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So’ lwore vé dieu tri HIV:

Dolutegravir

Dolutegravir (DTG) thuéc nhém thudc khang vi rit sao chép
ma nguwoc (retrovirus) dwoc goi la chat trc ché men tich hop

integrase (INIs) ho&c chat (rc ché cac két néi integrase (INSTIs).

Cac chat e ché men tich hop (integrase inhibitors) hoat dong
b&ng cach ngén chan tich hop, loai men can thiét d& dwa DNA
clia vi rat HIV vao DNA cla té bao chii CD4. DTG la thube
khang retrovirus dé& dung nap va hiéu qua trong viéc (rc ché vi
rat HIV, véi lidu dung 1 1an méi ngay, va it bi khang thuéc. DTG
ngay cang dwoc xem la lwa chon tiém néng cho thudc dau tay
diéu tri HIV.

Céc chat trc cheé men tich hop dwoc Cuc
Quan Ly Dwgc va Thwe Pham Hoa Ky
(USFDA) chap thuan

Dolutegravir (DTG; Tivicay®)

Elvitegravir (EVG; Vitekta®)
Raltegravir (RAL; Isentress®)

Trong cac nghién cru lam sang so sanh DTG véi cac thubc
khang retrovirus khac, DTG cho th4y hiéu qua twong dwong
céac thudc khac trén cling quan thé nghién ctru (xem bang bén
dwdi). Nghién ctvu str dung DTG trén cac bénh nhan da tirng
diéu tri va c6 khang véi chat trc ché men tich hop cho két qua
69% bénh nhan co tai
lweng vi rat khdng phat
hién dwoc & tudn 241
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Kich thuéc vién thube
efavirenz 600mg (trén
cung) va 200mg (gitra)
So voi dolutegravir
50mg (dwdi).

Céc ky hiéu trén vién thuéc, mau séc

va thiét ké c6 thé khac nhau giira céc
nha sén xuét.
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Céc nghién ctru Iam sang so sanh

dolutegravir véi cac thuéc khac

Tén nghién
clru

Thudc va
cac hop chat

dworc so sanh

Quan thé
bénh nhan

SPRING-22° | Dolutegravirva | Chua tirng Vo tuan 48, 88%

raltegravir diéu tri dung dolutegravir va
85% dung raltegravir
dat mire (rc ché
vi rat.

SAILING* Dolutegravir va | Da diéutriva | Vaotuan 48, 71%

raltegravir tht bai diéu tri | dUng dolutegravir va
64% dung raltegravir
dat mirc (e ché vi rat
(P=0.03).

FLAMINGO® | Dolutegravirva | Chua tirng Vo tuan 96, 80%

darunavir diéu tri dung dolutegravir va
68% dung darunavir
dat mrc Grc ché
virut.
(P=0.002).

SINGLE® Dolutegravir Chua tirng Vo tuan 48, 88%
cling voi diéu tri dung hop chét
abacavir va dolutegravir va
lamivudine so 81% diing hop chét
voi efavirenz efavirenz dat mirc (rc
va tenofovir va ché vi rit. (P=0.003);
emtricitabine 2% dung dolutegravir

phéi ngling diéu trj
vi cac tac dung phu
hay c4c sy c6 bét loi
s0 v6i 10% dung cac
cong thtrc ¢d chira
efavirenz.

IMPAACT Dolutegravir véi | Thanh thiéu Vo tuan 48, 61%

P1093 hop chét nén nién tir 12 dén | dat murc (e ché
thi wu 18tubidaco | virit.

tirng didu tri

DAWNING? Dolutegravirva | Nguoi Ion da Vao tuan 24, 78%
2chét (rc ché tirng diéu tri dbi twong ding
sao chép nguoc | va thét bai dolutegravir so vé&i
nucleoside v6i phéac d6 1 69% dunglopinavir/
(NRTIs) so gdm NNRTI + | ritonavir dat mirc (e
v&i lopinavir/ 2NRTIs ché virat. Uy Ban
ritonavir (LPV/ Giam Sat D@ Liéu
RTV) va 2NRTls Doc Lap khuyén

nghi dirng nhanh
dbi twong ding
lopinavir/ritonavir
(P<0.001).




O nhirng phu nir chwa tirng diéu tri, cong thiec gdbm DTG va
abacavir (ABC) cuing v&i lamivudine (3TC) cho thay ti lé dat
mirc rc ché vi rat & tudn 48 tét hon dang ké vé mat thdng
ké so v&i (HIV-1 RNA <50 t& bao/mL) atazanavir véi ritonavir
(ATV/r) va tenofovir disoproxil fumarate/emtricitabine
(TDF/FTC).

DTG dwoc ding & ngwdi Ién va thanh thiéu nién dé diéu tri
HIV cung v&i cac thubc khang retrovirus khac. Bay la lwa chon
¢6 loi cho cac bénh nhan da tivng diéu tri vi khd nang kiém
soat mirc HIV trong co thé-ngay ca khi ¢ tinh trang khang
thudc khac trong cung cong thire diéu tri. DTG 1a thube dau
tay trong cong thirc diéu tri nhiém HIV dwoc S& Y Té va Cac
Dich Vu vé& Con Nguwéi (DHHS), Hoi Lam Sang AIDS Chau

Au (EACS), va Hai Chéng Vi Rt Quéc Té-Hoa Ky (IAS-USA)
khuyén céo s dung. Trong Hwéng Dan Théng Nhat nam
2016 vé viéc dung cac thudc khang retrovirus dé diéu tri va dw
phong nhiém HIV, Td Chirc Y Té Thé Gidi (WHO) d3 liét ke
DTG vao cac phac db thay thé cho lwa chon dau tay dé diéu
tri khang vi rat sao chép nguwoc (ART) (xem bang bén dwai).

Cac phac d6 ART cho nguwdi Ién dwoc
chon lwa nhiéu va cac phac doé thay thé
cua WHO nam 2016

Cac phac do dau tay dwgc  Céc phéc dé thay thé phéc

chon Iwa nhiéu do dau tay

TDF + 3TC (or FTC) + EFV AZT + 3TC + EFV (or NVP)
TDF + 3TC (or FTC) + DTG
TDF + 3TC (or FTC) + EFV400
TDF + 3TC (or FTC) + NVP

DTG dwoc US FDA phé duyét str dung vao thang 8 nam 2013
va duwoc Uy Ban Chau Au phé duyét vao thang 1 ndm 2014.

Liéu diing dolutegravir cia Cuc Quan Ly Dwoc
va Thwe Pham Hoa Ky

50 mg mét 14n mGi ngay cho ngudi 16n va thanh thiéu nién trén 12 tudi,
ndng trén 40 kg, chua tirng dung cac thude khang retrovirus hodc d4
dung céc loai thude khang retrovirus nhung chua tirng diing cac chét e
ché men tich hop

50 mg hai lan mdi ngay cho nhiing ngudi da ding cac chét e ché men
tich hop va co hodc cd nghi ngd khang lai cac chét trc ché men tich hop
khac

50 mg hai lan mdi ngay cho nhitng ngudi dang diing bat ky loai thuéc
ndo trong cac thubc sau (bét ké cd tirng diing cac chét (e ché men
tich hop hay khong): efavirenz, rifampin, ritonavir-boosted fosampreuvir,
ritonavir-boosted tipranavir

Liéu dung dolutegravir cua Hiép Hoi Dwoc
Chau Au

Liéu dung cho ngwoi Ién  Liéu ding cho thanh thiéu nién

50 mg mot lan méi ngay cho thanh thiéu
ngudi khong o ghinhan hay | nién tir 12 dén 18 tudi, can nang it nhat
¢ nghi ngo khang cac chat 40kg, khong khang lai cac chét tirc ché
I.'J"C ché mentich hop trénlam | men tich hop

sang

50 mg mét l4n méi ngay cho

50 mg hai l4n méi ngay cho Tré em tir 6 dén 12 tudi
ngudi co ghi nhan hay nghi
ngo vé 1am sang véi viec

khang cac chét Grc ché men 15 dén 20

Cén ning (kg) | Liéu ding

, 20 mg mot lan méi
tich hop ngay (uéng hai vién
10 mg)

50 mg hai lan mdi ngay cho 20 dén 30 25 mg mét 1an moi
nguoi dang dung bat ky loai ngay

thudc nao sau day: efavirenz, 30 dén 40
nevirapine, rifampin, ritonavir-
boosted tipranavir

35 mg mét 1an moi
ngay (ubng mét vién
25 mg va mot vién
10 mg)

50 mg mot 1an moi
ngay

Tir 40 tré 1én

Trong cac nghién ctru dang ky, DTG dwoc dung nap tét hon
efavirenz (EFV) hay darunavir/ritonavir (DRV/r) va mac du co
tang nguy co méat ngl, cac tac dung phu nghiém trong trén hé
thdng than kinh trung wong (CNS) nhw trdm cam, cé y nghf tw
ttr 12 rat hiém.'® Sau cac phé duyét vé quang ba ra thj trueong,
cac chirng ct tir thwe hanh 1am sang ngay cang cho thdy DTG
c6 lién quan nhiéu hon dén cac tac dung phu vé& tam than cao
hon so vé&i két qua trong cac nghién clru quan sat Iam sang.
Trong mot nghién ctru gdm 556 bénh nhan tai Ha Lan, sau thoi
gian theo déi 225 ngay, 15.3% bénh nhan phai ngwng dung
DTG. Ly do ngirng 1a do kha ndng dung nap, méat ngu, rdi loan
giic ngu, cac than phién vé& dwéong rudt, va cac triéu chirng tam
than nhw hwng phén, loan than va trdm cam." Nhu cau can
chuyén sang thuéc DTG ciing dwoc ghi nhan nhiéu hon khi
phac d6 ART cé chira abacavir (ABC).

M6t nghién ctru hdi ctru trén 1950 bénh nhan & Blrc, bat dau
duing chét trc ché men tich hop t&r ndm 2007 dén 2016, wéc
lwong réng ti 1& bién cb bat loi bat ky va bién cb bat loi vé tam
than dan dén viéc ngung thubc trong vong 12 thang 14 7.6% va
5.6%v@&i bénh nhan dung DTG, 7.6% va 0.7% v&i bénh nhan
dung EVG, va 3.3% va 1.9% v&i bénh nhan dung RAL. Cac
bién cbé bat loi vé tam than dan dén viéc ngung diing DTG duwoc
ghi nhan nhidu hon & phu ni¥, & nhirng bénh nhan trén 60 tudi,
va & nhirng bénh nhan am tinh v&i khang nguyén leucocyte
(HLA)-B*5701 va bat dau dung ABC cuing Itc."2

DTG c6 thé twong tac véi mot sé loai thude khang retrovirus
va cac loai thubc khac. Can diéu chinh liéu dung hoac theo dbi
thwong xuyén.



Thudc

Twong tac

Khuyén céo

Etravirine Lam gidm ndng d6 clia dolutegravir | Khong nén diing Dolutegravir véi etravirine ma khong diing dong thoi
atazanavir/ritonavir, darunavir/ritonavir, hodc lopinavir/ritonavir.

Efavirenz Lam gidm ndng do ctia dolutegravir | Khuyén céo dung dolutegravir 50 mg hai lan méi ngay cho nhitng bénh nhan
chwa ting diéu tri hodc da tng dwoc diéu tri, chwa tieng diéu trj voi thuoe cd
chét &rc ché men tich hop.

Nevirapine Lam gidm ndng do ctia dolutegravir | Nén tranh ding dong théi voi nevirapine.

Fosamprenavir/ritonavir, tipranavir/
ritonavir

Lam gidm ndng do ctia dolutegravir

Khuyén cao duing Dolutegravir 50 mg hai lan mi ngay cho nhitng bénh nhan
chua tirng diéu tri hodc da tirng diéu tri, chwa tirng didu tri voi thude cd chét tic
ché men tich hop.

Oxcarbazepine, phenytoin phenobarbital,
carbamazepine, St. John’s wort

Lam giam ndng do cta dolutegravir

Tranh s dung ddng thdi vai cac thude chira chat gay chuyén hod nay.

Cac thude co chira cation da hoa tri; cation
chtra chat khang acit, hodcnhuan trudng,
sucralfate, thudc dém

Lam giam ndng do ctia dolutegravir

Dolutegravir nén dwoc udng 2 gior truéc hodc 6 gidr sau khi udng cac loai thude
chtra cation da hoa tri.

Canxi udng hodc cac loai thudc bd
sung sat, bao gom da sinh to chra
canxi hodc sat

Lam gidm ndng dé cla dolutegravir

Dolutegravir nén duoc udng 2 gior truéc hodc 6 gio sau khi udng cac loai thude
b sung canxi hodc sat. Cach khéc, dolutegravir va cac loai thudc bd sung chira
sét hodc canxi ¢6 thé udng cting khi an.

Metformin

Lam téng ndng dd clia metformin

Vi viéc st dung dong thdi, giéi han tdng liéu ding metformin & marc 1000 mg
khi bat d&u metformin hodc dolutegravir. Khi dirng st dung dolutegravir, liéu diing
metformin c6 thé can duoc diéu chinh. Khuyén céo giam sat luvong duong huyét
trong méu khi bat dau ddng s dung metformin va dolutegravir va sau khi ngirng
st dung dolutegravir.

Rifampin

Lam gidm ndng do cla dolutegravir

Khuyén céo diing dolutegravir 50 mg hai lan méi ngay & nhitng bénh nhan chua
tirng diéu tri hodc d4 tirng duoc didu tri, chwa ting didu tri véi thude cac chét G
ché men tich hop.

Chéng chi dinh DTG & nhirng bénh nhan:

+ CO phan trng man cam trwdc dé véi DTG

+ Dang diéu tri v&i dofetilide (thudc chdng loan nhip tim cép Il1)
do kha nang tang ndng dé dofetilide trong huyét twong va
céac tac dung bét loi nghiém trong va/hodc de doa tinh mang
(nhw QT kéo dai va nhip nhanh thay da dang).

Mang thai: Khong cé ghi nhan bat thuwéng nao trong cac div liéu
b&o cdo vé tinh an toan ctia DTG trong thai ky, bao gém Danh
ba st dung thubc khang retrovirus trong thai ky (Antiretroviral
Pregnancy Registry). Nghién ctru thuan tap vé phu nir mang
thai va bénh nhi cé HIV Chau Au (The European Pregnancy and
Paediatric HIV Cohort Collaboration), cac nghién ctru dang ky
DTG va cac chwong trinh dung thudc thtr nghiém. Tuy nhién, c&
mau trong nhirng bd di¥ liéu nay kha nhé nén khéng cho phép
dwa ra nhirng két luan chac chan. Mét nghién clru & Botswana
vé nhitng phu ni¥ bat dau phac dd diéu tri véi EFV hodc DTG
cung v&i TDF/FTC trong subt quéa trinh mang thai cho thay
khong c6 sw khac biét dang ké & két qua sinh né.*

Bénh Lao: C6 su han ché thong tin vé diéu tri ddng nhiém HIV/
TB v&i phac db diéu tri dwa vao DTG. Cac nghién ctru lién quan
dang dién ra ho&c dang cé ké& hoach thyc hién.

Cac qudc gia c6 thu nhap thap va trung binh (LMICs): Céac
nghién ctu DTG c6 s6 ngudi tham gia dén tir cac qudc gia
c6 thu nhap thap va trung binh kha khiém tén. Toan bd 624
ngudi tham gia nghién ciru DAWNING dén tir LMICs, trong
do6 106 ngudi dén tir Chau A. Nhiéu nghién ctru bd sung dang
dwoc thye hién & LMICs (nhw nghién ctru., ADVANCE' and
NAMSAL'" & Nam Phi va Cameroon).

Thang 4 nam 2014, T chirc Thubéc Cho Bénh Nhan (the
Medicines Patent Pool (MPP)) ky két thoa thuan vé&i cong ty gbc
ctia DTG, ViiV Healthcare, tw nguyén cap gidy phép'” san xuét
va phan phdi dang thubc generic nguoi Ién va tré em. Gidy phép
thudc ctia nhi khoa'® cho phép DTG generic dwoc ban & 121 qubc
gia c6 tén trong gidy phép ma khéng yéu cau tra tién ban quyén
cho cong ty séang ché. Gidy phép cho thubc clia ngudi 16N cho
phép DTG duwoc ban & 92 quéc gia va cac qubc gia khac chwa
dwoc cap bang sang ché hodc cac quéc gia da cé gidy phép bat
budc.?° DTG thwong hiéu ViiV Healthcare c6 mat rong rai tai cac
bénh vién & Trung Quéc, Hong Kong SAR, Malaysia, Singapore,
Pai Loan, va Thai Lan.

Cac quéc gia Nam va Déng
Nam A c6 dang generic cho tré

Cac qudc gia Nam va Dong Nam
A c6 generic & ca ngwoi lon va

em c6 trén thi trwong tré em cd trén thj trwong

Malaysia, Sri Lanka, Thailand Bangladesh, Bhutan, Cambodia, India,
Indonesia, Laos, Myanmar, Nepal,

Philippines, Vietnam

Danh séch day du céc qqéc gia noi cong thirc generic ngudi Ion va tré em c6
mat trén thi trurong c6 thé xem tir ghi chu 18 va 19.

Céc cong ty san xuét thudc generic An D6 da bt dau san xuét va
dwa ra thi triong loai thubc nay tir thang 2 nam 2017 dwéi gidy
phép tw nguyén tir MPP va ViiV Healthcare. Gia thj trvdng (mua
bén ngoai chinh phu) tai An Do phién ban generic cé gia ban 2990
Rupees An Do (khoadng 44.60 D6 la My?') cho vién c6 ham lwong
30, 50 mg. Néu mua v&i sb lugng 16n cho cac chwong trinh HIV
quéc gia dwoc chinh pha tai tro sé dwoc gidm gia.
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A voluntary license is an agreement that an originator
company or a patent holder may make with other parties
that provides the legal right to manufacture, import, and/
or distribute the originator company’s pharmaceutical
product.

Medicines Patent Pool Foundation Paediatric Sublicense
Agreement. http://www.medicinespatentpool.org/
wp-content/uploads/MPPF-Sublicence-Paediatric-
Execution-version-20140401.pdf

Medicines Patent Pool Foundation Adult Sublicense
Agreement. http://www.medicinespatentpool.org/
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Compulsory licensing is when a government allows a
party other than the original patent holder to produce
a previously patented product or process without the
consent of the patent owner.
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Exchange Tower e 388 Sukhumvit Road e Suite 2104 e Klongtoey, Bangkok 10110 e Thailand
T: +66 (0)2 663 7561  F: +66 (0)2 663 7562




