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Changing landscape of ARV supply in
UC 2021 and beyond

Wey. 59841 TAULAN
Division of Global HIV and TB, Thailand Office
U.S. CDC Thailand Office

anranTsAand an 64



Outlines

e HIV situation in Children, Adolescents and Pregnant women
* TLD/DTG/pDTG process for registration
o endnulaannldluTnFawan Usznne o na 2564
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Number of people living with HIV categorized by age
(NAP. 2020)
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- Age AliveDx %
Children living with HIV <1 27 0.01% |
(<15 yrs) = 2950 | 1-4 257 0.05% Children/
o adolescent/
<5 years: 284 cases 5-9 8381 0.18% - young
- 10-14 1785 0.37% adults
Estimated children
weigh <20 kg: 15-19 6315 1.29% 34,708 cases
<500 cases 20-24 25443 521% ' °
25-49 316733 64.88%
50+ 136727 28.01%
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20-24 I— 20-24 I 20-24 16354 25442 64%
25-49 I 25-49 I 25-49 229930 316731 73%
50+ I 50+ N 50+ 114584 136726 84%




Lﬁﬂuazi’ﬂéuﬁﬁm%mw‘laﬁ Sredumsnahsadinig ng
Children and adolescent living with HIV had lower VL
suppression than older adults, NAP 2020 (data as of Aug 2021)

% VL Coverage % VL Suppression

88.9 96.3

®Viral load coverage © Viral load suppression rate

98.8
®On ART @VL suppression rate (%) © VL coverage (%)

96, e 97 . 95 o O

84387
272745 293204 342828 374578 397155 421 109 463453 | | | | |

2015 2016 2017 2018 2019 2020 2021 0-15 - 20-24 25-49 50+ Female  Male




Thailand maintained re-validation of EMTCT of HIV and syphilis (2018-2019)

neusEWi
Department of Health

Maintenance for Thailand
The Validation of the Elimination of Mother -to-Child
Transmission of HIV and Syphilis, 2018 - 2019

JANUARY 2021

Ministry of Public Health
The Royal Thai Government

World Health
? Organization

20, AVEMUE APPUA = GH-AZ211 GEMEWA 2T = STZERLAND - TEL CENTRAL +41 22 71 2111 - Fioe CENTRAL 441 22 781 3171 - w0 1

Tel. direct : 441 22791
Fas dine : 34122791
E-mail | sewmanmidwha,int

The Deputy Prime Minister and Minister of
Public Health

Ministry of Public Health

The Royal Thai Government

Tivanond Road

Monthaburi 11000

Thailande

In reply pleass ok les 1ot
Your reference: RES-370-16

28 May 2021

Sir,

Maintenance of validation of elimination of mother-to-child transmission of HIV and Syphilis
in the Kingdom of Thailand, 2018 and 2019

1 have the honour to inform you that based on the assessment by the Global
Validation Advisory Committee (GVAC) on 24 February 2021, the World Health
Organization (WHO) approved the Kingdem of Thailand for the maintenance of validation
of the elimination of mother-to-child transmission (EMTCT) of HIV and syphilis 25 a
public health problem. At the time of the last maintensnce of validation review in 2018, the
GVAC advised the WHO Global Walidation Secrelarial 1o make recommendations to the
Kingdom of Thailand covering strengthening of surveillance and data systems, assuring
laboratory quality and ensuring equity of services across different populations.

The GVAC commends the Kingdom of Thailand for a very thoughtful and
comprehensive maintenance of validation report. The GVAC notes the progress made by the
country in efforts to update guidelines and practices, and to continue strengthening the
EMTCT programme through expanded access to health services for migrants and integration
of Hepatitis B as part of triple EMTCT. [ believe that these initiatives will be key for
ensuring the quality of HIV and syphilis services for women living with HIV (WLHIV) and
reinforcing the sustainability of the EMTCT programme.

ENCL: (1)

ce: The Deputy Prime Minister and Minister of Foreign Affairs of the Kingdom of Thailand
Ministry of Foreign Affairs, Bangkok
Permanent Mission of the Kingdom of Thailand to the United Nations Office and other
International Organizations at Geneva

Ll W Aol dodans + AT HAER
Organisation mondiale de la Santé « Bo OrAHMIALHA =0

ion Mundial de la Salud

The Deputy Prime Minister and Minister of Public Health, Nonthaburi Page 2
28 May 2021

The GVAC is also encouraged by the consistent efforis toward quality assurance as
seen through the accreditation of many private and public laborateries in the country and the
cstablishment of a monitoring system and verification programme for syphilis rapid
dingnostic test kits. The GVAC also commends the Kingdom of Thailand on the
implementation of fully electronic transcription in health and laboratory information systems
with careful attention to data security.

In light of the nearness of the HIV EMTCT rate and the congenital syphilis case rate
to the threshold for validation, the GVAC strongly supports close monitoring of these impact
indicators in the Kingdom of Thailand, and encourages clear, implementable actions be
taken to strengthen HIV and syphilis testing, treatment and prevention programmes. It is the
hope of the GVAC that the Kingdom of Thailand will continue its commitment to protecting
the health and rights of WLHIV, especially in the context of the glabal COVID-19 pandemic.
Actions taken to address the concerns of non-voluntary disclosure of HIV, forced sterilization,
termination of pregnancy, and stigma should be evident in the next maintenance report.

The requirements to maintain validation, as outlined in the Global guidance for on the
criteria and processes for validation of elimination of mother-to-child transmission of HIV and
syphilis, call for countries to be evaluated every two years to ensure validation criteria is
maintained. The Kingdom of Thailand will be reviewed for maintenance of validation
in June 2022, At that time, the country will be evaluated for further progress made on the
recommendations in the enclosed adenddum.

ook forward te continuing technical cooperation on EMTCT of HIV and Syphilis
and commend the Kingdom of Thailand's achievements (o date.

Please accept, 5ir, the assurance of my highest consideration.

o

Dr Ren Minghui

Assistant Director-General

Universal Health Coverage/Communicable and
Noncommunicable Discases

Al ] Aol dodais « BRI EEHE

Organisation mondiale de la Sants « BeemupHaR 00ranH3aUIMR JNDEBOCKDENEHHA + Organkzacidn Mundial de Ia Salud
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Potential causes of MTCT of HIV in Thailand, 2014-2017

ACC database, case investigation form, MOPH as of Jan 31, 2018
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Update data from Tonpudsa C etal. 9th IAS Conference on HIV Science July 23-26, 2017; Paris, France.

Poster abstract No. A-854-0250-02238.



Since 2016, DTG has evolved to become the preferred first-line (1L) regimen for adults, adolescents, and
children living with HIV 220 kg

First-line ART regimens®

1.Dolutegravir (DTG) in combination with a nucleoside reverse-transcriptase inhibitor (NRTI) backbone is
recommended as the preferred first-line regimen for people living with HIV initiating ART

* Adults and adolescents® (strong recommendation, moderate-certainty evidence)

» Infants and children with approved DTG dosing (conditional recommendation, low-certainty evidence)

“The evidence supports using DTG as a preferred 1L ARV drug for

e

NS everyone living with HIV with approved dosing, including adults,
World Health pregnant women, women and adolescent girls of childbearing
Organization potential, children and people co-infected with TB.”

Over 120 countries have included or plan to include DTG in national guidelines

Not pictured: Afghanistan, Albania, Argentina,
Armenia, Azerbaijan, Belize, Belarus, Bolivia, Brazil,
Cape Verde, Chile, Colombia, Comoros, Costa Rica,
Cuba, Ecuador, El Salvador, Fiji, Georgia, Guatemala,
Guyana, Haiti, Honduras, Kosovo, Kyrgyzstan, Iran,
Jamaica, Lebanon, Moldova, Mongolia, Nicaragua,
‘\ Pakistan, Panama, Papua New Guinea, Paraguay,

Peru, Sao Tome & Principe, Syria, Tajikistan, Turks and
/ % Caicos, Ukraine, Uzbekistan, Venezuela, Yemen

m
oer 2

-

m DTG included in national
guidelines and procured

Source: WHO 2019 ART Guidelines; ODYSSEY has informed the use of adult DTG 50 mg for children >20 kg, but use <20 kg has been the challenge until now
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https://apps.who.int/iris/bitstream/handle/10665/325892/WHO-CDS-HIV-19.15-eng.pdf?ua=1

Preferred and alternative first-line ART regimens for adults, adolescents, children and
neonates (WHO 2021)

Populations Preferred first-line Alternative first-line Special circumstances
regimen regimen

Adults and TDF + 3TC (or FTC) + DTG*® | TDF + 3TC + EFV 400 TDF + 3TC (or FTC) + EFV

adolescents mg" 600 mg"

AZT + 3TC + EFV 600 mg"
TDF + 3TC (or FTC) + Pl/rt
TDF + 3TC (or FTC) + RAL
TAF + 3TC (or FTC) + DTG
ABC + 3TC + DTG?

TDF + 3TC (or FTC) + Pl/r®

Children ABC + 3TC + DTG¢ ABC + 3TC + LPVIr ABC + 3TC + EFV (or NVP)
TAF® + 3TC (or FTC) + ABC + 3TC + RAL'
DTG AZT + 3TC + EFVe {or NVP)

AZT + 3TC + LPV/r (or RAL)
Neonates AZT (or ABC) + 3TC + RAL" AZT + 3TC + NVP AZT + 3TC + LPVIr

11



The introduction of pediatric DTG 10 mg dispersible, scored tablets now allows all children to benefit from

DTG’s significant clinical benefits

What is pediatric DTG (pDTG)?

Pediatric dolutegravir 10 mg dispersible, scored tablets (pDTG) is a new generic formulation of DTG that allows
antiretroviral treatment (ART) for children living with HIV (CLHIV) who are at least one month of age and weigh at least 3
and up to 20 kg.

Unlike past new pediatric formulations, pDTG’s simpler formulation is much easier to manufacture, resulting in improved
supply security. With pDTG 10mg available on the market, all children can access and reap the benefits of DTG.

Benefits of DTG use for children <20 kg

Clinically superior Tolerability in patients Bolsters adherence

e Demonstrated superior clinical  Better side effect profile and * DTG is taken once daily, whereas
efficacy improved tolerability over LPV/r, LPV/r is twice daily

e Increasing NNRTI resistance which has been associated with Gl DTG dispersible tablet is easily
necessitates transition away from upset, hyperlipidaemia and dissolved in water and allows easier
EFV- and NVP-based regimens decreased bone density* administration versus LPV/r

e DTG’s genetic barrier to resistance is * In the entirety of the IMPAACT formulations
an advantage over NNRTIs P1093 study, not a single child * DTG dispersible tablet has a

e Versatile for use in 2L and 3L discontinued DTG dispersible tablets Strawberry cream taste and is more

due to intolerance or toxicity palatable in comparison to LPV/r’s

bitter taste

*Precaution must still be taken where needed, e.g., in concomitant use with other medicines such as TB 12
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Three drug combination in Naive Palienis
2 Nucleoside RT inhibitors + Third agent : DTG or NNRTI or Boosted Pls

<34 >12 19

AZT or ABC TDF or TAF TDF or TAF
derTuszin + 3TC + 3TC or FTC + 3TC or FTC
+ LPV/r or DTG + DTG + DTG
AZT or ABC AZT or ABC ABC
dersniseaen + 3TC + 3TC + 3TC
+ NVP + EFV + EFV or RPV

wannanissneetled ny 2563/64



WHO recommended dosing for focal ABC/3TC & DTG-based formulations

WHO Recommended Daily Dosing

Children >4 weeks and

between 3-20 kg should . 10-139 14-199 20-249 25-29.9
eg ® — — >
be transitioned to pDTG. Formulation 3-59kg 6-9.9kg ke ke ke ke >30 kg
ABC/3TC
x 120/60mg scored [.] [.] [.] — _
dispersible tablet 25 3
\) DTG 10mg scored a 2 P N | [ f | a [transition to B _
@ dispersible tablet - U - O D O O s DTG 50mg]
’ 0.5 1.5 2 2.5
ABC/3TC ’
600/300 mg = —~ - _ _ PN _
tablet 1
C DTG 50 mg tablet — — — — ‘. ‘. i a”TsLig}’” Lo
: 1 1
TDF/3TC/DTG
300/300/50 mg - — — - - — \‘
tablet 1
*DTG 50mg is the preferred DTG formulation starting at 20kg, however, 3 DTG 10mg DTs can be used as an alternative treatment option if required 14

Source: WHO Policy Brief (July 2020) For Introducing New ARVs For Children



https://apps.who.int/iris/bitstream/handle/10665/332906/9789240007888-eng.pdf?sequence=1&isAllowed=y

= TDF/FTC

= TDF+3TC

=  TAF/FTC (Thailand only)

= ABC*/3TC (DHHS, BHIVA only)

Alternatives

= ZDV/3TC
= TAF/FTC

BIC, DOR,ETR,MVC, T20, IBA

__ EVG/COBI, ATV/COBI, DRV/COBI

DHHS !

DTGT
RAL%
ATV/RTV
DRV/RTV*

LPV/RTV#
EFV
RPV§

1. DHHS Guidelines. Feb 2021 2. BHIVA perinatal 2020, 3. WHO 2021, 4. Thai 2020

International and Thai Guidance on First-line ART for naive HIV+pregnant women

Preferred

BHIVA? WHOQ3
ATV/RTV = DTG .
EFV
RALZ = EFV = EFV
DTG (GA>6wks) . LPV/r
LPV/RTV:]: Special circumstance - ATV/r
DRV/RTV# = Pl/r
RPV§ " RAL

*Only if HLA-B*5701 negative. "Use of DTG at conception/very early pregnancy has been
associated with small but statistically significant increase in the risk of NTDs; this information
should be discussed with patients to ensure informed decision-making. *Must be used twice

daily in pregnancy. $Only if pretreatment HIV-1 RNA < 100,000 copies/mL and CD4+ cell

count = 200 cells/mm3.



Presenter
Presentation Notes
3TC, lamivudine; ABC, abacavir; BIC, bictegravir; COBI, cobicistat; DOR, doravirine; DRV, darunavir; DTG, dolutegravir; FTC, emtricitabine; PWH, people with HIV; RAL, raltegravir; RPV, rilpivirine; RTV, ritonavir; TAF, tenofovir alafenamide; TDF, tenofovir disoproxil fumarate; XTC, emtricitabine or lamivudine.


gasenenweyladlulng NAP database (June 2020)
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58%
210867 o a P
Pl-based ART
UC 34902
SSS 13694
259 CSMBS 1512
89817
14%
50518
3% <1%
12661
] 1628
EFV-based ART  NVP-based ART Pl-based HAART RPV-based HAART ey
(including (DTG-based

GPOvir/GPOvirz) HAART 179 51a)



Key timeline for TLD Transition, Thailand (as of August 2021)

TLD 1iayw n, DTG viay® n

pDTG 10 mg dispersible Mylan: $10 filing Thai FDA na 2021

Key steps Activites | Tmene

Policy

Regulatory

Programmatic

Plan for
procurement in
FY21 and 22

(Thai GPO, MOPH,
and NHSO)

Dissemination of the pocket guide: national HIV
treatment and care guidelines (include TLD in 1st
line)

Registration in the national essential drug list

* Informal approval

* Announce in the national Gazette
Refresher training to prepare for TLD transition
Update and patient IEC materials

Coaching and supervision

Planned for ARV drugs 2022 and procurement lead
time

Develop distribution plan

Delivery to NAP program and health facilities

Q4 20
X

Ql21 Q221 Q321 Q421 Ql22
mausien submit Thai FDA ua 2019 s
2unzibawindavan na 2021 (2.5 1)

X (Nov)
X (July)
X X
X
X X X (procurement
(discussed) (Discussed  can start after
April-June) announcement
in the national
gazette
X X
X X
(single DTG (TLD to all
available, use in populations)

combination with
TenoEM)

Transition period (9-12 months) to cover 70-80% of all PLHIV, anticipated to complete in Q4, 2022
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http://www.ratchakitcha.soc.go.th/DATA/PDF/2564/E/165/T 0013.PDF



http://www.ratchakitcha.soc.go.th/DATA/PDF/2564/E/165/T_0013.PDF

13.

Tenofovir disoproxil fumarate + Lamivudine + tab (300 + 300 + 50 mg)

Dolutegravir sodium (TDF + 3TC + DTG)

WwnaLAan
= 5 & - - & . .
plngmnInNan Tenofovir disoproxil fumarate + Lamivudine + Dolutegravir sodium tum 300 +

-l:J - Bt L — o " C=) o=l L} *..
300 + 50 mg AlstAanauadigUgydemidnuvsvifdinasliifiv 23.33 uan (FrR1TAEYan R
a =1 o ar Al = wr o = =l s s
Amumnbusian 732 Tu Tuanfuidszniaiinatiduld Qouly wassreazBardu  Tg sawuuauwes’

Tudiules http//ndi.fda.moph.go.th/drueg_national/
911 Uszanos Tdinw 700 vwmsaiman

Dolutegravir (DTG) tab (lawz 50 me)

NUIBLNE
1. lderilsuuuanienisasiaifdads fnw wazleasfunisfadialevled Yszwalve U 2563/2564

2 g ol ¢ e . als o\ ows F- 4
2. dthamuinoeiarsUEneiunndgii@elvinyioudaldand

P . =] o wr P oas as i - =
3. ®vuUe Dolutegravir ¥uI®m 50 me ‘m.riﬂﬂ’1Lﬂual.'u"lgmEg'ﬁﬂﬂwamma'mmﬁﬂﬂﬂumu 21.33 un
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mydsudegaseniiu TLD w3e DTG-based ART
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mydsudegaseniiu TLD w3e DTG-based ART
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mywasudegaseniiu TLD w3e DTG-based ART
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* 2 active NRTls + DTG iga
* Boosted Pl + DTG 138
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(DTG 50 mg tablets)
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Nov 19: Jan 21 Jun 21 : Jun 22
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(TAF 25 mg tablets)
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