Knowledge gaps on clinical use of dolutegravir
Higher DTG plasma concentration in NP-AE
SINGLE 48 wk : insomnia 15% in DTG vs 1

ENCORE : EFV 400 mg vs 600 mg
2% vs 6% of EFV discontinuation due"

Lancet 2014

N=107 Japanese NP-AEs after
the use of DTG were observed in
32%, Insomnial3%,

Yagura H BMC Infect Dis 2017; 17: 622

2018 Guidance on the Use of DTG in Women

M Do not use

B DTG may be Use DTG or another

Recommendation on DTG

ey Pregnancy Status
Receiving DTG? DHHS BHIVA WHO

Early pregnancy*
Late pregnancy’
No Childbearing potential, no contraception

Childbearing potential, effective
contraception

Early pregnancy*
Late pregnancy’
Yes Childbearing potential, no contraception

Childbearing potential, effective
contraception
*DHHS: > 8 wks from last menstrual period; BHIVA and WHO: second and third

trimesters.
Adapted from Doherty M, et al. AIDS 2018. Session TUSY15.

Knowledge gaps on clinical use of dolutegravir:
p&%mwure at Conception and During

Pregnancy
* Tsepamo: ongoing birth outcomes
surveillance study among * At latest analysis on July 15, 20182
Botswanan women + HIV + NTD prevalence with DTG
infection(12] exposure : 4/596
2.5 (0.67%; 95% Cl: 0.26% to 1.7%)
* NTD prevalence with DTG started
during pregnancy: 1/3104
(0.03%; 95% Cl: 0.01% to 0.18%)

* Next formal analysis to occur after
0.94 March 31, 20192

* Median time to virologic
suppression approximately halved
with DTG vs EFV, each with 2 NRTIs,
when initiated during the third
trimesterl3!
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*In 89,064 births as of May 1,

2018.
1.Zash R, etal. N Engl J Med. 2018;.

2. Zash R, et al. AIDS 2018. Session TUSY15. 3. Orrell C, et al. AIDS 2018. Abstract THABO307LB.

'WHO guideline 2018



INSPIRING: SAFETY AND EFFICACY OF DOLUTEGRAVIR-BASED ART IN
TB/HIV CO-INFECTED ADULTS AT WEE

48
DTG dose switch
2 weeks post-completion of
TB treatment

therapy HR (4 months)®

v
DTG (50 mg BID) + 2 NRTIs (n=69) DTG (50 mg QD) + 2 NRTls
HIV/TB co-infected

ART-naive adults
EFV (600 mg QD) + 2 NRTIs (n=44)

* CD4+ 250 cells/mm T T T
Screening Day1 24 weeks 52 weeks Continuation

-28 to -14 days Interim analysis: End of randomized phase Phase (ART)
% <50 copies/mL
(modified Snapshot) Primary endpoint at

Week 48: % <50 copies/mL
(modified Snapshot)

DTG EFV
n (%) (n=69) (n=44)
Virologic success (HIV-1 RNA 52 (75) 36 (82)
<50 copies/mL)
Virologic nonresponse 6(9) 3(7)
Data in window not <50 copies/mL 0 2(5)
Discontinued for other reason while not <50 6 (9)? 1(2)° : low incidence of TB-
copies/mL related and non-TB-
Change in ART 0 0 related IRIS (7% for
No virologic data 11 (16) 5(11) DTG; 9% for EFV).
Discontinued because of AE or death 0 2 (5)¢
Discontinued for other reasons 11 (16)¢ 3(7)¢
M]SS“’]E data dunng W|nd0w but on Studv 0 O 1d International AIDS Conference; Amsterdam, the Netherlands. Slides TUABD206.

Challenging issues in anti HCV in NLEM : GT3 47%, GT1 34%, GT6 17
HCV GT3 : Peg IFN +Sofosbuvir,
Non HCV GT3 :sofosbuvir/ledipasvir

Avihingsanon A. J Gastroenterol Hepatol. 2014 Sep;29(9):
Sofosbuvir/velpatasvir :
pangenotype

Structural Domain Nonstructural Domain

5'UTRCore E1  E2 ; Ns2 NEE! NSSA SR 3'UTR

Protease lPolymerase l
BUVIR
Ribavirin NS3 NS5A NS5B NS5B
(RBV) otease Replication  Nucleotide Nonnucleos
Inhibitors Complex Inhibitors ide
EVIR Inhibitors '"?rilb,\'ltlf;rs
Grazoprevir (GZR) ‘ASVIR Sofosbuvir
CERIEICVIZIICLEYE | Daclatasvir (DCV) (SOF) BEEElnd
ir Elbasvir (EBR) a(s;s\‘,')" r
(PTV/RTV) Ledipasvir (LDV)
Simeprevir (SMV) Ombitasvir (OBV)
Glecapreuvir, Velpatasvir (VEL) 1f mccauley 1, et al. curr Opin Pharmacol. 2016;30:84-92.
voxilaprevir PIDIENtASVIr 3 Gios, et uire epat 2017 341150-136,

Challenging issues in anti HCV in NLEM : HCV genotype

MSM_HIV + 464 cases,
14 % HCV + ( 2.65%)
New HCV =29 cases (
2014-2018):

81% GT1a ,27.6%
HIV/HBV/HCV

GT3 47%, GT1 34%, GT6 17

Avihingsanon A. J Gastroenterol Hepatol. 2014 Sep;29(9):1:

HIV/HCV Drug-_Drug Interactions

Decreas
ATV + (RTV or e DCV
X X v v X
CQBl dose (30
EFV mg)
DRV + (RTV or . . o0 7
COBI) X X
LPV + RTV X X v v X v
Increase EFV :
. DCV .
EFV X X v X X dose velpatasvir
(90mg) AUCan 43%
RPV Y v v Y Y 7 .
Cminan
DTG v v v v v v ’
0,
RAL v v v v v Y 47%
Decreas ,Cmax an
EVG/COBI/FTC/ o X X 75 it e DCV o
TDF i 37%
Decreas g
EVG/COBI/FTC/T
vt v v 7 i
AF X € dggev sofosbuvir
LilAeuuilas
if us&d with TDF. Ko clini

TAF
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prescribing infofmatiow; AASL|D/IDSK and [
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HHS guideline recommmend monitoring liver enzymes




Challenging issues in antiHBV in TAF vs TDF in HBV mono : similarly efficacy
NLEM but less renal and bone toxicity

* Lamivudine
* HBV resistance 20% per year

* Tenofovir disoproxil fumarate
* TDF related nephrotoxicity and Bone
* Rarely HBV resistance

* Entecavir
* 50 % HBV drug resistance if 3TC exposure

* Role of other agents
* Tenofovir alafenamide

Pharmacotherapy. 2018 Oct;38(10):1051-1057

Challenging issues in TB drug ( rifapentine)
in NLEM

Shortening TB treatme
A 5349 :17 wkvs 24 v
TRUNCATE study

Latent TB treatment
INH900 mg/RPT 900 mg weekly x1:
INH300/RPT 450-600 mg dailyx4 wt
( BRIEF/A5279)



