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

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

AZT + 3TC + (EFV or NVP)

TDF + 3TC + DTG?
AZT + 3TC + (ATV/r or LPV/r)

TDF + 3TC + DTG AZT + 3TC + (ATV/r or LPV/r)

2 For patients with HBsAg positive, keep TDF as part of regimen.
3 ABC + 3TC + DTG is an alternate for patients contraindicated for TDF.
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Operational Guidance:
Use of Dolutegravir (DTG) for adults and adolescents in Cambodia

December 2018

Dolutegravir (DTG) is part of a new class of ARVs: the integrase strand transfer inhibitors (INSTIs).
DTG offers clinical and programmatic advantages over efavirenz (EFV) for use in first-line therapy.

DTG has been widely prescribed in resource-rich Benefits of DTG
settings since 2013. v’ Faster viral suppression

v More potent
In July 2018, WHO made TDF/3TC/DTG the preferred v" Longer time to drug resistance
first-line regimen for adolescents and adults. v' Fewer side effects

TDF/3TC/DTG is available as a once-daily, triple fixed-dose combination (FDC).
Cambodia’s National HIV Clinical Management Guidelines for Adults and Adolescents (2015) indicated
that dolutegravir will be available in Cambodia to be utilized in 1st and 2nd line ART regimens and for

virological failure in highly treatment experienced individuals (salvage, or 3rd line regimens.)

Cambodia has already introduced DTG as part of third-line therapy, and now begins a phased
introduction of TDF/3TC/DTG (“TLD”) in first-line therapy and DTG in second-line therapy.

Starting January 2019, clinicians should prescribe DTG for:

» Treatment-naive patients who are > 10 years and > 30 kg
> Includes women and adolescent girls of childbearing potential who are using
consistent and reliable contraception.
> Health-care providers should give women information and options to enable them
to make informed choices about using lifelong ART regimens.

> Patients experiencing EFV side effects

» Patients with treatment failure with non-DTG-based first-line
regimen

TDF/3TC/DTG: preferred 1L for new adult and adolescent patients

> Effective January 2019, the new preferred first-line regimen for treatment-naive adults and
adolescents (> 10 years and > 30kg) is now changed from TDF/3TC/EFV to TLD (TDF/3TC/DTG).
This applies to all sites.



Note of caution on using DTG at the time of conception
» Exposure to DTG at the time of conception might be associated with neural tube defects among

infants. Further evidence is being collected to investigate this further.
» DTG appears to be safe when started later in pregnancy (after eight weeks after conception).
» Adolescent girls and women of childbearing potential who do not currently want to become
pregnant can receive DTG together with consistent and reliable contraception.

» An EFV-based regimen is recommended for women desiring pregnancy or women with
childbearing potential who do not wish to take contraception.

DTG for TB co-infected patients DTG dosing for patients taking RIF
> Patients taking rifampicin must take an extra
dose of DTG 50 mg single tablet until two weeks MORNING EVENING

after stopping rifampicin. .

» There are no documented interactions
between DTG and other TB medicines.

TDF/3TC/DTG DTG 50 mg single tab

Switching to TDF/3TC/DTG for patients with EFV side effects

DTG has lower incidence of side effects and fewer treatment discontinuations than EFV. Therefore,
clinicians can consider switching EFV to DTG for patients with EFV side effects. Clinicians should ask
patients on EFV if they are experiencing any of these symptoms, and document in patient’s file.

> Itisimportant to confirm that the patient is virally undetectable before switching TDF/3TC/EFV
to TDF/3TC/DTG.

If patient’s most recent viral load test was > 3 months ago, clinicians must perform an additional viral
load test to confirm that the patient is virally suppressed, then switch from TDF/3TC/EFV to
TDF/3TC/DTG.

If this test is detectable, patient should be switched to AZT + 3TC + DTG and adherence should be
boosted. A follow up viral load test should be performed 6 months after this switch.

Insomnia >1 month " c?inﬁrmelgl . Switch to
. . t t

Dizziness >.1. month undetectable in TDF/3TC/DTG

Hepatotoxicity past 3 months

Headaches

:e-vﬁre Rash Viral load Switch to
ightmares

Depression detectable AZT/3TC+DTG

L |f patient is previously experienced with AZT, ABC can be substituted.



Patients with treatment failure with non-DTG first-line regimen

DTG in combination with an optimized NRTI backbone is the preferred regimen for second-line ART
among adults and adolescents for whom an NNRTI- or Pl-based first-line regimen has failed.

If failed this first line... Then switch to this second line?...

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

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

AZT + 3TC + (EFV or NVP)

TDF + 3TC + DTG?
AZT + 3TC + (ATV/r or LPV/r)

TDF + 3TC + DTG AZT + 3TC + (ATV/r or LPV/r)

Common DTG drug-drug interactions

Drugs with interactions Recommendation

Anticonvulsants: carbamazepine Increase DTG dose to 50 mg BID
Anticonvulsants: phenytoin and -
. Do not co-administer
phenobarbital
Rifampicin Increase DTG dose to 50 mg BID
Nevirapine Do not co-administer

Use low-dose metformin to avoid hypoglycemia,
monitor for metformin adverse effects
Administer at different time to DTG, OR
administer all simultaneously with food
Dofetilide (for arrythmia) Do not co-administer

Metformin (used for diabetes)

Calcium and iron supplements

Possible DTG side effects

Side effect Mitigation

Counsel patients

Insomnia, dizziness, anxiet . . -
¥ (Usually mild and subside within a few months)

Skin hypersensitivity Can consider switch to EFV or boosted PI
Managing IRIS includes treating the emergent infection,
Immune reconstitution inflammatory continuing ART and supportive measures as needed.
syndrome (IRIS) Use of corticosteroids can be considered in some
situations.

2 For patients with HBsAg positive, keep TDF as part of regimen.
3 ABC + 3TC + DTG is an alternate for patients contraindicated for TDF.






