PANH GIA HIEU QUA DIEU TRI PHAC PO ZIDOVUDINE +
LAMIVUDINE -+ LOPINAVIR/RITONAVIR G BENH NHAN HIV/AIDS
THAT BAI VI RUT HOC VG1 PHAC DO BAC 1 TAI HAI PHONG

Tran Thi Thoa', Nguyén Vii Trung?, Hoang Tién Tuyén2.

Muc tiéu: danh gia hiéu qua diéu tri va tinh an toan cta phéc dO AZT + 3TC + LPV/r & bénh nhan
HIV/AIDS that bai vi rtt véi phac d6 TDF + 3TC + NVP hodc EFV. Déi tugng va phiwong phép:
hdi ctru két hop tién cru & 65 bénh nhan HIV/AIDS thit bai vi rt véi phac d6 TDF + 3TC +
NVP hoic EFV dugc diéu tribang phac dd AZT + 3TC + LPV/r tai Bénh vién Hiru nghi Viét -
Tiép trong thoi gian tir thang 6/2012 dén thang 6/2019. Két qud: thét bai vi rat (HIV - RNA >
1000copies/mL) khong gip & bénh nhan nao tai cac thoi diém sau két thic 6; 12; 24 thang diéu
tri. S6 luong té bao CD4 trung binh cua cac bénh nhan ting rd rét trong vong 24 thang dau sau
diéu tri: 316 £ 184TB/mm?, so v6i thoi diém TO 1a 131 £ 118 TB/mm?. Tac dung khong mong
mudn cta phac d0 AZT + 3TC + LPV/r hay gdp trén 1am sang chii yéu 1a thiéu méau tir nhe dén
vira (55,3%), tiéu chay chiém 23,1%. Rdi loai m& mau gip ¢ moi thoi diém. Sau diéu tri, ty 18
bénh nhan c6 r6i loan m& méu cao hon so voi khi bt dau diéu tri. Két ludn: phac dd AZT +3TC
+ LPV/r ¢6 hiéu qua dap ung vi rat, mién dich, 1dm sang ¢ bénh nhan HIV/AIDS that bai diéu

tri voi phac dd bac 1a. Can cha y cac bién cb bat loi nhu thiéu méu, tiéu chay.
Tir khéa: ARV, bac 2, HIV/AIDS, that bai diéu tri.

PAT VAN BE

Diéu tri HIV hoat tinh cao (HAART - Highly Active Anti
Retroviral Therapy) da dugc WHO khuyén cdo st dung tir
nam 1997. &' nudc ta, tr ndm 2011, BO Y t& yéu cau st
dung phac d6 bac 1a: TDF + 3TC + NVP/EFV cho tat ca
bénh nhan HIV/AIDS lan dau diéu tri, phac do thay thé
1b: AZT + 3TC + NVP/EFV néu bénh nhan cé chdng chi
dinh v&i TDF; chuyén phéac dd béc 2: TDF + 3TC + LVP/r
hodc ATV néu trudc d6 st dung phac do 1a; phac do AZT
+ TDF + LVP/r hodc ATV néu trudc do st dung phac do
1b cho céc bénh nhan that bai vi rat hoc™™l. Sau thdi gian
diéu tri, d&€ danh gia hiéu qua, cling nhu’ cac tac dung
khong mong muén clia phac d6 bac AZT + 3TC + LVP/r,
chling t6i ti€n hanh nghién ctu dé tai: “bBanh gid hiéu qua
diéu tri cta phac d6 Zidovudine + Lamivudine +
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Lopinavir/ritonavir 8 bénh nhan HIV/AIDS that bai vi rit
V@i phac do bac 1a tai Hai Phong”, véi hai muc tiéu: 1/
Dbanh gia hiéu qua diéu tri cia phac do6 zDV + 3TC +
LPV/r & bénh nhan HIV/AIDS that bai vi rit hoc véi phac
do bac 1a. 2/ Xac dinh tac dung khong mong mudn cua
phac d6 ZDV + 3TC + LPV/r.
POI TUONG VA PHUONG PHAP
Pdi tugng, dia diém va thdi gian nghién clru: gom
65 bénh nhan HIV/AIDS that bai diéu tri vi rat véi phac do
béac 1a (TDF + 3TC + NVP hodc TDF + 3TC + EFV),
chuyén phéac d6 bac 2 (ZDV +3TC + LPV/r) dugc thu
dung, diéu tri tai Phong Khdm ngoai trd, Bénh vién Hitu
nghi Viét - Tiép, Hai Phong trong thdi gian tur thang
6/2012 dén thang 6/2019.
Tiéu chuén lva chon bénh nhan nghién clru

- Lua chon bénh nhan HIV/AIDS that bai diéu tri vi
rat theo tiéu chuan clia B Y t& Viét Nam ndm 2015, Tai
lugng vi rat huyét tuang trén 5000copies/mL (bénh nhan
diéu tri trudc 2016); trén 1000 copies/mL huyét tucng
(bénh nhan diéu tri tir 2016) & hai lan xét nghiém vi rat
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lién tiép cach nhau 3 thang, sau khi d& dugc hd trg tuan
tha & ngudi bénh da diéu tri ARV it nhat 6 thang.

- Tudi tlr 18 tudi dén 60 tudi.

Tiéu chuan loai trir: bénh nhan khéng hop téac, khong
tuan thu diéu tri; Phu nir cé thai; Suy than (mirc loc cau
than < 10ml/phit ); Téng huyét ap khdng kiém soat
dugc; Bénh nhan cé Hb < 80g/L.

Thudc nghién ciru hiéu qua diéu tri

- Zidovudin/Lamivudin. Tablets USP. Do cong ty Mylan
Labortories Limited, An D6 san xuat: vién 300mg/150mg,
udng 02 vién/ngay, sang udng 01 vién, t6i uéng 01 vién
cach nhau 12 gi6.

- Aluvia (Lopinavir /ritonavir) (LPV/r). Do cong ty Ab-
bott GmbH & C0.KG - Dic san xuat: vién 200mg/50 mg,
udng 4 vién/ngay, sang udéng 02 vién, t6i udng 02 vién
cach nhau 12 gi6.

Cac thudc dudc cung cdp bdi chuang trinh PEPFAR.
Phuang phap nghién ciru

- Nghién clru m6 ta ca bénh, gém 46 bénh nhan hoi
clru ttr 2012 va 19 bénh nhan tién cltu tUr thang 2 dén
thang 6 nam 2019.

- Tat ca bénh nhan nghién cltu déu dugc dang ky
theo mau biéu thdng nhét.

- Chi s6 nghién ctu:

+ Tudi trung binh, nhém tudi; cac triéu chiing 1am
sang trudc va sau mdi thang diéu tri.

+ Tai lugng vi rat dugc lam trén hé thdng COBAS®
AmpliPre/COBAS® TagMan® HIV cta hang Roche Diag-
nostic, thuc hién tai Khoa Vi sinh Bénh vién Bach Mai.
Ngugng phat hién > 40 copies/mL.

+ S0 lugng bach cau Lympho T - CD4 (CD4) dugc
thuc hién trén may Cyflow SL3 tai BEnh vién Hitu nghi Viét
- Tiép, theo nguyén ly dém té bao (TB) dong chay.

Cac xét nghiém dudgc lam tai cac thdi diém trude va
sau 6, 12, 18, 24 thang diéu tri

- Tiéu chudn danh gia thét bai diéu tri:

+ That bai vi rdt: tai lugng HIV - RNA >

thdi diém xét nghiém bang hodc thap hon so vdi thdi diém
trudc khi diéu tri ARV hodc CD4 lién tuc dudi 100 t€
bao/mm?3 & hai [an xét nghiém lién ti€p (cach nhau 6
thang) va khong cd cdn nguyén nhiém triing gan day gay
giam CDA4.

+ That bai 1am sang: xudt hién mdi hoac tai phat cac
bénh ly giai doan 1am sang 4 sau diéu tri ARV it nhat 6
thang.

X{r ly s6 liéu: s6 liéu dugc quan ly, phan tich bai phan
mém SpSS phién ban 20.0. Thuét toan dugc st dung: ti
I€ %, gia tri trung binh, so sanh 2 ti t& bang thut toan T
- student.
KET QUA
Bang 1. Mot s6 dic diém 1am sang cén 1am sang
ciia bénh nhan truéc diéu tri

Chi tiéu n =65
Tui (X £ SD; min - max): ndm 41,5 £ 8,3 (18 - 60)
Nhém tudi tir 31 - 50 (n, %) 56 (86)
Nam gidi (n, %) 52 (80)
BMI (X + SD; min - max): kg/m? 19,6 + 2,6 (14,01 - 25,29)
1(n, %) 41 (63,1)
Giai doan 1am sang 2 (n, %) 3(4,6)
3(n. %) 9 (13,8)
4 (n. %) 12 (18,5)
80 < Hb < 120g/L (n. %) 17 (26,2)

ALT > 1,25ULN (n. %) 11/41 (26,8)
Creatinin > 120pol/L (n. %) 0

Cholesterol > 6,2mmol/L (n. %) 3(4,6)
TC4 ((X £ SD; min - max): TB/mm? 131+ 118 (10-369)
HIV — RNA > 1000copies/mL: (n. %) 65 (100)

147736 + 231833
(1390 - 940000)

(X £ SD; min - max): copies/mL)

Nhén xét: chi s6 BMI trung binh cla bénh nhan
nghién cfu & gidi han thap cua gia tri binh thudng: 19,6
* 2,6, giai doan |am sang 4 chi c6 & 18,5 bénh nhan,
26,2% bénh nhan ¢ Hb < 120g/L, 100% bénh nhan cé
tai lugng vi rat > 1000copies/mL trong dé thap nhat Ia
1380copies/mL, s6 lugng TCD4 trung binh thap: 130 +
118.Trong d6, c6 bénh nhan chi ¢ 10 TB/mm?.

Bang 2. Pap (rng lam sang theo thdi gian diéu tri

1000copies/mL tai thoi diém sau mdi 6 thang diéu tri.

Chi tiéu

+ That bai mién dich: s6 lugng T - CD4 tai cac

Théigian| TO(a) Té(b) | T12(c) | T24(d) P
n=65 n=65 n=65 n=65 |bcd-a
BMI kg/m? (X £ SD)| 19,6 + 2,6 | 21,4 +2,7| 21,7 +1,7| 21,8 + 2,3 < 0,05
1(n.%)| 41 (63,1) | 53(81,5) | 54(83) | 60(92,3)
Giai doan | 2 (n.%)| 3 (4,6) 3(4,6) 2(3) 0,0
NI < 0,05
lamsang | 3(n.%)| 9(13,8) | 1(1,5) 1(1,5) 0,0
4(n%)| 12 (185) | 8(124) | 7(125) | 5(77)
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Nhén xét: chi s6 BMI trung binh cai thién vé gigi han
cao cua gia tri binh thudng tai thai diém thang két thic 6
thang sau diéu tri va duy tri n dinh & cac thdi diém két
thic 12,24 thang. Su’ khac biét so vdi trudc diéu tri cd y
nghia thong ké vdi p < 0,5. Tuang tu giai doan lam sang
clia bénh ciing ¢ su cai thién rd & ngay thdi diém T6,
dén thdi diém T24 c6 92,3% bénh nhén & giai doan 1am
sang 1. Didu dang tiéc van con 7,7% bénh nhén van &
giai doan Idm sang 4. Tim hiéu, ching t6i dugc biét trong
s0 5 bénh nhan nay cd 3 bénh nhan ung thu, 2 bénh nhan
lao khang thudc.

Bang 3. Dap (rng vi rat theo thdi gian diéu tri

Thay dbi s lwgng té bao CD4 trung binh theo thoi gian
diéu tri

400

200 316

50 241
0 131
T0 T6 TI2
(65) (65) (65)

=®—Té bao CD4 trung binh

T24
47)

Biéu do 1. Pap ('ng mién dich theo thai gian
diéu tri
Nhén xét: s6 lugng t€ bao CD4 trung binh cta cac
bénh nhan dugc cai thién sau 6 thang va tang rd rét tai
thdi diém sau 24 thang sau diéu tri: 316 + 184

Thoigian| To() | T6(b) | Ti2(c) | T24(d) | p TB/mm?3, sy’ khéc biét cd y nghia théng ké véi p < 0,05.
(VL): copies/L n=65|n=65 | n=65| n=65 b,cd-a N , R P ~
VL < 40 (n, %) 0(0,0) | 47 (72,3)| 56 (86,2)| 43 (91,5) Bang 4. Tac dung khong mong muon gap tren
40 < VL < 1.000 (n, %) 0(0,0) | 18 (27,7)| 9(13,8) | 4(8,5) | <0,05 13m sang ¢ bénh nhan diéu tri bang phac d6
VL> 1000 (n, %) 65(100)) 0(0,0) | 0(0,0) | 0(0,0) ZDV + 3TC + LPV/r
Nhén xét: dap (ng vi rdt (VL < 1000copies/mL huyét Triéu chirng n % T:‘i’é:'(?";;;')‘“‘t
terng) Xéy ra 6 1000/0 bénh nhén ta| thb’l d|ém két thl:IC 6 Tiéu chéy 15 23’1 30’9 + 27,3
thang diéu tri. Trong do, 72,1% dudi nguGng phat hién. Mt moi 9 13,8 56+2,1
Khéng ¢ bénh nhan nao thét bai vi rit tai cac thdi diém Budn ndn, nén 6 9,2 5319
lel T24. Nhtc dau 9 13,8 52+23
Dau bung 2 3,1 4,1+3,.2
Ban da 4 6,2 32124
RGi loan phan b6 md 0 0 0

Nhén xét: triéu chiing khdng mong mudn xuat hién
Vi ti 18 cao nhét I3 tiéu chay (30,9%), thdi diém xuét hién
la 30,9 + 27,3 ngay, cac triéu chirng mét mai, budn non,
ban da, nhirc dau xudt hién vdi ti 1€ dudi 15% va xuat
hién trong tuan dau sau diéu tri. Khdng gap bénh nhan bi
roi loan phan bd ma.

Bang 5. Vé can lam sang, tac dung khong mong mudn & bénh nhan diéu tri
bang phac do6 ZDV + 3TC + LPV/r

Triu chifng Thoi gian T0(a) T6(b) T12(0) T24(d) b,ct’ "
80 < Hb < 120g/L (%) | 17/65(26.2) 29/65 (44,6) 31/65 (47,7) 26/47 (55,3) < 0,05
Creatinin >120umol/L (n, %) 0 0 0 0

ALT > 40U/L (%) | 11/65(16,9) 16/41 (39,0) 16/33 (48,5) 4/11 (36,4) > 0,05
Triglycerid > 4,5mmol/L (n, %) 3/65 (4,6) 9/65 (13,8) 10/65 (15,3) 7/47 (14,8) > 0,05
Cholesterol > 6,2mmol/L (n %) | 12/65(10.8) 11/65 (16,9) 12/65 (18,4) 8/47 (17,0) > 0,05

Nhén xét: s6 lugng bénh nhan thi€u mau tang theo
thdi gian diéu tri. Tuy nhién, khong cé bénh nhan nao
thi€u mau nang (< 80g/L). SO lugng bénh nhan tdng
Triglycerid > 4,5mmol/L, Cholesterol > 6,2mmol/L gia
tang theo thdi gian diéu tri, nhung khong cé y nghia thong
ké gilta cac thdi diém.
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BAN LUAN

Tai Hai Phong, phac d6 TDF + 3TC + NVP/EFV dugc
diéu tri cho bénh nhan HIV/AIDS [an dau diéu tri ngay tr
ndm 2011 theo hudéng dan clia BO Y &1, Cho dén nay, tai
Bénh vién Viét - Tiép cb rat nhiéu bénh nhan HIV/AIDS
dugc quan ly, theo ddi, diéu tri bang phac d6 TDF + 3TC
+ NVP/EFV, trong s6 nay c6 nhiéu bénh nhan da that bai
vi rit va da dugc chuyén phac do AZT + 3TC + LPV/r. D€
danh gid dung hiéu qua diéu tri va tac dung khong mong
muén cla phac d6 AZT + 3TC + LPV/r, chiing t6i lua chon
dugc 65 bénh nhan dap (ng du tiéu chudn nghién clu.
Trén cd s@ dit liéu thdng k&, ching tdi nhan thiy tudi
trung binh clia bénh nhan la 41,5 + 8,3 (18 - 60). Trong
d6, nhém tudi tir 31 - 50 chiém 86%; c6 63,1% bénh
nhan thudc giai doan 1am sang 1, chi c6 26,2 % bénh
nhan thi€u mau muc do vira, tai lugng vi rat trung binh 1a
147736 + 231833 (1390 - 940000), s lugng TCD4 trung
binh la 131 + 118 (10 - 369). Két qua nghién ciu clia clia
Pham Ba Hién, nam 2018, trén 393 bénh nhan that bai
V@i cac phac do bac 1 chuyén diéu tri phac do bac 2 tai
Ha ndi cho thay: tudi trung binh 1a 32,74 + 7,49, trong do
nhém tudi 31 - 50 chiém ty Ié da s& 60,3%. Trong s& 43
bénh nhan diéu tri phac d6 bac 2 chi cd 6,9 % bénh nhan
@ giai doan lam sang 1, s6 lugng TCD4 trung binh la 100
+6,3 (12 - 317)1. Tim hiéu su khac biét vé s liéu, chling
toi nhan thdy doi tugng nghién cltu clia ching ti 1a
nhitng bénh nhan tuan thu tu van, tri liéu t6t. Day la
nhém ngudi da cd két hon, cd con va cd trach nhiém vdi
gia dinh va xa hoi. Trong cac ho sg diéu tri that bai vi rat
vdi phac d6 bac 1 khdng dép (g tiéu chuan nghién clu,
cac so liéu cling tuong tu cta tac gia Pham Ba Hién.

Dénh gia hiéu qua diéu tri clia phac do AZT + 3TC +
LVP/r tai thai diém sau 6, 12, 24 thang diéu tri, két qua
cho thay: dap Ung vi rat c6 6 100% bénh nhan & tat ca
cac thdi diém. Trong d6, dudi ngudng phat hién tuong
Ung lan lugt la 72,3%, 86,2% va 91,5%; Tudng tu, 100%
c6 dép ing mién dich va gia tang theo thdi gian diéu tri,
cu thé s6 lugng TCD4 trung binh 1a 203, 241, 316TB/mm3;
Pap Uing 1dm sang gia tang, thé hién ngay sau 6 thang c6
t6i 81,5% bénh nhan thudc gia doan 1am sang 1, sau 24
thang 1a 92,3%. C tdi 7,7% bénh nhan khdng c6 cai thién
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dap Ung 1am sang cho du cé déap Ung vi rat, nguyén do
cac bénh nhan nay méc ung thu va lao da khang. Nghién
ctu clia Pham B4 Hién ndm 2018 cho thdy, dap Ung vi rut
tai cac thai diém tuong Ung lan lugt 1a 100%, 100%,
97,6%; Két qua nghién cltu clia Laurent F, ndm 2010, tai
Campuchia, thay s6 lugng té bao TCD4 trung binh tuong
(ng la 197, 258 va 372 TB/mm?3l, Két qua nay cho phép
khdng dinh tinh hiéu qua clia phac d6 néu bénh nhan tuan
tha trj liéu tot.

Dénh gia tadc dung khong mong mudn cta phac do
AZT + 3TC + LPV/r, chling t6i nhan thay: tiéu chay chiém
ty |é cao nhat: 23,1%, ti€p dén mét mdi: 13,8%, nhiic
dau: 13,8%, budn ndn, non: 9,2%, dau bung: 3,1%, ban
da: 6,2%, khong gap bénh nhan bi rdi loan phan bd ma.
Nguyén Thé Tién (2015): tiéu chay (29,3%), budn non
(13,8%), mét mai (13,8%), nhirc dau (10,3%), dau bung
va non (8,6%, 5,2%)E¢1, Tang cholesterol mau dao dong
tUr 4,6% - 15,3%, tang triglyceride mau dao dong tur
10,8% - 18,4%. Két qua nghién clru clia chiing t6i tuong
tu v&i nghién ctu clia tac gia Nguyén Thé Tién, ti Ié téng
triglyceride mau trong qua trinh diéu tri dao dong tur
17,2% - 28,2%, tang cholesterol mau trong qua trinh
diéu tri dao dong tur 5,7% dén 17,7%!%1, Thi€u mau la tac
dung hay gap nhat & bénh nhan nay va gia tang theo thai
gian do AZT gay ra. Cu thé, & cac thdi diém tuang ing 1a
17/65 (26,2%); 29/65 (44,6%); 31/65 (47,7%); 26/47
(55,3%). Tuy nhién, sau 24 thang diéu tri, khong cd bénh
nhan nao thi€u mau nang phai ngung diéu tri. Tac dung
bat Igi cta chuing t6i cling hoan toan phl hgp vdi canh
bao clia BO Y €,

KET LUAN

- Phdc d6 AZT + 3TC + LVP/r la phac d6 khang HIV
€6 hiéu qua cao. 100% bénh nhan cé dap Ung vi rut, cai
thién dap (mg mién dich tai cac thdi diém danh gia, 92,7%
dap Uing 1am sang tai thdi diém két thic 24 thang diéu tri.

- Phac d6 AZT + 3TC + LVP/r gay ra mot s6 bién c6
bat Igi nhu' thi€u mau, tiéu chay, nhirc dau, mét moi, budn
ndn, dau bung. R&i loan chuyén hda tang cholesterol,
triglycerid xay ra 8 mot s6 bénh nhan va gia tang theo thdi
gian diéu tri nhung chua thady cé réi loan phan bd ma.
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EVALUATING THE EFFICIENCY OF ZIDOVUDINE + LAMIVUDINE + LOPINAVIR/RITONAVIR
REGIMEN IN HIV/AIDS PATIENTS WITH FIRST LINE TREATMENT FAILURE AT HAI PHONG

Summary

Objectives: To evaluating the efficiency and safety of
Zidovudine + Lamivudine + Lopinavir/ritonavir regimen in
HIV/AIDS patients with first - line treatment failure. Sub-
Jjects and methods: Retrospective and prospective cohort
studies on 65 patients with virological failure with first-line
regimens (TDF + 3TC + NVP or TDF + 3TC + EFV),
switched to ZDV + 3TC + LPV/r at Viet - Tiep Hospital
from June 2012 to June 2019. Results: Virologic failure
(HIV - RNA > 1000 copies/mL): has not been well etab-
lished at 6,12,24 months (M) after the end therapy. Mean

CD4 cell count increased significantly in M24: 316 + 184
cell/mms3, compared with TO of 131 £+ 118 cell/mm?3. The
most common side effect of AZT + 3TC + LPV/rismild to
moderate anemia (55.3%), diarrhea (29.1%). The type of
dyslipidemia occurs at all times and the proportion of pa-
tients with dyslipidemia after treatment were higher than
startingphase. Conclusions: AZT + 3TC + LPV/r on treat-
ment had been shown to be clinically, virologically and im-
munologically effective in patients with first-line treatment
failure.

Key words: hospital - acquired pneumonia (HAP), Acinetobacter baumannii.
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