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 Transitionto TLD in Pediatric Clinic
* Who's eligible for TLD transition
e Adolescent with HIV-TB co-infection

* Prevention of mother to child transmission (PMTCT)
* PMTCT 2020/2021 Guideline: DTG/TLD in pregnant women

* Updates on the risk of neural tube defects among infants born to women
receiving DTG before conception
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Why Transition From TLE TO TLD?
TLD Is Superior To TLE In Several Ways

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

* Shorter median time to viral suppressionthan 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)*

* More durable, highqrﬁgqetic 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

 Bettertolerated with fewer side effects

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

7
* Fewerdruginteractions than other ARV drugs ~ {f

Ay N

*WalmsleySL, etal N EnglJ) Med 2013; 369:1807-1818 D(.:)}.\.lo.l /\ 3‘2}554
https://www.fhi360.org/sites/default/files/media/documents/linkages-tld-transitiofMnfolmation.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

Comparative Effectiveness Of First-line ART: A Large
al-world Cohort After The Implementation of DTG

Table 2. Correlates of viral suppression at 12 months, adults who started antiretroviral therapy in Brazil, 2014-2017 (N =107 647).

% virally Adjusted
Characteristics suppressed N %o OR 95% ClI
ART regimen
TLE 76986 71.5 1
TLD 11262 10.5 1.56 (1.40-1.75)
3TCHAZT+EFZ 3598 3.3 0.89 (0.81-0.98)
3TCH+TDF+ATV/r 4878 4.5 0.75 (0.69-0.82)
3TCHAZT+LPV/r 4710 4.4 0.65 (0.60-0.70)
3TC+TDF+LPV/r 2069 1.9 0.67 (0.60-0.76)
Others 4144 3.8 0.69 (0.63-0.75)

* In the multivariable ITT analysis, controlling for cofactors related to viral suppression
including adherence, aOR for TLD’s viral suppression relative to TLE was 1.56 (95% Cl
1.40-1.75)

Superiority of DTG- over EFV- and Pl-based regimens in suppressing
viral replication in a real-word cohort of HIV-positive adults

Meireles MV, et al. AIDS 2019 Aug 1;33(10):1663-1668. doi: 10.1097/QAD.0000000000002254.



Moore et al. BMC Infectious Diseases (2021) 21:5
https://dol.org/10.1186/51 2879-020-0567 2-6 BMC |I"IfECtIDU5 DISEaSES
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tethe efficacy

yofonce-daily | ODYSSEY clinical trial design: a randomised
DTG-based ART global study to evaluate the efficacy and

compared withstandard | safety of dolutegravir-based antiretroviral
of-care (SOC) in children

and adolescents (< 18

therapy in HIV-positive children, with
years) startingfirst- or neSted pharmaCOkinEtic SUb‘StUdieS to
second-line ART evaluate pragmatic WHO-weight-band

* Hypothesis: DTG with 2 based dolutegravir dosing
NRTIs will be non-inferior
to SOC in terms of Linda N. Barlow-Mosha®, Tim R. Cressey”®?, Avy Violari'®, Ebrahim Variava'', Mark F. Cotton'?,

Cecilia L. Moore' ®, Anna Turkova', Hilda Mujuru®, Adeodata Kekitiinwa®, Abbas Lugemwa®, Cissy M. Kityo”,

. e Moherndran Archary'®, Alexandra Compagnucci'®, Thanyawee Puthanakit'>, Osee Behuhuma'®, Yacine Saidi',
efflcacy and .St_lperlor_ln James Hakim?, Pauline Amuge”®, Lorna Atwine®, Victor Musiime®, David M. Burger'’, Clare Shakeshaft,
terms of toxicity prOflle Carlo Giaquinto'®, Pablo Rojo'®, Diana M. Gibb', Deborah Ford' and the ODYSSEY Trial Team

Moore CL, et al; ODYSSEY Trial Team. BMC Infect Dis. 2021 Jan 4;21(1):5. doi: 10.1186/s12879-020-05672-6.



olutegravir-Based ART is Superior to NNRTI/PI-
Based ART in Children and Adolescents

Fig. Differencein proportion with clinical or virological failure by 96 weeks (DTG-SOC) ¢ ODYSSE.Y IS an Int_erna:tlo.nal mUItl'centr_e
- o randomized non-inferiority trial evaluating DTG +
No. events (proportion) 2NRTIs VS standard-of-care (SOC) in children
bt soc starting first- or second-line ART.

Total population -0.077 [-0.132,-0.023], p=0.006

° 48(0.140)  75(0.217)

* The primary outcome: proportion of treatment
failure (VL > 400c/mL) after week 36, lack of

Total NI margin

2 line sub-groups

First Iim:a -0.117[-0.200,-0.'034], p=0.006 . . 16 (0.107) 34 (0.225) VirOIOgicaI res onse by 24 weeks With ART SWitCh,
death or new/recurrent WHO4/severe WHO3
Second line -0.046 [-0.11?,0.027], p=0.21.6 ol 0168 410210 event by 96 weeks.
e 707 children > 14kg were randomized: 350 to DTG;
357 to SOC. Median (range) age was 12.2 years
—.2|4 —.I?_ —.1|6 —.1|2 —.[;8 —.[;4 0 .0I4 .OIS 10 12 (2.9-18); Weight 31kg (14-85)
e et eter * 311 children started first-line (92% EFV among
Test for heterogeneity of treatment effect by first-/second-line: p=0.201 SOC}; 396 Second'line (72% LPV/r; 25%
ATV/ramong SOC

48 (14%) DTG vs 75 (22%) SOC had treatment failure by 96 No safety concerns on DTG

weeks; difference(95% Cl) =7.7% (-13.2,-2.3); p=0.006.

TurkovaA. 28th Conference on Retroviruses and Opportunistic Infections, virtual, 3 June-3 November 2021
(https://www.croiconference.org/abstract/dolutegravir-based-artis-superior-to-nnrti-pi-based-art-in-children-and-adolescents, accessed 1 June 2021).



Consideration For
TLD Transition/Initiation

Special
populations

e |nitiating e Patients e TB-HIV co- * Pregnant
patients failing 15t line infection women

e Patients on and needing e Adolescent
TLE/legacy 2" line
regimens and e Patients
doing well already on

e Patients boosted Pl

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 Patients
Starting TLD For First-Line: Initiating Patients

e Patients who are feeling well: may be less tolerant of drug-related
side effects, TLD may be more acceptable

* Patients have had prior ART exposure, concerns about NNRTI drug
resistance (DR)

TLD provides an advantage: still likely active even if Atient
has had prior exposure to ARVs and NNRTI DR fi

* In settings in which pretreatment HIV drug resistance i
to NNRTIs is 210%, EFV-based ART should be avoided <

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



Prevalence of Pre-Treatment HIV Drug
Resistance in Thailand

* The prevalence of primary HIVDR, 2011 - 2014: 7.9%
* A prospective cohort study of ART-naive HIV-infected patients from hospitals throughout

Thailand — T
* Short Reverse Transcriptase Genotypic Resistance Assay
* HIV Drug Resistance among Pre-treatment Cases in I I 10 L L |” |‘| ‘ ‘
Thailand: Four Rounds of Surveys in ART clinics, S
2006-2013
* HIVDR rates among naive cases: 2.0%, 2.8%, 4.0% and | I‘ I‘ | |
4.8%; experienced cases: 0, 3.3%, 11.4% and 13.9%; all Y w am w@ m ac w o oy m
cases: 1.9%, 2.9%, 4.4% and 5.6%.
* Previous studies in Thailand revealed HIVDR | ||| || ‘ ‘
prevalence rates among pre-treatment cases: s R A At LWL S
2_17' 6% (N N RTI 17%) KiertiburanakulS, et al.. PLoS One 2016. February 1;11(2):e0147945.;

Thanprasertsuk S, et al. Outbreak Surveill Investig Rep 2018;11(1):6-13.;
Sungkanuparphs, etal. JInt AIDS Soc 2012. March 12;15(1):12. ManosuthiW, et al.J Med Virol 2013. February;85(2):194-9.;
Mankhatitham W, et al. Disease Control Journal 2013;39(1):43-50. 16. ApisarnthanarakA, et al. HIV Med 2008. May;9(5):322-5.



Considerations and Clinical Guidance for Patients
Starting TLD For First-Line: Initiating Patients

* No change in lab monitoring or F/U schedule for patients
initiated on TLD

TDF-based regimen: baseline creatinine and monitoring

* Patients initiating first-line may be started on TLD P
regardless of prior ARV exposure \

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



Considerations and Clinical Guidance for
atients Starting TLD For First-Line: Patients on
TLE/non-DTG ART and Doing Well

 superiority of DTG-containing regimens, programmatic advantages
of supply chain simplification and cost savings of TLD

* Those doing well on TLE and no contraindication should be switched
to TLD without need for VL or other pre-conditions

* At a country level, the clinical and program context shoul ol 4 take
into consideration when making recommendations aboug
substitution with TLD in patients who are currently stab .‘
including: 3

e Recommendation for use of VL before substitution;

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



Transition to Optimal ARV Regimens for
Children Established on ART

Current regimen Optimal regimen for Considerations
transition

AZT + 3TC + NVP <30 kg ABC + 3TC plus DTG As long as above 3 kg

AZT + 3TC + EFV and four weeks old

ABC + 3TC + NVP >30 kg TLD .

ABC + 3TC + EFV

ABC + 3TC + LPV/r
AZT + 3TC + LPV/r

Consolidated guidelines on HIV prevention, testing, treatment, service delivery and monitoring: recommend
Gene
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Considerations and Clinical Guidance for
Special Populations: Adolescents

* Adolescents: Identifying the most suitable ARV drug regimens for
adolescents is important as

* Higher risk of poor adherence
* Lower suppression of viral load

* The improved tolerability, potency, convenience and high'
genetic barrier to resistance associated with TLD may bell
an advantage for adolescents, one of the most challenge
achieving viral suppression

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



Who Is Eligible For TLD Transition?
Second-Line ART

* Jusuuieany 151 vertical transmission, Rx: 1l 2555 GPOvir-Z &
Virological failure (T215Y, M184V, K103N) il 2557 switched to
TDF/FTC/ ATV/r, VL < 40 copies/ml, BW 45 kg

ceIIs/ mm3 (4. 0%)
e 31 2550: AZT/3TC/EFV, VL < 40 copies/ml saassusnsuazsnaadil

* 1l 2553: a1y 13 11 BW 46 kg, switched to TDF/FTC/EFV, VL <4
copies/ml

* 1 2559: § unprotected sex, nusziax, auAsee VL 13,640 c
WUINAIATTA



Considerations and Clinical Guidance for
tarting Patients on TLD for Second-Line

* TLD in second-line would reduce the need for expensive bPls,
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/Consideration .pdf
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

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

e 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 majori ave
resistance to 3TC (HIV drug resistance report 2019 (who.int) 4 W%

* Insufficient evidence supports using DTG + TDF and 3TC ! &
as second-line ART for those with TDF + 3TC (or FTC) + EFV
first-line failure

 More data are needed on the efficacy of DTG among peopl
resistanceto 3TC and TDF

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


https://apps.who.int/iris/handle/10665/325891

Preferred and Alternative Second-Line ART
Regimens

Population

Adults and
adolescents® J

Failing first-line regimen

TDF® + 3TC (or FTC) + DTG®

TDF + 3TC (or FTC) + EFV
(or NVP)

Preferred second-line
regimen

AZT+ 3TC + ATVIr (or LPVIr)
AZT +3TC + DTG*

Alternative second-line
regimens

AZT + 3TC + DRVII*

AZT + 3TC + ATVIr (or LPVIr
or DRV/r)®

Children and
infants

AZT + 3TC +EFV (or NVP)

ABC + 3TC + DTG®

TDF® + 3TC (or FTC) + DTG®

AZT+ 3TC + LPVir (or ATV/
rf)

TDFE® + 3TC (or FTC) + ATV/Ir
(or LPV/r or DRV/r )°

ALT +3TC + DRV/F

ABC (or AZT) +3TC + LPV/r

AZT (or ABC) + 3TC + DTG®

AZT (or ABC) +3TC + RAL

ABC (or AZT) + 3TC + EFV

AZT (or ABC) + 3TC + DTG®

AZT (or ABC) +3TC + LPV/r
(or ATV/r"

ALT + 3TC + NVP

ABC + 3TC + DTG®

ABC + 3TC + LPV/r (or ATVt
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Transition to TLD
Adolescent wi



Patients with TB-HIV Co-infection

* Rifampicinis a potentinducer 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

* The induction effect of rifampicin may continue after stopping
=) When used in children, twice daily dosing of DTG or RAL should be
provided for an additional two weeks after use of rifampicin has ended

* Reinforcethat the additional DTG 50 mg should be taken 12 hours after
the dose of TLD o g

* Emphasize that doubling the dose to DTG 100 mg once daily is n ,
sufficient to overcome the interaction o

%

(;%2018

Considerations for the Introduction of TLD in Nationa grams — Dec
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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DTG-Based ART for Patients Coinfected With TB and
HIV: A Multicenter, Noncomparative, Open-label,
Randomized Trial

\

Proportion of participants in the
ITT- population with RNA <50
copies/mL following initiation of
ART with DTG or EFV

J

75 75 (95% CI: 65, 86)

=#= DTG (n=69)
~8= EFV (n=44)

0 4 8 12 16 20 24 28 32 36 40 44 48 52
Week

e HIV-1-infected ART-naive adults (CD4+
250 cells/mm3), on rifampicin-based TB
treatment <8 wks were randomized (3:2)
to receive DTG (50 m$ 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 virologicand
Immunologic responses

* Well-tolerated, TB-associated IRIS was ..

uncommon, no discontinuations@; b
adverse events, including IRIS or liver **
toxicity; no deaths; and no emergence of. .
drug resistance & §

.

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



Adolescents with HIV and Multidrug-Resistant
MDR) or Extensively Drug-Resistant (XDR) TB

* People with HIV and XDR-TB or MDR-TB receiving drugs for drug-
resistant TB such as bedaquiline and delamanid, when co-
administering with PIs ™» the risk of QT-interval prolongation.

* Bedaquiline is metabolized by CYP3A4, concomitant use with EFV
can reduce bedaquiline drug concentrations, resulting in potential
loss of activity and should be AVOIDED!!!

3 ;”:s

Consolidated guidelines on HIV prevention, testing, treatment, service delivery and monitoring: recommendations fgora public health approach.
Geneva: World Health Organization; 2021



Treatment of Latent TB Infection with
1HP or 3HP

ARV Key interactions Suggested management

drug

DTG Carbamazepine, phenobarbital and Use an alternative anticonvulsant agent (such as
phenytoin valproic acid or gabapentin)
Rifampicin Increase DTG to 50 mg twice daily; avoid in the

presence of integrase class resistance. Continue with
twice daily dosing of DTG in children for 2 weeks after
use of rifampicin has ended

Rifapentine in TB preventive No evidence that change of dose of rifapentine or DTG
treatment regimens (1HP or 3HP) is needed to achieve adequate exposures of DTG

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



~__Prevention of Mother
Child HIV Transmission
-~ APMTCT): DTG in Pregnant

Women
N



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

* 22 clinical sites in 9 countries * When started in pregnancy, DTG-containing
(Botswana, Brazil, India, South regimens had superior virological efficacy at
Africa, Tanzania, Thailand, Uganda, delivery VS TDF/FTC/EFV
the USA, and Zimbabwe) DTG + TAF/FTC regimen had the lowest

* Pregnant women (aged 218 years) frequency of adverse pregnancy outcomes

with confirmed HIV-1 infection and
at 14-28 weeks' gestation

and neonatal deaths

Efavirepz /ARV
* Neonatal mortality was significantly Combination

higher in the TDF/FTC/EFV vs DTG +
TAF/FTC vs DTG + TDF/FTC group [5%

/ ARV Combination

vs 1% (p = 0.019) vs 2% (p= 0.50)] > 91% o 98% &
A Low viral load ) Low viral load L
» @ y ®

Lockman> ¢t3- Lancet 2021 Apr 3;397(10281):1276-1292.
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* Since August 2014, the Tsepamo Study has performed birth
outcomes surveillance at government maternity sites
throughout Botswana

— Conducted by the Botswana Harvard AIDS Institute Partnership 1 .
{BH P] % From May 2018-Mar 2019,

Zosh Retal NEngl)Med 2018

Tsepamo Results as of March 2019
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* Originally designed to evaluate for neural tube defects (NTDs) with g
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Zash R, et al. Update on neural tube defects with antiretroviral exposure m::.::f: — — 2’::’: — ’Z’f:’
in the Tsepamo , Botswana. 23rd International AIDS Conference, fes% ) f0.13. 0.69) 10.06,0.17) (001, 011) (00,015) (0.6, 0.10)
i . Provalence 0.20% 0.26% 0.17% 0.22%
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Update On Neural Tube
Defects With Antiretroviral
Exposure In The Tsepamo
Study, Botswana

Conclusions

* After a period of decline since the original safety signal, the
prevalence of NTDs among infants born to women on
dolutegravir at conception may be stabilizing at
approximately 2 per 1000.

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

NTD Prevalence (95% Cl) with DTG at conception,

0,008
0,007
0,006
0,005
0,004
0,003
0,002
0,001

0.008

0.007
0.006
0.005
0.004
0.003
0.002

0.008

0.007
0.006
0,005
0.004
0.003
0.002
0.001

0

Mar Apr May Jun Jul Aug Sep Oct Nov Dec Jan Feb Mar Apr

NTD Prevalence (95% Cl) by Exposure, Apr 1, 2019-Apr 30, 2020

0.10% (0,06, 0.17)

....................................................

e
s
s
*a

0.30% (0.13,0.69) = LTy
D 0.19% (0.09,0.40)
e i

Non-DTG conception

Apr 1, 2019-April 30, 2020

Total: 7 NTDs/3591 exposures

o EFV conception
0.007

Total: 21 NTDs /19,361 exposed 0,006 Total: 8 NTDs/10,958 exposed

0.005
0.004

0.003
0002 - 0.04%(0.01,0.11)

.......
.................
.............
...............

------------------------------------- 0.001
o | TTETIIITEIIIITIIIITE L ssss e e e
s = [ - £ - -
£ 23 2R3 32 &23¢F 3 2 £ 2332332828 2¢ 32
= 0.008 .
DTG started during pregnancy . Women without HIV
Total: 2 NTDs /4,581 exposed Total: 87 NTDs 119,630 exposed
0.006
0.005
0.004
0.003
0.03% (0.00, 0.15) 4% (0.01, 0.1
FR—— e 0.002 “0.08% (0.06, 0.10) 1.07% (0,06, 0.09)
- 0.001 — sessseececccccees = ceeas
e — i
[ = = = w - - e e owm = = = = e [ -
§32Fs=338852%¢83% §3§537%83458353




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

* The 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%

* Preconception EFV between 0.05%- 0.07%
 Among HIV-uninfected women 0.07% to 0.09%

» 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
preconception 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



Safety of DTG

e Other adverse pregnancy outcomes (miscarriage, stillbirth, preterm
birth, low birth weight, small for gestational age and neonatal
mortality) were not increased with maternal DTG compared with
EFV-containing regimens when started preconception or during
pregnancy

* Ongoing studies to monitor the risk of adverse pregnancy outcomes
associated with the use of DTG and other new ARV drugs

-

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

Cohsﬁated guidelines on HIV prevention, testing, treatment, service delivery and monitoring: recommendations for a public health approach.
£ 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 < 30-35 kg
* Renal impairment: creatinine clearance < 50 mmol/L (TDF)

* Severe liverimpairment: ascites; encephalopathy (DTG), patie
with underlying hepatitis B or C may be at increased risk f@
worsening or development of transaminase elevations

 Uncontrolled diabetes

* Use of TLD as a second-line after failure on TLE must be
weighed against the risks of further selection of drug r



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%

 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



