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Fixed Dose

Combination (FDC) of e/F .

. X _ Btovir Disoproxil
Tenofovir/Lamivudine/ Comprimeés
Dolutegravir (TLD) ACRIPTEGA

 WHO: Adolescents (> 10
years old with body weight Rt
of > 30 kg) and adults

~~ Tenofovir 30t
* Thailand: body weight of > Iamlvudlne 300 m¢g

35 kg -\dolutegrawr 50 mg




The NEW ENGLAND JOURNAL o MEDICINE

Dolutegravir as First- or Second-Line HIV Treatment in Children

MULTICENTER, OPEN-LABEL, RANDOMIZED, NONINFERIORITY TRIAL

) ‘ / Dolutegravir-based ART Standard care

707

Children or adolescents |
214 kg with HIV starting
first- or second-line ART

By 96 weeks

N=350 N=357

Estimated probability
of treatment failure

Serious adverse events

Dolutegravir-based ART in children and adolescents starting

14% 22%

P=0.004

10% 11%

first- or second-line HIV treatment was superior to standard care.

A. Turkova et al. 10.1056/NEJM0a2108793 Copyright © 2021 Massachusetts Medical Society

Why Transition From TLE TO TLD?
Jszlewas: TLD Is Superior To TLE In Several Ways

* Higher antiretroviral efficacy, suppressing VL more quickly
compared to EFV-based regimens

ODYSSEY?: an international multi-centre randomized non-
inferiority trial evaluating DTG + 2NRTIs VS standard-of-care
(SOC) in children starting first- or second-line ART.

The median age: 12.2 years (range, 2.9 to 18.0)

311 participants (44%) started 15 -line ART (with 92% of SOC
receiving EFV-based ART), and 396 (56%) started 2" -line ART
(with 98% of those in SOC receiving boosted Pl-based ART)

Shorter median time to viral suppression than did EFV-TDF-
FTC group (28 vs. 84 days, P<0.001), greater increases in CD4+
T-cell count (267 vs. 208/mm3, P<0.001) 2
B\ ', -
M. A
1.Turkova A, et al. N Engl J Med 2021 Dec-30; :2531-2543.

2. WalmsleySL, et al N Engl J Med 2013; 369:1807-1818 DOI: 10.1056/NEJMoa121554

¥



Why Transition From TLE TO TLD?
J52lewa1: TLD Is Superior To TLE In Several Ways

* More durable, higher genetic barrier to resistance compared to
NNRTIs and older integrase inhibitors

* The need for early switch to the costlier and more complicated 2" -
line regimens are much lower than with TLE

* Better tolerated with fewer side effects

* More convenient to take: smaller tablet, taken once daily, with or
without food

* Fewer drug interactions than other ARV drugs
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*WalmsleySL, et al N Engl J Med 2013; 369:1807-1818 DOI: JMoal21554

https://www.fhi360.org/sites/defauIt/fiIes/media/documents/linkages-tldfranSI n-information.pdf
https://www.who.int/hiv/pub/arv/DTG-TLD-arv_briefing 2018.pdf



https://www.fhi360.org/sites/default/files/media/documents/linkages-tld-transition-information.pdf
https://www.who.int/hiv/pub/arv/DTG-TLD-arv_briefing_2018.pdf
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1sUsziuneuBNeazvenissz I lumslys TDF/TLD

* TDF has the potential to decrease creatinine clearance and cause
renal tubular dysfunction

* Recommend measuring serum creatinine (creatinine clearance) and
U/A (urine dipstick) to check protein and glucose before initiating
TDF

* Monitor creatinine and U/A

* The dose of TDF should be decreased in patients with creatinine
clearance [CrCl] <50 mL/min

**%* Caution use of TDF/TLD in patients with impaired renal funCthgﬂ

(creatinine clearance [CrCl] <70 mL/min) wiagihe@ifiilyulsala = ¢ .
Wi ) & N
- R
- ;N s

Panel on Antiretroviral Therapy and Medical Management of Children Living with HIV. Guidelines for the Use of Antiretroviral A in Pediatric HIV
Infection. Available at https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/PediatricGuidelines.pdf . Accessed (30 Apr 2022)



slvivenuziinay lunazwavansaanlaguer DTG/TLD

* Hypersensitivity reactions (< 1%)!

* Weight gain?: impact of DTG on adolescent BMI
e Observational longitudinal cohort of 460 virally suppressed adolescents transitioned to DTG

* In adolescents, BMI increased at a rate of 0.3 kg/m? per year before DTG transition and
increased to a rate of 1.2 kg/m? per year after DTG transition.

* The increase was similar in normal and thin patients, while no change was detected among
those who were obese or overweight prior to DTG transition

* Sex: BMI rate of change after DTG transition was increased by 1.1 kg/m? in females and 0.6
kg/m? per year in males.

* DTG transition: BMI increase per year are greater, by approximately 2-fold in the entire
cohort and 2.8-fold in females, than rates required to maintain a normal BMI rate of
increase on the WHO child and adolescent growth charts

* Need for counseling for female ALHIV on the risks of obesity and healthy diet and exercise

1. https://www.sciencedirect.com/topics/medicine-and-dentistry/dolutegravir
2. Thivalapill N, et al. Clin Infect Dis 2021,73(3):e580-e586.
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uwamamsdsunlasugasen TLD manatin
TLD Transition/Initiation

Special
populations

e Initiating e Patients e TB-HIV co- * Pregnant
patients™ failing 1t line infection™ women®
e Patients on and needing e Adolescent
TLE/legacy 2"d line*
regimens and e Patients
doing well already on
e Patients boosted PI
experiencing
EFV-related
AE*

https://optimize.icap.columbia.edu/wp-content/uploads/2018/08/Considerations-for-the-Introduction-of-TLD_OPTIMIZE.pdf
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Considerations and Clinical Guidance for
tarting Patients on TLD for Second-Line

* TLD in second-line would reduce the need for expensive bPIs,
streamline the supply chain for programs

* Other advantages of DTG vs other second-line options: lower cost,
better tolerability, less potential for drug—drug interactions and
lower p|II burden :

TLD as second-line only after failure on an AZT-containing
first-line or with the use of genotyping that can allow /§
for the selection of at least one active NRTI

Considerations for the Introduction of TLD in National Programs — December 201
content/uploads/2018/08/Considerations,
Consolidated guidelines on HIV prevention, testing, treatment, service delivery and monitoring: rec



Using TLD in Second-line ART following Failure of
DF + 3TC/FTC + EFV: Drug Resistance Considerations

e Using DTG with an optimized NRTI backbone is preferable and
recommended (AZT + 3TC should be used in a second-line regimen if
failing TDF + 3TC/FTC and vice versa)

* Resistance to TDF and 3TC is common among those with NNRTI-based
failure; up to 2/3 have viral resistance to TDF, and the vast maj Ok
resistance to 3TC (HIV drug resistance report 2019 (who.int)

* Insufficient evidence supports using DTG + TDF and 3TC |
as second-line ART for those with TDF + 3TC (or FTC) + EFV A ‘

first-line failure
* More data are needed on the efficacy of DTG among people with
resistance to 3TC and TDF

Consolidated guidelines on HIV prevention, testing, treatment, service delivery and monitoring: rec


https://apps.who.int/iris/handle/10665/325891
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AZT + 3TC + EFV (#1358 NVP)
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NRTIs TDF/3TC %58 TDF/FTC AZT/3TC
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Pl: ATV/r 58 LPV/r ¥i58 DRV/r
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Transition to TLD
Adolescent wi



Patients with TB-HIV Co-infection

* Rifampicin is a potent inducer of cytochrome P450, which significantly
decreases DTG levels

* An effective strategy: adding an additional dose of DTG 50 mg 12 hours
following a patient’s once-daily dose of TLD

* Reinforce that the additional DTG 50 mg should be taken 12 hours after
the dose of TLD

 Emphasize that doubling the dose to DTG 100 mg once daily is not
sufficient to overcome the interaction

* The induction effect of rifampicin may continue after stopping

Consolidated guidelines on HIV prevention, testing, treatment, service delivery and monitoring: recommendations for a public health approach.
Geneva: World Health Organization; 2021
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Proportion of participants in the
ITT- population with RNA <50
copies/mL following initiation of
ART with DTG or EFV

J

51
75 75 (95% CI: 65, 86)

== DTG (n=69)
== EFV (n=44)

] 4 g 12 16 20 24 28 32 36 40 44 48 52
Week

DTG-Based ART for Patients Coinfected With TB and
HIV: A Multicenter, Noncomparative, Open-label,
Randomized Trial

e HIV-1-infected ART-naive adults (CD4+
>50 cells/mma3), on rifampicin-based TB
treatment <8 wks were randomized (3:2)
to receive DTG (50 mg twice daily both
during and 2 weeks after TB therapy
then 50 mg once daily) VS EFV (600 mg
daily) with 2 NRTIs for 52 weeks.

* DTG at 50 mg twice daily + 2 NRTIs,
produced rapid virologic and
Immunologic responses

* Well-tolerated, TB-associated IRIS was
uncommon, no discontinuations for.

adverse events, including IRIS or: liver
toxicity; no deaths; and no emerge ce of

drug resistance §

Dooley KE, et al. Clin Infect Dis 2020 Feb 3;70(4):549-556. doi: 10.1093/cid/ciz256.



__ Prevention of Mother
Child HIV Transmission
-~ A(PMTCT): DTG in Pregnant

Women




Key Changes: Thai national PMTCT GL
2017 vs. 2020

Preferred first line TDF+3TC/FTC TDF/TAF+3TC/FTC
Alternative first line TDF+3TC/FTC or AZT+3TC TDF/TAF+3TC/FTC or AZT+3TC
+ LPV/r + EFV or

+ LPV/r or ATV/r

Q' v A S ::'l v v v AaAa ) Y <
Bugniunlae3ingaludufenununsitone uuzinlyensiuda (TLD)
o ladinensiald Juxaalid TLD/DTG 1#%uane 2017



Efficacy and Safety of DTG + TDF/FTC vs DTG + TDF/FTC vs EFV/TDF/F
Regimens Started in Pregnancy (IMPAACT 2010/VESTED): a Multic
Open-Label, Randomized, Controlled, Phase 3 Trial

e 22 clinical sites in 9 countries
(Botswana, Brazil, India, South
Africa, Tanzania, Thailand, Uganda,
the USA, and Zimbabwe)

* 643 Pregnant women (aged 218
years) with confirmed HIV-1
infection and at 14-28 weeks'
gestation

* Neonatal mortality was significantly
higher in the TDF/FTC/EFV vs DTG +
TAF/FTC vs DTG + TDF/FTC group [5%
vs 1% (p = 0.019) vs 2% (p= 0.50)]

~>

Lockman S ¢€tal Lancet 2021 Apr 3;397(10281):1276-1292.

Efavirenz /ARV
Combination

EEV/TDE/ETC

 When started in pregnancy, DTG-containing
regimens had superior virological efficacy at
delivery VS TDF/FTC/EFV

* DTG + TAF/FTC regimen had the lowest
frequency of adverse pregnancy outcomes
and neonatal deaths

yolutegravir / ARV Combination

91%

Low viral load

DTG + TDF/FTC )TG + TAF/
— J R I A S e 1 \A /71 /1
of mothers
§o) i ¥
: Low viral load

p-0052

® !



Updates On The Risk Of Neural Tube Defects Among Infants
To Women Receiving DTG Before Conception Or Early In Preg

* Tsepamo Study, Botswana: prevalence of neural tube defects among infants
born to mothers receiving
* Preconception DTG: stabilized at 0.19% since September 2019 to Apr 2020
* Preconception non-DTG regimens remained similar at all time points, between 0.10% -

0.12% m— - —

* Preconception EFV between 0.05% - 0.07% ANUABIND NTD INUTU 2:1000 mﬂ‘ug‘u
Yo = LY

* Among HIV-uninfected women 0.07% to 0.09% 1:1000 mﬂ"lmugm DTG Meunugason

 Difference in the prevalence of neural tube between preconception DTG VS
preconception non-DTG ART (statistically significantly in May 2018 and March
2019) is no longer statistically significant (prevalence difference 0.09%, 95% Cl —

_0.03 and 0.30)

* Prevalence difference is still borderline higher with preconception DTG is VS
preconfeption EFV and HIV-uninfected women

Zash R, et al. Update on neural tube defects with antiretroviral exposure in the Tsepamo study, Botswana. 23rd International AIDS Conference, virtual, 6-10 July 2020
(https://www.natap.org/2020/IAC/ IAC_112.htm, accessed 1 June 2021).

Consolidated guidelines on HIV prevention, testing, treatment, service delivery and monitoring: recommendations for a public health approach. Geneva: WHO; 2021



Benefits of first-line DTG- VS EFV-based
ART among HIV, including women

of childbearing potential, significantly
outweigh the potential risks

. ;
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Thai Guidelines 2020 anghua2a'lal twaﬂaonumsmmmamnuuaan
Asatin 1: nmommsnm e a'laSuaneuazladnausuaenssa

NAAUARARN 2ZUINVAIAR NAVAIAR

BueNunina lliaidsaescau CD4 Wai N1SA

- AasusANuUnn Witnafiadu +  WieNsanays AZT (syr) 4 mg/kg nn 12
TDF/TAF+3TC/FTC+DTG AZT* 600 mg ARARTUUEY | af. uu 4 dilan
nAALNISA afoifitnaunaan  AIAIIANNTL (Bun1alu 1 2. uF9

- gnsn9Lan 183 ARAATIAA)
TDF+3TC/FTC si3a AZT/3TC *M1snt§'lﬂoao°lu”mmﬁau
+EFV (600 1152 400 mg) 152 nsal 3 Lulannassa

+#LPV/r ui5a #ATV/r

# Tunsaiinlud DTG uasfilszidavdunisfiaunaciniiag 1 siasaluil Wilad bPIs:

v filsyidanduacvaioiunssalasu ART uazavdunisfaaizy Auanlissingua dua HIV VL> 50
copies/mL 13aludwa HIV VL

v usivnvnssataasuangas AZT + single dose NVP unnauvidainalasusnsns NNRTI-based unnau

wazugae'ldnaudenssa rsansranunishacne1ulisanan NNRTI unnau



Thai Guidelines 2020 asihuta2lad wiailavAunisfiadaannuisgan
ASELN 2! uaiInIAIIANLAL LA U6 ULa2A 1A NAULTUAIATSA

NAAUAIAAR ZUINVANAG NAVARAR

ldgasmintd  fienaieadu*x* | Wianeaudvaaan AZT (syr) 4 mg/kg nn 12 af.
seeu HIV VL AMIUUUINMIVANTSAEY a4 5ﬂmu"(;éuﬂ—m"(u 1 214,
<50 AD 96 1146l BAvARAN)

copies/mL *Runaiatdavge ienidau

Bilapnassn

*¢i7 HIV VL g9n31 50 copies/mL wialnanaanusaluiidseid HIV VL 1na
| a @ = 1 o Qs o‘;’ = A Go o Qs
aaan rIatan1sAueNlua 11 AZT 600 mg asvtaenialIuAssANAAAGIE

**gavisinyalaiiuewaraay teratogenicity uazlindsladluatiedvassa bictegravir, cobicistat, elvitegravir,
SQV, Fostemsavir, enfuvirtide, doravirine, maraviroc, etravirine (ref DHHS 2021)




Thai Guidelines 2020 adhutazladiailavAunisGariaannwigan
Asaln 3: lunnassnisalulasuaiauta2ad'ladurnaviliaiinaa

AxAM No ANC : ,,a
- TDF/TAF+3TC/FTC+DTG  litneuuunniinisqua

Auviui uas AZT 600 un.  Snrnplual AZT+3TC+NVP 4
SoLGen* e
ASILGEN

* Iuuedelunannlu 24 2u. Wi AZT 600 un. 211'163dn

msmé"moao: VL >50 copies/mL at 36 weeks GA/delivery si1'laifi VL Taiis=36
ART < 12 weeks usadiianisAuan‘lia

o luuuziinTian SD NVP Tuiisivaivassa

o un'Biau1salad DTG 16 14l TDF+3TC/FTC+EFV 1i3a TDF+3TC/FTC+bPI iawsu
ATSAAAAALNU | 5 | | |
o Wal1saHWIViavAaannautIunssnn 38 dlaui Tuudivavnssn Nidanuaasays (VL wla

— ‘lpsi”nw > 1000 copies/mL) 1aan511ian TDF+3TC/FTC+DTG uaz AZT 6v2ineais nau
IBuMIGnatinviag 4 22149
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Supplementation for HIV-Infected Pregna
Women

* WHO recommends both folic acid and iron supplementation for
pregnant women, including those with HIV, to prevent maternal
anemia, puerperal sepsis, low birth weight and preterm birth

* Protective effects of folic acid supplementation for women of
childbearing receiving DTG and who wish to become pregnant has
not yet been established

* To maximize DTG absorption, doses SHOULD NOT be administered
within 2 hours of ingesting any preparation that contains such
minerals as iron or calcium, vitamins

C ated guidelines on HIV prevention, testing, treatment, service delivery and monitoring: recommendations for a public health approach.
4 Geneva: World Health Organization; 2021

https://clinicalinfo.hiv.gov/en/table/table-10-antiretroviral-drug-use-pregnant-women-hiv-infection-pharmacokinetic-and-toxicity



Contraindications and Precautions of TLD

* Previous hypersensitivity reaction to DTG
* Children with BW < 35 kg
* Renal impairment: creatinine clearance < 50 mmol/L (TDF)

e Because of a lack of data, DTG is not recommended for use
in patients with severe hepatic impairment ‘

* Use of TLD as a second-line after failure on TLE (c dck
genotypic resistance)



Conclusions

* TLD is now the preferred first-line and second-line regimen for all
populations (> 35 kg), including pregnant women and those of
childbearing age, if not contraindicated

* The risk of NTD is lower than previously reported and stable at
0.19% (2 in 1,000) ‘

* Patients with HIV/TB may take their usual dose of TLD #
(one tablet, once daily), and an additional dose of
DTG 50 mg 12 hours after taking their TLD, and
continue for 2 weeks after D/C rifampicin



