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Treatment for women

News

Dolutegravir-based HIV treatment is the safest and
most effective choice for pregnant women

Keith Alcorn | 12 March 2020
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Entry Inhibitors
CCRS5: Maraviroc,
vicriviroc

Fusion gp41: T20
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Reverse transcription
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Transcription
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Maturation
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RT Inhibitors
NRTI: AZT, 3TC, ABC, FTC
ddl, ddC, d4T,

NNRTI: NVP, EFV, RPV
NTRTI: TDF, TAF

Protease

Inhibitors
DRV, LPV/r, ATV
SQV,RTV, IDV, NFV,




Thelnew/trendlis D
and INSTIS(in STR)
Effective, more forgiving
and less pill burden

DLG has been prioritized! B o
- More effective in viral suppres

- Effective against HIV2 §|m groovery than EFV
- Lower AE and discontinuation rate =

- Effective against NNRTI-R and RAL-R

- Higher genetic resistance barrier

- More forgiving

- Lower drug-drug interaction

- Transfer to fetus and excrete in breast milk

- Once daily dosing, in STR

- Cheaper
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Presentation Notes
กลุ่มพัฒนาและส่งเสริมเทคโนโลยีการป้องกัน
สำนักโรคเอดส์ วัณโรค และโรคติดต่อทางเพศสัมพันธ์
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DTG asﬂu GUIACIINEGS VDT rente 15 summary ot seaencing ontions for fretiine, secondtine

and third-line ART regimens and preferred and alternatlve flrst line
regimens for adults, adolescents and children

’e) Q ﬂ ﬂ 1 5 a u 1 3\' ﬂia ﬂ ! !a g 1’! 1 c] Populations First-line regimen Second-line regimen Third-line regimen

Adults and Two NRTIs + DTG Two NRTIs + ATV/r (or | DRV/r® + 1-2 NRTIs + DTG®
CIJ adolescents LPVIr) Optimize the regimen using a genotype
(oY ] profile (if LPV is used in second-line ART)
i v !.cv.] ﬂ . Two NRTIs + DRV/r Optimize the regimen using a genotype
DHHS June 2021: Recommended Initial Regimens for Most People profile
With HIV (in alphabetical order). Two NRTIs + EFV Two NRTIs + DTG Two NRTIs + (ATV/r, DRV/r or LPV/r) + DTGP
. . . . . e . Children Two NRTIs + DTG Two NRTIs + LPV/r (or DRW/r=d + 1—2 NRTIs + DTGh=
J BlctegraV|r{tenofOV|r alaferiaml.de/emtrlatat?lne (./-\I) ATVIF) Optimize the reqimen using 3 genotype
¢ Dolutegravir/abacavir/lamivudine—only for individuals who are HLA- profile for children younger than three
B*5701 negative and without chronic HBV coinfection (Al) years
’DOlutegraVir plus (FTC or 3TC) plus TAF or TDF(AI) Two NRTIs + LPV/r Two NRTIs + DTG DRV/r*® + 1—2 NRTIs = DTGb'E
. . . T . Optimize th i i t
eDolutegravir/lamivudine (Al)—except for individuals with HIV RNA >500,000 pfl.f'ﬂ'?ircﬁi[jf’;ﬂfﬁu”f;ﬁ?fhgﬁriﬁriﬂe
copies/mL, HBV coinfection, or when ART is to be started before the results years
of HIV genotypic resistance or HBV testing are available Two NRTIs + NNRTI | Two NRTIs + DTG Two NRTIs + (ATV/r, LPV/r or DRW/r) =
’ DTG®
Preferred Initial Regimens Based on Age and Weight DHHS April 2021 WHO Guidelines July 2021
Table 4.4 Transition to optimal ARV drug regimens for children
Age Weight Restriction Regimens who are established on ART?
Current regimen Weight Optimal regimen for  Considerations
Newborns, Birth to Age <14 Days**® None Two NRTIs plus NVP transition
=2 kg Two NRTIs plus RAL® AZT + 3TC + NVP <30kg ABC + 3TC plus DTG | As long as above 3 kg
Neonates =14 Days to Age <4 weeks None Two NRTIs plus LPV/r AZT + 3TC + EFV  and four weeks old
=2 kg Two NRTIs plus RAL: ABC + 3TC + NVP >30kg TD
Infants and children Aged >4 Weeks to <6 Years =3 kg Two NRTIs plus DTG® ABC + 3TC + EFV
Children Aged =6 Years 596 k Two NRTIs plus BIC: ABC + 3TC + LPVIr
2210 Two NRTIs plus DTG® AZT + 3TC + LPVir
Adolescents Aged =12 Years with SMRs of 4 or 5 Refer to the Adult and Adolescent Antiretroviral *See Chapter 7 for definition of being established on ART.

Guidelines




CEPAC: Tsepamo May 2019 neural tube defect risk, network meta-analysis of ARV
efficacy, pretreatment drug resistance of 10.7%

For every neural tube defect averted by using EFV versus DTG, the following additional outcomes are predicted:

5 deaths among women 22 sexual transmissions 4 mother-to-child transmissions
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0.3 more child deaths
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SYNTHESIS: Tsepamo May 2019 neural tube defect risk, including ADVANCE/NAMSAL,
pretreatment drug resistance of 9%

For every adverse infant outcome (neural tube defects + neonatal deaths) averted by using TLE versus TLD, the following

additional outcomes are predicted:

21 deaths among women 26 sexual transmissions 14 mother-to-child transmissions
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Models of the
potential benefits and
harm with DTG versus

EFVbased ART for
women of

childbearing potential

....benefits of DTG for women of childbearing
potential newly initiating ART (more maternal
suppression of viral loads, fewer maternal
deaths, fewer sexual transmissions and fewer
mother-to-child transmissions) are likely to
outweigh the risks (neural tube defects,
morbidity and mortality among women of
childbearing potential because of DTG-
associated weight gain and neonatal deaths
among theinfants of pregnant women with
DTG-associated weight gain).



Why DTG: high barrier to resistance, virological potency,
superior side-effects profile and lower cost
uananunNadses NTD silvidnaeuriadalusensy

Treatment guidelines

Most countries with the greatest burden of HIV still

don’t recommend dolutegravir for all

Roger Pebody | 18 July 2021

RESULTS

IAS 2021

Year: 2018

“The 2018 WHO false
alarm and ensuing
confused messaging
about safety
stigmatised
dolutegravir and may
have contributed to the
ongoing delay in
adoption of
dolutegravir in Sub-
Saharan Africa,”
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- gasusnNuuLin Wizndiiadu  iwneaa AZT (syr) 4 mg/kg

TDF or TAF/3TC or FTC DTG TDF+3TC/FTC+DTG + AZT* 600 ¥aVAAAA  ya 12 204, Uy
+ nAANLUAISA mg asuiden 1}!“@0 4 Flewi (Bunalu
Wsani9taan Aran19taan - gAsvnuLdan Aauaaaatdsa AVAIIANA | 1 21, udvAaand
TDF+3TC/FTC visa AZT/3TC 14 'lr-l‘ﬂﬁl)
ABC + 3TC FFV +EFV (600 152 400 mg) u3a *asndaege iz
+ #LPV/rwu3a #ATV/r widaunsal 3 u'le
AZT + 3TC RPV? Wanassa
a1 < 31l a1el 3 - <121l ane > 121l
NRTI Third agent NRTI Third | NRTI Third DTG ’PJEIOL‘L!
agent agent u
gnsuuzin | AZT waa ABC | LPV/r u3a TDF/TAF + | DTG | TDF/TAF DTG H
+ 3TC DTG 3TC/FTC + Natlonal
(dispersible 3TC/FTC Guidelines aasg
tablet) v
40561 : NVP ABC vaa AZT | EFV |ABC + 3TC| EFV 12 Uszindlnawan
ndLaan + 3TC RPV




: wey. 59801 Tataen  “Changing
DTG d nd TLD In landscape of ARV supply in UC
Ch||dren and 2021 and beyond”

Pregnant women e e .
sA.wey. fueRs nsuna “The experience

DOLUTEGRAVIR USER REVIEWS of DTG in pediatric patients”

sA.Nty. 2undsen wedswnga “Transition

to TLD in pediatric clinic and PMTCT
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