NGHIEN CUU KHOA HOC

DANH GIA HIEU QUA CUA PHAC PO ACRIPTEGA TRONG NAM DAU
TIEN TREN NGUOI NHIEM HIV CHUA TUNG DIEU TRI ARV

Nguyén Thi Hoai Dung', Nguyén Thi Dung', Pham Thanh Tuyén!

Muc tiéu: Danh gia hiéu qua cua phac do Acriptega trén ngudi nhiém HIV chua timg diéu tri ARV va tim
hiéu mét s tac dung khong mong mudn gip trong 12 thang dau.

Poi twgng va phwong phdp: Nghién ciru quan sat, cit ngang va tién ciru.

Két qua va két lugn: Nghién ctru chung t6i thu tuyén duge 77 bénh nhan du tiéu chuin, nam gidila 72,8%,
tudi trung binh 1 39,9 tudi can ning trung binh 56,2 kg. Lay truyén qua tinh duc khac giéi 1a 79,2%, Giai
doan 1am sang 3 va 4 chiém 28,6%, ti 1& co HBsAg duong tinh 13 18,4%, ty 16 HCVAb duong tinh 1a 3.9%. Sb
lwong CD4 trung binh 13 175,6 t& bao/mm?. Trong d6 s6 lwong CD4 dudi 100 t& bao/mm? chiém ty 1¢ 48,6%.
Sau 6 thang con 64 bénh nhan theo ddi va 53 bénh nhan con theo doi thang thir 12 thang. 100% ngudi bénh
tré vé giai doan 14m sang 1, s lugng té bao CD4 d ting thém 162 té bao/mm?® so véi thoi diém ban dau véi p
< 0,05 thang thtr 6. Tai luong vi rat HIV gidm dudi ngudng phat hién dat ty 1€ 78,2% tai thang thr 6, 92,1%
tai thang thir 12, so sanh c6 ¥ nghia thong ké (p < 0,05), khong c6 ca nao that bai diéu tri. Véi lugng virus ban
dau trén 100.000 ban sao/mL, sau 6, 12 thang, c6 62,1% va 100% truong hop dat hwong vi rat giam dudi
ngudng phat hién. Tac dung phu khéng mong mudn trong nghién ctru sau 12 thang diéu tri thiy can ning ting
trung binh 13 3,1 kg ¢6 ¥ nghia théng ké v6i p < 0,05 va chi sb Cholesterol trong mau ting mirc gi6i han cao
tir 8,9% 1én dén 26,7%. So sanh cé ¥ nghia thong ké véi p < 0,5%.

Tir khéa: ARV, Acriptega (DTG/3TC/TDF), tai luong virus HIV, ngudng phat hién cua virus HIV, t& bao
CD4; tang can.

DAT VAN BE

Diéu tri ARV da kéo dai tudi tho trung binh cta
nhiing ngudi nhiém HIV n6i chung, dong thoi giam
ganh nang bénh tat di kém.

Su phdi hop cac thude trong cling vién thudc nham
tang cudng tudn tha diéu tri va tranh su phét trién
khéng thudc ARV cua virus HIV. han ché s6 vién
thude, yéu cau chon thudc it trong tac (vi du thude
la0), hang rao khang thudc cang cao, giam chi phi ciing
duoc dit ra2. Vién phdi hop c6 dinh c6 3 thanh phan
(Dolutegravir 50 mg/Lamivudine 300 mg/Tenofovir
disoproxil fumarate 300 mg viét tit DTG/3TC/TDF)

Thudc khang retrovirus du tién phat minh 1 nim
1987 (AZT). Sau do, cac thudc ciia cic nhém chat
trc ché men sao chép nguoc nucleoside va nucleotide

(NRTI), chat rc ché men sao chép nguoc khong
nucleosid (NNRTI), chét tc ché protease (PI), chit
trc ché xam nhap va nam 2007, chat e ché men tich
hop (InSTIs) la Raltegravir dugc FDA cong nhan,
Dolutegravir (InSTIs) vao nam 2013".
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¢6 tinh wu viét hon cac phac dd bac 1 trude day, T
chirc Y té thé giéi (WHO) va Bo Y té da khuyén cao
sir dung phac d cART 14 phac do wu tién cho nguoi
nhiém HIV chua diéu tri thudc khang virus trudc o3,

Acriptega (DTG/3TC/TDF)* ctia hing duoc phim
Mylan c6 mit tai Viét Nam véi liéu 1 vién/1 ngay va
duoc st dung tai phong kham ngoai tra tai Bénh vién
Bénh Nhiét déi Trung wong tir thang 12/2019. ching
t6i thyc hién @& tai nghién ctu “Pénh gia hiéu qua
ctia phéc d6 Acriptega trong nam dau tién trén nguoi
nhiém HIV chua timg diéu tri ARV” véi hai myc tiéu:
Panh gia hiéu qua cta phac dd Acriptega trén nguoi
nhiém HIV chua timg diéu trj ARV va tim hiéu mot s6
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tac dung khong mong mudn gip trong 12 thang dau
trong nhdm bénh nhéan nghién ctru.

DOI TUONG VA PHUONG PHAP

Poi twong: Nguoi nhiém HIV trén 18 tudi, co hd
so bénh an phong kham ngoai tri cua Bénh vién Bénh
Nhiét d6i Trung wong va chua diéu trj ARV trude do,
khong c6 chong chi dinh véi thanh phan cta thuoc
Acriptega (khong bao gdm phu nit mang thai) ¢6 chi
dinh diéu tri actriptega tir thang 12/2019 dén 12/2020.

Phuong phap nghién ciru: Nghién ctru quan sat,
cat ngang va tién ctru.

Cich thirc tién hanh nghién ctru: ¢ mau thuan
tién; theo ddi céc ca tai thoi diém trudce khi diéu tri, sau
6 thang, 12 thang.

Pic diém cia doi twong nghién ciru:

Diéu tri acriptega voi cac chi sd: giai doan lam
sang, CD4, HIV RNA, can nang, creatine trong mau,
chi s6 cholesterol va triglycerit.

Thu thap va xir Iy s6 liéu: S lidu nghién ctru s&
nhép vio phan mém Epidata 3.1 va phan tich s6 li¢u
bang phan mém SPSS 18.0.

KET QUA

S6 liéu thu tuyén bénh nhan: Tir thang 1/2020
dén thang 12/2020, tai phong kham HIV ctia bénh vién
Bénh Nhiét d6i Trung uong di tuyén dugc 77 bénh
nhan du tiéu chuan vao nghién clr, tai thang thir 6, 12,
s6 bénh nhan con theo doi trong nghién ciru 14 64 va
53 bénh nhan, khong c6 ca nao that bai diéu tri. S ca
tir vong 1a 7, s6 ca chuyén di 14 13.

Béang 1. bBac diém xa hoi va 1am sang cua nhém nghién ctru

Dic diém nhom nghién ciru tai thei diém TO S6 lvgng bénh nhan Ty 1é (%)
Nam 62 72,8
Gidi tinh
N 98 27,2
Tudi trung binh (nam) (i da - téi thiéu) 34
Doéng gidi 49 16,9
. Khac gi¢i 145 79,2
Puwong lay truyen -
Khong biét 172 1,3
Khac 22 2,5
C{T n:.gyg trung binh (kg) (t6i da 56,2 (34 - 80)
- tOi thiéu)
BMI trung binh
. o 20,7 (14,9 - 27,9)
(toi da - toi thieu)
1 55 71,4
2 0 0
Giai doan lam sang
3 3 3,9
4 19 24,7

Trong s6 77 bénh nhén tham gia nghién ctru, nam gi6i 1a 56 bénh nhan (chiém ty 18 72,8%) vai ltra tudi
trung binh 39,9 tudi; cin ning trung binh 1a 56,2 kg. Puong lay truyén do quan hé tinh duc khac gi6i chiém
cao nhét vai ty 18 79,2%, tiép dén duong lay truyén qua quan hé ddng gidi nam 1a 16,9%,

Giai doan 1am sang 3 va 4 chiém 3,9% va 24,7%.
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Dic diém két qua cin lAm sang tai cac thoi diém truéce didu tri ARV ciia nhém nghién ciu

Bang 2. Két qua cin 1am sang tai thoi diém trude didu tri ARV (T0) ciia nhom nghién ciru

DPiac diém nhom nghién ciru tai thei diém TO S6 lwong Ty lé (%)
Téi da 979
CD4 ban dau Téi thiéu 3
(t& bao/mm3) Trung binh 175,6
<100 36 48,6
. Téi da 14.200.000
HIV RNA ban dau .
TGi thieu 1640
(ban sao/mL)
Trung binh 772109,2
HIV RNA trén 100.000 ban sao/mL 29 54,7
HCVAb Dwong tinh (76/77) 3 3,9
HBsAg Dwong tinh (76/77) 14 18,4

Trong 77 bénh nhén, két qua sé lugng CD4 trung binh 13 175,6 té bao/mm?®. Trong d6, sd lugng CD4
dudi 100 té bao/mm? chiém ty 1& 48,6% ty 1¢ c6 HBsAg duong tinh 13 18,4%, ty 16 HCV duong tinh: 3,9%.

Két qua diéu tri theo dbi sau 6, 12 thang diéu tri

Két qua diéu tri theo déi sau 6 thing diéu tri

Bang 3: Danh gia két qua diéu tri theo ddi sau 6 thang diéu tri phac dd Acriptega

C6 64 bénh nhan theo doi lién tuc trong 6 thang

HIV

Trén ngwdng phat hién

46 (100%)

. T0 T6
Pac diem nhém nghién ctru P
BN/(%) BN/(%)

Téi da 80 90

Can nang trung binh (kg) Téi thiéu 34 37 p <0,05
Trung binh 57,4 60
Téi da 27,9 31,1

BMI trung binh Téi thidu 14,9 16.4 p <0,05
Trung binh 20,8 21,7
1 50 (78,2%) 64 (100%)
2 0 0

Giai doan lam sang p <0,05
3 3 (4,7 %) 0
4 11 (17,1 %) 0

) Téi da 803 858

CD4 (té bao/mm? R
Toi thieu 3 47 p <0,05

54 ca
Trung binh 193,3 355,3

S6 ca c6 két qua tai lwong Duw&i ngudng phat hién 0 36 (78,2%) 0.05

p<0,

10 (21,7%)
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. TO T6

Pac diem nhém nghién ciru P
BN/(%) BN/(%)

Néng d6 HIV RNA Trén Toida 17000

ngwéng phat hién Téi thidu 1640 20,6

(copies/mL) Trung binh 833143,9 1759,4

HIV RNA tai TO > 100 000 ban sao/mL dén T6 vé duai

0,
ngwong PH 29 (100%)

18 (62,1%)

Theo doi ké‘g qua diéu tri ctia phéc d6 TLD (Acriptega) tai thoi diém sau 6 thang trén 14m sang thi thiy 100%
bénh nhan da vé giai doan 1am sang T1.

Can ning tang trung binh 1a 2,6 kg sau sau thang diéu tri, c6 y nghia thong ké véi p < 0,05.

S lugng té bao CD4 da tang thém 162 té bao/mm?® so vdi thoi diém ban dau, so sanh ¢6 ¥ nghia thong ké
(p <0,05).

Tai lwong virus HIV giam dudi ngudng phat hién chiém ty 18 78,2% (46 ca co xét nghiém ca hai thoi diém).

Miic d6 giam virus HIV v6i lugng virus ban dau trén 100.000 ban sao/mL, sau 6 thang luong virus giam dudi
ngudng phat hién la 62,1%.

Két qua diéu tri sau 12 thing

Bing 4. Danh gia két qua didu tri sau 12 thang diéu tri phac d6 Acriptega

C6 53 bénh nhan theo doi lién tuc trong 12 thang

. TO T6 T12
Pac diem nhém nghién cru p
BN/(%) BN/( %) BN/( %)
Nam 43 (81,1%)
Gidi tinh
N 10 (18,9%)
Téida 80 90 95
Can nang trung binh (kg) Téi thidu 34 37 37 p <0,05
Trung binh 58,0 60,4 61,1
1 43 (81,1%) 53 (100%) 53 (100%)
2 0 0 0
Giai doan lam sang p < 0,05
3 2 (3,8%) 0 0
4 8 (15,1%) 0 0
Sb ca c6 két qua tai lugng | DUi ngudng phat hién | 0 29(76,3%)  |35(92,1%) <00
HIV Trén ngudng phat hién | 38 (100%) 9 (23,7%) 3 (7,9%) ’
N&ng d6 HIV RNA Trén Toi da 14.200.000 20,6 31,5
ngwdng phat hién Téi thidu 1640 20,6 39,8
(copies/mL) Trung binh 887784,7 66,0 34,4
HIV RNA tai T0O >100 000 ban sao/mL dén T6 vé& dudi 14 0 0
ngwdong PH

Theo ddi két qua diéu tri cua phac d6 TLD (Acriptega) tai thoi diém sau 12 thang trén 1am sang thi thiy 100%
bénh nhén da giai doan lam sang T1.
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Tai lugng virus HIV giam duéi ngudng phét hién chiém ty 18 92,1 %, néu tai lugng virus HIV & mirc trc ché
(tai lugng virus HIV duéi 1000 ban sao/mL) la dat 100%. S6 lugng t€ bao CD4 ¢ két qua 3 thoi diém la 9 bénh
nhéan, nén khong phan tich so li¢u.

Cén nang tang trung binh 14 3,1 kg sau 12 thang diéu tri, c6 y nghia thong ké véi p < 0,05. C6 10/53 (18,9%)
bénh nhén c6 mc cAn ning ting trén 10% so véi thoi diém trude didu tri.

Cic tic dung khéng mong mudn trong nim diu diéu tri phac 36 ARV

Tic dung khéng mong muon thwong gap trén lim sing

Ghi nhan triéu chL'}’ng co nang, thoi gian xudt hién, tAn sut xut hiér} va thoi gian mét triéu cht'rpg co nang trén
co quan tiéu hoa (buon non, ti€u chay), da (phat ban, ngira), tam - than kinh (chong mat, dau dau) trong nhém
nghién ctru khong c6 ghi nhan.

Ddnh gid két qud cdc chi sé cin lim sang tai thoi diém T0, T6, T12

Bang 5. Danh gia cac chi s6 can lam sang tai thoi diém TO, T6,T12

’ T0 T6 T12
Cac chi so P
BN

Nam 43 43 43
Gigi tinh

N 10 10 10

Murc @6 2 (trén GH BT

dén duéi 2,5 1an so Vo 0 4 5
Creatinin GHBT)

Mc d6 3 t&i 4 (trén 2,5

l&n GHBT) 0 0 0
Chi s& m& mau

Kho &t

Binh thuong ong xe 40 (88,9%) 32 (71,1%)
Cholesterol nghiém p < 0,05
(42/54 ca co Kq) Gidi han cao 4 (8,9%) 12 (26,7%)

Cao 1(2,2%) 1(2,2%)

Binh thudng 32 (71,1%) 31 (68,9%)
Triglycerid Gidi han cao 7 (15,6%) 7 (15,6%)

- X > p > 0’5

(42/53 ca co ket qua) Cao 4 (8,9%) 6 (13,3%)

RAt cao 2 (4,4%) 1(2,2%)

Theo d&i cac chi s6 can 14m sang thi nhan thdy nhém bénh nhan nghién ciru cua ching toi

Chi sd creatinin trong mau sau 6 thing chi ¢6 4 ca ting trén muc gioi han binh thuong véi gia tri trung binh
118,9 va murc d6 2, sau 12 thang chi so 1a 5 ca, vai mirc trung binh 1a 122,6 mmol/mL.

Chi sb cholesterol trong méau sau 12 thang diéu tri thi chi s niy ciing ting murc giéi han cao tir 8,9% lén dén
26,7%. So sanh c6 y nghia thong ké véi p < 0,5%.

Chi s triglycerid véi ting mirc cao tir 8,9% 1én 13,3%. So sanh chura c6 ¥ nghia théng ké.

BAN LUAN

Nghién ctru chiing t6i thu tuyén duge 77 bénh nhan  chiém 28,6%, ty 18 c6 HBsAg duong tinh 1a 18,4%, ty
du tiéu chuan, nam gidi la 72,8%, tudi trung binh la 1€ HCV Ab duong tinh 13 3,9%. Sb lugng CD4 trung
39,9 tudi cAn ndng trung binh 56,2 kg. Lay truyén qua  binh 13 175,6 té bao/mm?. Trong do, ) luong CD4
tinh duc khéc gi6i 1a 79,2%, Giai doan 1am sang 3va4  dudi 100 té bao/mm? chiém ty 18 48,6%.
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Hiéu qua ctia phac d0 Acriptega trong nam dau
tién trén ngudi nhidm HIV chua timg diéu tri ARV:

V6i cac nghién ciru vé tac dung cua DTG cho
ngudi nhidém HIV 14n dau diu tri, két qua thang thir
6 vé lugng virus HIV giam dudi ngudng phat hién
chiém ti 1& 86,8%, cao hon so véi két qua cua chung
t6i (78,2%), nhung luong virus HIV ban dau cua
bénh nhan nghién ctru chiing t6i cao hon, va ngudng
phat hién 1a 20 ban sao/mL va CD4 tang thém 143 té
bao’ ciing twong duong nhu ctia nghién ctru chiing toi
1a thang tht 6 t& bao CD4 tang thém 162 t& bao/mm’.

Phan tich cac nghién ctu &7 %1% & nguoi bénh
HIV chua ting diéu tri ARV duoc diéu tri phac dd
DTG/3TC/TDF, ching toi nhan thay: ty 1& virus
dudi ngudng phat hién dudi 50 ban sao/mL giao
dong tir 74,5% dén 93%, (theo bang tom tat ti 18
(%) tai lugng virus ctia phac d6 ARV ¢ thanh phan
DTG trén ngudi bénh HIV chua timg diéu tri ARV
ctia cac nghién ciru thi thdy két qua nghién ctru cua
chung toi ciing trong dong 1a 92,1% tai thang 12
dudi ngudng phat hién dudi 20 ban sao/mL.

Tuan 48 % HIV RNA < 50 copies/mL
Nghién civu TDF/3TC hodc TDF/FTC DTG DTG/3TC
DT‘;n(;m E':(‘;:_,o;’n')“g 6:;:9 TAF/FTC | ABC/3TC | (chi 2 thubc)
NAMSALI6] 74.5 69
Venter WDF [8] 85 79 84
GEMINI- 1 va 2 [9] 93 90
Flamingo [7] 90
SPRING-2[10] 88
SINGLE [11] 81 88
Téc dung phu ciia phac dd Acriptega Kf‘[ LU[\N

Ting cin trong qud trinh diéu tri: Trong diéu tri
ARV, ting can 14 1 trong yéu té danh gia vé hiéu qua
tuy nhién vi¢c tang can qua mirc nguoi bénh tré 1én
thira can, béo phi 1a diéu dang lo ngai cho ngudi nhidm
HIV véi diéu tri ARV subt doi. Trong nghién ctru 53
bénh nhan theo ddi sudt 12 thang lién tuc voi Acriptega
thi mirc do tang can trung binh Ia 3.1 kg, c6 y nghia
théng ké véi p < 0,05.

Tang can nhan thiy trong nhém DTG hon nhém
EFV 400 mg, s6 can ting trung binh 1a 5 kg so véi 3
kg, ty 1& 12,3% so véi 5,4%.

Trong nghién ctru chung t6i khong phai dung DTG
do tac dung phu khong mong muén va tac dung phu
trén hé tiéu hoa, hé tam thn kinh, chi s creatinin
trong mau khong thay doi sau 12 thang diéu tri.

Nghién ciru chung t6i thu tuyén duge 77 bénh nhan
du tiéu chudn, sau 6 thang con 64 bénh nhan theo doi,
53 bénh nhan con theo doi thang thtr 12 thang

- 100% ngudi bénh tré vé giai doan 1am sang 1, sb
luong té bio CD4 da tang thém 162 té bao/mm? so véi
thoi diém ban dau v6i p < 0,05 thang thir 6.

- Téai lugng virus HIV giam dudi ngudng phat hién
dat ti 1¢ 78,2% tai thang tht 6, 92,1% tai thang thir 12,
so sanh c6 y nghia théng ké, khong c¢6 ca nao thit bai
diéu tri.

- V6i luong virus ban dau 1a trén 100.000 ban sao/
mL, sau 6, 12 thang diéu tri, 100% dat lugng virus
giam dudi ngudng phat hién.

- Tac dung khéng mong mudn sau 12 théang dicu tri
14 can ning ting trung binh 13 3,1 kg c6 ¥ nghia théng
ké véi p < 0,05 va chi s6 cholesterol trong mau thi chi
sO nay ciing ting muc gidi han cao tir 8,9% lén dén
26,7%. So sanh co y nghia thong ké véi p < 0,5%.
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EFFECTIVENESS OF ACRIPTEGA THERAPY IN THE FIRST YEAR IN NAIVE
PEOPLE LIVING WITH HIV

Objectives: We conducted the project " Effectiveness of Acriptega in the first year in naive people living
with HIV” with two objectives: To evaluate the effectiveness of the Acriptega regimen in. antiretroviral
therapy and find out some side effects appeared in the first 12 months.

Results and conclusions: Our study recruited 77 qualified patients, 72.8% male, average age was 39.9 years
old, average weight was 56.2 kg. Heterosexual transmission is 79.2%, Clinical stage 3 and 4 were 28.6%,
HBsAg positive rate was 18.4%, HCV Ab positive rate was 3.9%. The mean CD4 count was 175.6 cells/
mm3. 48.6% patients with CD4 count was less than 100 cells/mm3. After 6th month, 64 patients remained
and 53 patients were followed up at 12th month. 100% of patients returned to clinical stage 1, the CD4 cell
count increased more 162 cells/mm?* compared with the initial time with p < 0.05 at the 6th month. The rate
of undetectable HIV viral load cases recorded at 78.2% at 6th month, 92.1% at 12th month, with statistical
significance (p < 0.05), there were no cases of treatment failure. The initial HIV viral load cases which were
more than 100,000 copies/mL was reduced at undetectable viral load level with rate 62,1% , 100% cases after
6th and 12th month respectively. Side effects: after 12 months of treatment Acriptega such as Average weight
gain of study’s cases was 3.1 kg with p < 0.05. The blood cholesterol index also was increased from 8.9% to
26.7% with p <0.5%.

Key words: ARV, Acriptega (DTG/3TC/TDF), HIV viral load, HIV virus detection threshold, CD4
cells; weight gain.
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