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8. Update of recommendations on first- and second-line antiretroviral regimens. Geneva, Switzerland: World Health Organization; 2019(WHO/CDS/HIV/19.15).Licence: CC BY-NC-SA 3.0 IGO.
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—2018F58 , XyTsepamoi EERENAFR BRI , EAZRTRZDTIG R HIIER BNITLHIHEERT
2 ( NTD ) &fmEREINL:DTG vs non-DTG ART: 0.94% (0.37% to 2.4%) vs 0.12% (0.07% to 0.21%)

—201857H , tHPBLIEREH , ZiNVEDTG + 3TC / TDMEAFEREREERETCE S B LR/ M/
Big—Z 30 :EFV 600 mg + ( 3TCE(FTC ) / TDHEFLEEBENRZE R M ZE BN AT EE L

—2019F3H0 1 , EZDIGRTINZEENTDEFERETRAIEHE |, (BIiRESTEitizktaa01:2019F3H:
0.3% DTG vs 0.1% non-DTG ART; estimated difference: 0.20% to 0.27%

; The prevalence rate of NTDs among new-borns whose mothers were exposed to DTG-
Conceptlon Prﬂgnancy based ART at conception decreased at each data cut'?

HIV Negative

DTG exposure from conception

DTG Non-DTG EFV DTG

n=89372) 2
=1683) = (n=14792)  (n=7959) | (n=3840) s 2s
Total NTDs per exposures, n/N 5/1683 15/14792 37959 1/3840 70/89372 % 1: | }
" Prevalence difference, % e 020 0.26 0.27 02 E o; - L'” bos
195%C) 001059 (007086) (006067 (005056 : o oot 31 mmona0m
NTDs per expostres since May 2018, n/N~~ 1/1275 13492 017 11108 9/13,315 Exposures. 0 426 596 1685

Percent with defect, (95% ClI) 0.94 (0.37, 2.4) 0.67 (0.26, 1.7) 0.30(0.13, 0.69)

1. Zash. NEJM. 2018; 379:979. 2. WHO Statement. May 2018. 3. EMA Statement. May 2018. 4. FDA. Sept 2018. 5. WHO ART. 2018. 6. Zash. IAS 2019. Abstr MOAX0105LB. Slide credit: clinicaloptions.com
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If the neural tube defect signal currently observed in Tsepamo study is confirmed, although it is three-times higher than
the other populations, the absolute risk is very low, 0.30% — 1 in 1000 in the general population with potential increase
to 3 in 1000, a risk difference of 2 excess neural tube defect per 1000 periconception exposures compared to EFV ART at
conception. With recent data made available from expanded Minsitry of Health and CDC surveillance from Botswana, the

weighted estimate risk remains low at 0.36% (95% C1 0.10 — 0.62).
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The risk—benefit models suggest that the benefits of DTG for
women of childbearing potential newly initiating ART, which
include greater maternal viral suppression, fewer maternal
deaths, fewer sexual transmissions and fewer mother-to-
child transmissions, are likely to outweigh the risks, such as
adult morbidity resulting from DTG-associated weight gain
and neonatal deaths among the infants of pregnant women
with DTG-associated weight gain. DTG is also predicted to
be more cost-effective, resulting in more disability-adjusted
life}years averted at a lower cost than EFV.
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Table 2. Summary of Snapshot study outcomes (plasma HIV-1 RNA < 50 ¢/mL), by visit, treatment
group, and study population.

ITT-E ITT-E PP
24 weeks 48 weeks 48 weeks
Arm
Dolutegravir 56/69 (31%) 52/60 (75%) 19/62 (19%) y
95% C172-00% 95% CI 65-86% 05% CT60-89% DIGIR N AR
Efavirenz 30/44 (89%) 36/44 (82%) 33/41 (80%) ¢ - BEFVIR BN E R
95% C179-95% 95% CI 70-93% 95% C168-93%

*[TT-E=intent-to-treat exposed; PP=per protocol

12. Dooley KE, Kaplan R, Mwelase N, Grinsztejn B, Ticona E, Lacerda M et al. Dolutegravir-based antiretroviral therapy for patients co-infected with tuberculosis and HIV: a multicenter, noncomparative, open-label, randomized trial.
Clin Infect Dis. 2019 doi: 10.1093/cid/ciz256. [Epub ahead of print].
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DTGB Sy 13

Arm 1
| week 1y week2; week3; week4d
|} L] L] |
DTG 50 mg once dail 72
DTG 50 mg twice daily 4.00
7.00 —e— TG 50 mg QD _
RIF 800 mg daily : - TE‘ 3.50
TEl 5.00 —& ~[OTG 50 mg BID E
DTG PK sampling | | I Ed { } rer = 300 ——DTG 50 mg QD
'E’ 5.00 / + }‘ RIF 600 mg QD _E
2 ® 250 -@- DTG 50 mg QD +
Arm 2 B / + " + -E * Rer ;ﬂﬁmn?g ap
400 N it § 200
g week1 , week2 , week3 , g ~ ~ 5
] 1 8= A- ““‘*}‘}«{_‘ \‘+ ‘; 1.50
DTG 50 mg once dail/Z/zzzz7/044/77 ™ L s =
& 2 o 1.00
RET 300 mg once daily > g -
5k © 050 *
DTG PK sampling S a
0.00
i : . I i1 e 1 0 4 8 12 16 20 24
FIGURE 1. Schematic of the dosing regimen and DTG Time After Dose (h) Time After Dose (h)
pharmacokinetic sample collection for the RIF arm (A) and the
RBT arm (B).

13. Dooley KE, Sayre P, Borland J, Purdy E, Chen S, Song I et al. Safety, tolerability, and pharmacokinetics of the HIV integrase inhibitor dolutegravir given twice daily with rifampin or once daily with rifabutin: results of a phase 1
study among healthy subjects.J) Acquir Immune Defic Syndr. 2013;62:21-7.
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Resistance incidence (%) at week 96

14. Trevifio A, Cabezas T, Lozano AB, Garcia-Delgado R, Force L, Fernandez-Montero JM et al. Dolutegravir for the treatment of HIV-2 infection. J Clin Virol. 2015;64:12-5.
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More research is needed with patient communities
and advocacy groups to understand the social
implications of potential weight gain. The early
response from community and women enrolled in
studies who experienced weight gain while taking
DTG, was that weight gain is largely a viewed as a
favourable outcome, but that they desired further
information on the potential health implications as
this becomes more available. Adequate counselling
and support on the potential weight gain was
clearly emphasized by the groups.

17. Hill A, Waters L, Pozniak A. Are new antiretroviral treatments increasing the risks of clinical obesity?J Virus Erad.2019;5:e45-7.
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EFV 400mg vs. EFV 600mg
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6. Lamorde M, Wang X, Neary M, Bisdomini E, Nakalema S, Byakika-Kibwika P et al. Pharmacokinetics, pharmacodynamics, and pharmacogenetics of efavirenz 400 mg once daily during pregnancy and post-partum. Clin Infect Dis.

2018;67:785-90.
18. Zash R, Jacobson DL, Diseko M, Mayondi G, Mmalane M, Essex M et al. Comparative safety of antiretroviral treatment regimens in pregnancy. JAMA Pediatr.2017;171:e172222.



e SFIEF

328 —
—im | wm

4




@ WHO 201935/ : —&ARTS=IEEER

“HARTHSEHEEEN

1. #=DTGEASIEBHINRTIE 259 /9 LAAE
-DTG ARG =AM E BRI /55
v RARBLFE [MFHHES | PSHEN

Itz ]
v SRICDTGHIERY)LE [PISRHEHET | (KA
EIEE]

tHEL201 8RR EEF =S
- BERAABE: "MARSVE B85
1. BiRHILE. SHTBESFEARE

2 e a B B A I BX S IEAEAINRTI
BT ALDTG AR —Z%h =R E
B _ 2% (38 | PESREHIHE]

8. Update of recommendations on first- and second-line antiretroviral regimens. Geneva, Switzerland: World Health Organization; 2019(WHO/CDS/HIV/19.15).Licence: CC BY-NC-SA 3.0 IGO.
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TDF® + 3TC (or FTC) + AZT + 3TC + ATV/r AZT + 3TC + DRV/rd
DTGe (or LPV/r)
TDF + 3TC (or FTC) + AZT + 3TC + DTG AZT + 3TC + ATV/r (or LPV/r
EFV (or NVP) or DRV/r)d
AZT + 3TC + EFV (or NVP)| TDFP + 3TC (or FTC) + TDF® + 3TC (or FTC) +
DTGe ATV/r (or LPV/r or DRV/r)d
JLE R FrAE)L ABC + 3TC + DTGe AZT+ 3TC + LPV/r (or | AZT + 3TC + DRV/r®
ATV/rf)
ABC (or AZT) + 3TC + AZT (or ABC) + 3TC + | AZT (or ABC) + 3TC + RAL
LPV/r DTG®
ABC (or AZT) + 3TC + AZT (or ABC) + 3TC + | AZT (or ABC) + 3TC + LPV/r
EFV DTG® (or ATV/r?)
AZT + 3TC + NVP ABC + 3TC + DTG® ABC + 3TC + LPV/r (or ATV/rf
or DRV/re)

SELAPTS—£73%2 , BDATV/r (BLLPV/rEDRV/r , EFEERIEER ) +TDF+3TC (EFTC) , M”EFENAZT + 3TC + DTG

U BRI IR ERIEE. TR RSB ENERIERECR S TR E) LR ERIEN G T RSB INIEEREIIEFFADTGR TS ( MAZEIRIZ=NBER ) . WAMTZREANBLILEE | NERZIRE a4 ERDTG
TAFERRIBIR T F AR AR S D EIEIENRTI

9RAL + LPV/ral{E AR AR BV FRIEIE T 5

RRINZS /= B B ED TG TAELSkg LA ) L& | (REE20kgbl ) LERIERRMASOMgDE . ERE LERNERFIEMRIMEHT , BET2020FRHHER , BRiPRAWHO 20165F56E!EE ( BT PIRIS=ERTNNRTISIZEEMAYLE , RALERTFLPV/rIEMAIILE ) .
TAFRIYEAREE25kg R LA L) LERIEEIENRTI

FATV/rEIEALPV/rEEF=ABRIA L LEREIETS R | (BFEBE6S LT L ENSERSEIR. EEEE 5 RUARFIEERBIEERN S BHEREEER
IDRVESFAT=FLITILE , BRSEENEI9FFEEFHEA
8. Update of recommendations on first- and second-line antiretroviral regimens. Geneva, Switzerland: World Health Organization; 2019(WHO/CDS/HIV/19.15).Licence: CC BY-NC-SA 3.0 IGO.
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Dolutegravir versus ritonavir-boosted lopinavir both with dual @+k ®
nucleoside reverse transcriptase inhibitor therapy in adults
with HIV-1 infection in whom first-line therapy has failed
(DAWNING): an open-label, non-inferiority, phase 3b trial

Michael Aboud, Richard Kaplan, Johannes Lombaard, Fujie Zhang, José A Hidalgo, Elmira Mamedova, Marcelo H Losso, Ploenchan Chetchotisakd,
Carlos Brites, Jorg Sievers, Dannae Brown, Judy Hopking, Mark Underwood, Maria Claudia Nascimento, Yogesh Punekar, Martin Gartland,
Kimberly Smith

Summary

Background Doubts exist regarding optimal second-line treatment options for HIV-1-infected patients in resource-  Lancetinfect Dis 2019
limited settings. We assessed safety and efficacy of dolutegravir compared with ritonavir-boosted lopinavir, plus two  pybiished online
nucleoside reverse transcriptase inhibitors (NRTIs) in adults in whom previous first-line antiretroviral therapy with a  February4,2019

non-nucleoside reverse transcriptase inhibitor (NNRTI) plus two NRTIs has failed. b e
51473-3099(19)30036-2
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DTG &4t

X
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0.63
(0.45 = 0.89)

%%
(95% Cl)

£100041>103 i
(M>187 B 225 151)

WEMF (483)

DTG &4t

2.1
(1.4523.21)

100064125109 i
(M 254 BiIE] 2 154451)

aTr iR (S

RITHEXNARR BN

DTG &4t

DTG &E%F

0.76
(0.44%1.3)

0.31
(0.2120.45)

15100061526 41
(MD45 fFilF D2 1)

100041471
(M>66 IED3T 1)

9. Steve Kanters, For WHO ARV GDG, 16-18 May 2018. WHO, 2018.
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8. Update of recommendations on first- and second-line antiretroviral regimens. Geneva, Switzerland: World Health Organization; 2019(WHO/CDS/HIV/19.15).Licence: CC BY-NC-SA 3.0 IGO.
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AZT+3TC+NVP <20 kg ABC+3TC+LPV/r « BINRIRRE |, ) LEREIXE20kgA AT 4E
AZT+3TC+EFV Z£DTG
ABC+3TC+NVP 20-30 kg ABC+3TC+DTG  EIRTETE | JLEIKEIATI30kgRT AT 4L
Z=TDF+3TC+DTG
>30 kg TDF+3TC+DTG \
ABC+3TC+EFV <20 kg BRIEEIT R, REIAE! - —B{KEEIXZE)20kg , #FHREDTIGEH—IX
20kgRiE LR BikmiN{E
20-30 kg ABC+3TC+DTG « BWNIERE , JLEREIXEI30kgRT I 5k
ZTDF+3TC+DTG
>30 kg TDF+3TC+DTG \
ABC+3TC+LPV/r <20 kg BRIEEIT R, REEIAE! - (RUEBZHERT R Al seim 25 /il
AZT+3TC+LPV/r 20kgREREEIT « AZT+3TC+LPV/ri&#a sABC+3TC+LPV/r
g»ﬁw‘éﬁﬁﬁiﬂ , ERHFEN RTINS UR AL
20-30 kg ABC+3TC+DTG « ENRRERE | JLEREIAR30kgRTAI 44
Z=TDF+3TC+DTG

>30 kg TDF+3TC+DTG \

8. Update of recommendations on first- and second-line antiretroviral regimens. Geneva, Switzerland: World Health Organization; 2019(WHO/CDS/HIV/19.15).Licence: CC BY-NC-SA 3.0 IGO.
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Global AIDS Monitoring (UNAIDS/WHO/UNICEF) and WHO HIV Country Intelligence Tool, 2018
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19. HIV drug interactions [online database]. Liverpool: University of Liverpool; 2018 (https://www.hiv-druginteractions.org, accessed 10 July 2019).
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: PEP involves taking anti-HIV drugs as soon
as possible after having been exposed.

3 hours of exposure, before the virus has time
to rapidly replicate in your body.

E B D T To be effective, PEP must begin within 72

PEP consists of 2-3 antiretroviral medications
taken for 28 days.

Z=52/o1ph (PEP) ST 2:E
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4.3. Implementation considerations

The uptake and completion rates for HIV PEP are suboptimal, and the recommendations for
HIV PEP regimens should be considered together with existing WHO recommendations aimed
at improving completion rates for HIV PEP, including adherence support and providing a full
28-day course of medication at the first clinic visit (2,91).

Choice of HIV PEP regimen should consider the ARV drugs already being procured within
national HIV programmes. Additional considerations include the availability of heat-stable
formulations, daily dosing, availability and affordability (Table 3).

People may be subject to ongoing high risk of exposure to HIV, leading to multiple prescriptions
for PEP. In such situations, health providers should discuss with their clients the potential
benefits of transitioning to HIV pre-exposure prophylaxis (PrEP) (96,97).

Table 3. Characteristics of third drug options for post-exposure

prophylaxis
Choice criteria ATV DRVir DTG LPVir RAL
Discontinuation rate in HIV 9.3% 0.9% 1.4% L.2% 2.7%
post-exposure prophylais
Daosing schedule Once daily | Once daily | Oncedaily | Twice daily | Once or

twice daily

Availability as a heat-stable No No Yes Yes Yes
formulation
Accessibility in countries Low Low Moderate High Low
(registration status)
Acceptability to health High High High High High
providers
Affordability Moderate Moderate High Moderate Low
Age indication »3months | >3 years »f years =14 days Birth

1 Update of recommendations on first- and second-line antiretroviral regimens. Geneva, Switzerland: World Health Organization; 2018.
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Recommendations

Overall

An HIV post-exposure prophylaxis regimen with two ARV drugs is effective, but three drugs are
preferred (conditional recommendation, low-certainty evidence)*

Adults and adolescents

TDF + 3TC (or FTC) is recommended as the preferred backbone regimen for HIV post-exposure
prophylaxis (strong recommendation, low-certainty evidence)®

DTG is recommended as the preferred third drug for HIV post-exposure prophylaxis (strong )
recommendation, low-certainty evidence)®

When available, ATV/r, DRVIT, LPV/r and RAL may be considered as alternative third drug options
for post-exposure prophylaxis {conditional recommendation, low-certainty evidence)

Children

AZT + 3TC is recommended as the preferred backbone regimen for HIV post-exposure prophylaxis
for children. ABC + 3TC or TDF + 3TC (or FTC) can be considered as alternative regimens (strong
recommendation, low-certainty evidence)®

DTG is recommended as the preferred third drug for HIV post-exposure prophylaxis for children )
for whom an approved DTG dosing is available (strong recommendation, low-certainty evidence)

When available, ATV/r, DRVIT, LPV/r and RAL may be considered as alternative third drug options for
post-exposure prophylaxis (conditional recommendation, low-certainty evidence) y

e —

#WHO 2016 consolidated guidelines on the use of ARV drugs for treating and preventing HIV infection.
U %o Box 1 onwomen and adolescent girls of childbearing potential using DTG.

* The choice of ARV drugs for children will depend on the availability of approved dosing and age-appropriate formulations
for children. Use of DTG applies to all infants and children for whom an approved DTG dosing is available.

1 Update of recommendations on first- and second-line antiretroviral regimens. Geneva, Switzerland: World Health Organization; 2018.
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Figure 1. Existing and future interventions for improving STI prevention and control by leveraging PreP scale-up
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rWHO recommends offering oral pre-exposure prophylaxis (PrEP) to people at substantial risk of HIV as part of comprehensive
HIV prevention (7). PrEP is the use of oral tenofovir disoproxil fumarate (TDF) or co-formulated TDF/emtricitabine (TDF/FTC)
or co-formulated TDF/lamivudine (TDF/3TC) by HIV-negative peaple to prevent HIV acquisition. PrEP has been shown to be

effective in a wide range of HIV-negative populations. WHO considers FTC and 3TC interchangeable, both for treatment and
\_for prevention of HIV infection (7-4). Yy,

An'increasing number of countries are adopting policies endorsing PrEP for HIV prevention. A global review found that

40 countries had incorporated oral PrEP into their policies or guidelines by the end of 2018 (5/. The use of PrEP has grown
substantially over time, particularly among men who have sex with men in high-income settings, where PrEP was infroduced
early on, as well as among other priority populations in low- and middle-income settings.

Emerging evidence from clinical research that different dosing strategies
can be effective provides an opportunity fo offer fexibility, choice and Evidence that diferent dosing sirategies can
convenience o individuals who can benefitfrom PrEP and s considered by GG LCRLEHESRULER L)
WHO in updating its quidance to countries. WHO also promotes the use of choice and convenience

differentiated approaches for reaching men who have sex with men and other
key populations' across the HIV services continuum, including for PrEP (6).
These new strategies have the potential to reduce the cost of drugs, to reduce
pill burden and toxicity and to improve continuation among those who find daily pill-taking challenging.

In 2016 WHO published the Consolidated quidelines on the use of antiretroviral drugs for treating and preventing HIV
infection: recommendations for a public health approach - 2nd ed. This publication described the high efficacy of PrEP
dosing both before and after sex among men who have sex with men who reported frequent sexual activity in the IPERGAY
trial - a regimen now called event-driven PrEP (ED-PrEP) (7). In those quidelines WHO noted that how best to adapt the PrEP
recommendations to diverse and changing sexual practices would be an important focus for further implementation research.

.1. PREVENTION AND CONTROL OF SEXUALLY TRANSMITTED INFECTIONS (STIS) IN THE ERA OF ORAL PRE-EXPOSURE PROPHYLAXIS (PREP) FOR HIV2019(WHO/CDS/HIV/19.9).
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Table 1. HIV incidence reported from interim analysis of Prevenir study, 2019

HIV ncldence * a man who has sex with another man:
PIEP dosing regimen Follow-up {person-years) per 100 person-years (95% CI) — who would find ED-PrEP more effective and
TOFIFTC (dally 1073 00043 ‘°h""";"'ef“f ‘ | e th
) — who has infrequent sex (for example, sex less than
TDFIFTC (ED-PrEP) 1133 0.18 (0.02-0.6) 2 times per week on average)
Sewee: Malna at al, 2009/471. . .
— who is able to plan for sex at least 2 hours in advance,
or who can delay sex for at least 2 hours
2 pills 1 pill 1 pill
For whom is ED-PrEP appropriate?
*» cisgender women or transgender women
* transgender men having vaginal/frontal sex
* men having vaginal or anal sex with women
2 to 24 hours sex 24 hours 24 hours ] . ... . .
before sex v after first 2 pills after 3w pill » people with chronic hepatitis B infection.

ED-PrEP: event driven —PrEP

LWHAT" STHE 2+1+1? EVENT-DRIVEN ORAL PRE-EXPOSURE PROPHYLAXIS TO PREVENT HIV FOR MEN WHO HAVE SEX WITH MEN. HIV 2019(WHO/CDS/HIV/19.8).
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