
moxifloxacin, levofloxacin, bedaquiline, or £ 3(5’
linezolid were associated with significantly § 40+
decreased odds of death. 5 3?,
2 251
. . ¢ 20+
Use of ART and more effective anti- g 15- e
tuberculosis drugs is associated with lower £ 10
odds of death among HIV-positive patients with A -2 e
multidrug-resistant tuberculosis. o 3 6 § 2 15 18 2 24 7 30
Number at risk Time since treatment initiation (months)

) . ) HIV negative 5584 5425 5291 5166 5013 4753 4345 2764 1696 578 311
Access to effective ART and anti-TB therapies HIV positiveandon ART 2445 2218 2098 2022 1942 1859 1672 1093 536 143 66

” HIV positive and noton ART 40 1 277 266 250 236 215 16 17
should be urgently pursued. postfiveandnoton S 50 236 215 164 95 33

Mortality in adults with multidrug-resistant tuberculosis and HIV by antiretroviral therapy and tuberculosis drug use: an individual patient data meta-
analysis Gregory P Bisson, MD et al. Aug 2020, The Lancet. https://www.thelancet.com/journals/lancet/article/P11IS0140-6736(20)31316-7/fulltext

5/27/2023 13
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Drug intercations ARVs and new anti-TB medicinces &) Yo e
- Organization

ARV Bedaguiline

Efavirenz Can not be coadministred No interaction

Niverapine Lack of information on clear dosage Possible interaction

Rilpavirine Assumed no interaction Assumed no interaction

LPV/r Increasing BDQ concentrations — may Increasing BDQ concentrations — may induce
ATV/r induce toxicity toxicity

DAR/r

Raltegravir Assumed no interaction Not enough studied, assumed no interaction

Dolutegravir

@ Do Not Coadminister ] Potential Interaction Potential Weak Interaction @ Mo Interaction Expected httDS//WWW hlV'druqlnteraCtlonsorq

3TC  ABC ATV ATV/r [CAI%} DOR DRV/r DTG EFV ETR FIC LPVY MVC NVP RAL RPV SQV TDF ZDV
ora

Bedaquiline @ L N N L 2 L 2 N L N N L 2 N L L ® @ ¢ ®
Delamanid @ @ B B L 4 L 4 B L 4 ¢ ¢ BN L 4 L 4 ¢ @ 4 L 4
Isoniazid ® o ¢ ¢ ¢ ® L ® & o o o ® ® ¢ ¢ ¢ ® ®
Rifabutin ® ¢ B B ¢ B B ¢ B B ¢ BN B L 4 m N ¢ ¢
Rifampicin @ L @ L @ L B e ¢ O B ® B e © ¢ H
Rifapentine @ L @ ] @ @ @ ] @ L ] ] ] ] e O ® ¢


https://www.hiv-druginteractions.org/

New ARVs (BIC and TAF) - good options ?

Results: Plasma BIC PK Following
B/F/TAF qd vs B/F/TAF bid + RIF qd
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H oo BIFTTARGA . paC,et62ngim

g 100 ~= BIFITAF bid + RIF qd

4] 4 & IIZ 1‘3 Zb Zld
Time, h

BIC PK BIFITAF qgd BIFITAF bid + RIF gd o
Mean (%CV) n=26 (ref) n=26 (test) )

115,000 (21) 45,600 (23) 39.5(35.7,43.7)
53.2(49.1, 57.6)

AUCy._z4, ngehimL
C e NGIML 8530 (16) 4560 (19)

= Daily BIC exposure (AUC_a4) is expected to be ~60% lower following administration of B/F/TAF bid + RIF qd vs
BIF/TAF qd

Results: Plasma BIC PK Following
B/F/TAF qd vs B/F/TAF bid + RIF gqd

- 10000

5 | e -

® ¥ T :

Ega?: {\ .f' :

1000 ' -

@mE il |

§ LT BEMARQA L paeetezegel

2 . L BIETAF bid Y RIFad

0 4 8 12 1B 20 M
Time, h
BIC PK BIFITAF qd BIFITAF bid + RIF qd o
Mean (%CV) n=26 (ref) n=26 (test) )
AUCq 3, ngeh/mL 115,000 (21) 45,600 (23) 39.5 (357, 43.7)
Cppaze NGIML 8530 (16) 4560 (19) £3.2 (49.1,57.6)
Cirougn: Ng/mL 3070 (28) 608 (30) 19.7(17.2,227)
= Daily BIC exposure (AUC,_.,) is expected to be ~60% lower following administration of B/F/TAF bid + RIF gqd vs

B/F/TAF qd
= Following administration of B/F/TAF bid + RIF qd, mean BIC C, was reduced by ~80% vs B/F/TAF qd

-
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Results: Plasma TFV PK Following
TAF BID + RIF vs TAF QD

100
== TAF BID + RIF
E =&-TAF QD
= .
2 oy
o F
= 10 -
=
a
2
=
1
] 4 -] 12 18 20 24
Time (h)
TFV PK
Mean (%CWV)
AUCy oy (mg=h/mL}) 348 (20) 27T (19) 79.9(73.1, 87.3)

+ The total overall systemic plasma TFV exposure over 24 hours is
expected to be ~20% lower following BID administration of TAF + RIF,
wversus TAF QD

Results: Intracellular PBMC-Associated TFV-DP
Following TAF BID + RIF vs TAF QD

= TAF BID + RIF
-8=- TAF QD

Historical Steady-Srare TFV-DF Concenirations with TDF 300 mg"™*

Mean (95% 1) TFV-DP (moli10” cels)

[ 4 H 12 1% 20 24
Time (h)
TFVDP PK GLSM Ratio (90% CI)
AUC, 5, (fmol+h/106 cells) 76.3 (58.7,99.2)

+ Following BID administration of TAF plus RIF, the total 24 hour exposure of
the intracellular PBMC-associated TFV-DP is expected to be modestly
decreased by ~24%, versus TAF QD

1. Pruvost 2007 AAC 2007; 2. Damond JCM 2010; 3. Hawkins JAIDS 2005
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ADVANCE: Mean Change in Weight by Sex at Wk 96  ~=™ 7™

Phase III Trial of First-line DTG + FTC/(TAF or TDF) vs EFV/FTC/TDF in SA l‘ .::- ‘ﬁ_‘__J
Significantly greater weight increase with DTG vs , with TAF vs TDF at Wk ===
96; plateauing in weight gain after Wk 48 observed in men but not in women

—— DTG + FTC/TAF (n =351) —— DTG + FTC/TDF (n = 351) EFV + FTC/TDF (n = 351)
14 Men 14 Women
E 12 E 12
@ 10 o 10
o0 o0
c c ©
e 8 e 8 A
(@ (@) 8 w
£ 6 £ 6 -2
20 +5kg 20 5 B
2 4 Hakg © s 4 2
c ;f’ A c &
c 2 .. 9 c 2
g +1 kg = §
0 e e S e === o e e e 0
04 12 24 36 48 60 72 84 96 04 12 24 36 48 60 72 84 96
Wk Wk
n=430418 402 387 376 374 366 292 232 140 n=>549531514 488 474 459 441 359 276 175

Slide credit: CCO



Higher dose rifampicin in TB/HIV coinfected

i ,ﬂ’“‘\“‘% World Health
atients on EFV or DTG o orazation
p /?GO WAL DRCE FOF EI.II'I:IFIE'
Q
%

- Higher doses of rifamycins may increase efficacy of TB regimens and reduce the required duration for treatment. S%/
- Dose escalation of rifampicin, most used rifamycin, mainly studied in HIV-negative TB patients. ~7 ? };.
- TB-HIV co-treatment increases risk for drug-drug interactions and drug-related toxicities. 044 q

G
- The study focused on TB-HIV co-infected patients => safety of a higher dose rifampicin and its effect on the pharmacokinetics (PK) of efavirenz (EFV) or dolutegravir (DTG). Gfeo '?O
- Newly-diagnosed TB patients randomized to either standard (10 mg/kg) or higher (35 mg/kg) dose rifampicin alongside standard TB treatment. A
- ART-naive patients were randomly assigned to DTG- or EFV-based ART regimens.
- Patients on ART (DTG or EFV) at enrolment continued on the same ART regimen however DTG was adjusted from once-daily to twice-daily dosing.
- PK sampling performed at 6 weeks of TB treatment with sampling for DTG 12 hours after the last dose (Ctrough) and a mid-dose concentration was obtained for EFV.
- P-values and 95% CI were obtained using unadjusted linear regression on log-transformed PK values with treatment arm as the only covariate.

- 120 patients enrolled, median age 36 (30-43) years ; 74 (61.7%) were men.

- Geometric mean (95% CI) C12 for DTG were similar in high- and standard-dose rifampicin arms

- Non-significant trend towards lower efavirenz mid-dose concentrations in the high-dose rifampicin arm, but variability was high
- Grade 3-4 adverse events were similar in the high- vs. standard-dose rifampicin

- Sputum conversion at week 8 was higher in high-dose versus standard-dose arms

Compared to the standard dose, a three-fold dose increase for rifampicin: , _ _ o
Table 1: Dolutegravir (DTG) trough and Efavirenz (EFV) mid-dose concentration in patients on

- did not increase risk of adverse events in patients receiving ART, high dose vs standard dose rifampicin.
- appeared to improve TB culture conversion at week 8, i i S
. . . . . Arm 1A Arm 1B Arm 2A Arm 2B
- did not alter the magnitude of the drug-drug interaction with DTG. Highdose | Standarddose | Highdose | Regular dose

(RIF 35 mg/kg) (RIF 10 mg/kg) | (RIF 35mg/kg) | (RIF 10 mg/kg)
Number randomized, n 30 34 25 29

High-dose rifampicin interactions with EFV require further exploration. >
PK concentrations

Geometric Mean 0.32 0.30 0.33 0.60
95% Confidence Interval* 0.11-0.95 0.11-0.82 0.02-4.87 0.06 —6.02
P-value 0.918 0.72

RIF - Rifampicin, DTG - Dolutegravir, Cl = Confidence interval
DTG concentrations represented as trough drug concentration (Cyoug) and EFV as mid-dose

5/27/2023 PK AND SAFETY OF HIGH-DOSE RIFAMPICIN IN TB/HIV COINFECTED PATIENTS ON EFV OR DTG Sekaggya-Wiltshire C et al. presented at CROI 2021 5-10 Mar 2021 17



Components of package of care interventions for

advanced HIV disease (CD4 cell count <200cells/mm3 or a WHO
clinical stage 3 or 4 event.)

%% World Health
L Organization
snowy i e EUFOPR

Areas for Adults and
the package Intervention CD4 cell count adolescents Children
Scraening and Sputum Xpert MTE/RIF as first test for TB diagnosis in
:Hagm:;g symptomatic patients any yes yes
Urine LF-LAM for TB diagnesis in patients with =100 cellsimm? Yot yes*
symptoms and signs of TB Or at any CD4 cell count value if
seriously ill @ st
Cryptococcal antigen (CrAg) screening = 100 cellsfmm?* yes no
Prophylaxis and Cotrimoxazole prophylaxs =350 cellsfmny® of WHO dinical yes yes™™
pre-emptive treatment stage 3 or 4 evenl. Any CD4 cell
count value in settings with high cuneLnes J @)
prevalence of malaria andior severe
bacterial infecthons e B
ST |
TE preventive treatment! any yes yes® mewary | S
Fluconazole pre-emptive therapy for CrAg-positive < 100 cellsfmim? yes Mot applicable
patients without evidence of meningitis {Screening not
advised)
Rapid ART initiation any yes yes
ART initiation Defer ART initiation if clinical signs and symptoms any yes yes
are suggestive of TB or cryplocaccal meningits o
WHO 2017. Guidelines for
m_anaging advan_ce_d'l-_HV_
Adapted adherence Tailored counselling to ensure optimal adherence < 200 cellsimm? yes yes g}f,ﬁf;’;ﬁ’,f;f"ﬁ;?;@“°”
support to advance disease care package, including home https://www.who.int/hiv/pub/qui
visits if feasible delines/advanced-HIV-
disease/en/



https://www.who.int/hiv/pub/guidelines/advanced-HIV-disease/en/
https://www.who.int/hiv/pub/guidelines/advanced-HIV-disease/en/
https://www.who.int/hiv/pub/guidelines/advanced-HIV-disease/en/
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New consolidated HIV guidelines 2021 (ART)

HIV GUIDELINES UPDATE ACTIVITIES TIMELINES 28062%
Update of clinical recommendations (use of PoC EID&BH, update of BH algorithm, use of Virtual GDG meeting
Dapivirine vaginal ring and ) (28 September-02 October

2020)

Update of recommendations on service delivery (frequency of clinical visits & ART Virtual GDG meeting
dispensing; approaches for reengagement to care, approaches for measure adherence, (05-09 October 2020)
specimen collection by lay providers; diagnostic integration across HIV, TB Hep and STIs;
integration of HIV/NCD care; integration of HIV/family programme; psychosocial
interventions for adolescents with HIV, )
Peer review of new clinical and service delivery recommendations and text October-November 2020
Submission of new recommendations to WHO Guidelines Review Commitee (GRC) mid-December 2020
Update of the narrative, tables, annexes, references and inclusion of previous 2018/2019 October 2020 — December

recommendations (i.e., update of chapters on HIV diagnosis, prevention, ART, management 40y
of comorbidities & coinfections, service delivery and M&E)

WHO GRC approval of updated 2020 recommendations mid-January 2021

Consolidation of all HIV recommendations (final editing, executive clearance for publication) RRELRNETYESRCYT(\VAS=1](IE1Y

2021 01-2

: — Policy briefs 17-18 March,
Release of updated WHO Consolidated HIV treatment Guidelines Guideline Jul 2021 2021
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Overall advice/Conclusion:

Simple, affordable and effective programs should be in place in all TB and HIV settings

SIMPLE, AFFORDABLE AND EFFECTIVE HIV/TB PROGRAMMES
All people living with TB should
A have access to:

$

All people living with HIV should
have access to:

B Antiretroviral M Regular TB
Therapy screening

W HIV testing o HIV
and antiretro- preurentinn

viral thera options
W TB diagnostics W TB preventive Y P

and treatment therapy (if no
TB symptoms)

o TB treatment

5/27/2023 20



WHO HIV Tx App & WHO HTS INFO
Get online with WHO ARV and Treatment and i;fﬁ* Organization
HIV Testing Services Guidelines - 2019

# WHO HIV Tx App

WHO'’s consolidated
guidelines for HIV
treatment and care —

all in one great app.

v Explore

v/ Save and share content
v See it offline

v/ Make it your own

* https://hivtx.org
* https://hivtx.org/iphone
* https://hivtx.org/android

@

World Health
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#.WHO HTS INFO @%’i‘a’éﬂ&‘:ﬁ'«?ﬁ

HIV Testing Services (HTS)

WHO HTS Info makes

it easy to view WHO
guidance on HIV testing
on smartphones and

tablets, online or off,
everywhere.

Electronic versions now In
your hand !



https://hivtx.org/
https://hivtx.org/iphone
https://hivtx.org/android
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