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THU THAP VA XAC PINH CAC PAC TINH MAU NGAN HANG MAU CHUAN
DUNG CHO KIEM PINH CHAT LUO'NG SINH PHAM CHAN POAN HIV
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TOM TAT

Muc tiéu; Thu thap va xac dinh cac dic tinh mau
ngan hang mau chudn dung cho kiém dinh chat lugng
sinh pham chan doén HIV. Poi tuong: 1249 ngu’dl
tinh nguyen trén 16 tudi tai 4 khu vuc trong ca nudc.
Két qua: Ngan hang mau chuén quoc gia tap hgp
nhiéu thanh phan déi tugng tham gia trong ddé nhom
nghién chich, cho mau, mai dam quan hé tinh duc
chiém ty |é cao. Ngan hang mau chuan thu thap mau
G 15 t|nh dai dién cho 4 vlng mlen cla ca nudc: mlen
Bac mién Trung, m|en Nam va Tay Nguyen Két qua
xay dLrng dugc ngan hang mau chun quoc gia dung
cho kiém dlnh chat lugng sinh pham chén doan HIV
gom 405 mau ducng tinh, 802 mau am tinh, 42 mau
khd, 03 b6 mau chuyen dm huyet thanh.

Tlrkhoa. mau chuan ki€m dinh chét lugng, HIV,
ngan hang mau chuan.

SUMMARY
COLLECTING AND IDENTIFYING THE
CHARACTERISTICS SAMPLES OF THE
REFERENCE STANDARD BANK FOR
ACCREDITATION BIOLOGICALS PRODUCTS

FOR DIAGNOSTIC OF HIV

Objectives: collecting and identifying the
characteristics samples of the reference standard bank
for accreditation biologicals products for diagnostic of
HIV. Materials: 1249 volunteers over 16 years old in
4 regions across the country. Results: The national
reference standard bank gathers many types of
participants, in which the group of injecting drugs,
blood donors, commercial sex worker, and sex addicts
accounted for a high proportion. The reference
standard bank collected samples in 15 provinces
representing 4 regions of the country: Northern,
Central, Southern and Central Highlands. The results
were developed by the national reference standard
bank used for quality control of HIV diagnostic

*Vién Kiém dinh quéc gia Véc xin va Sinh phdm y t&
BoYté

Chiu trach nhiém chinh: Pham Van Hung

Email: hungnicvb@gmail.com

Ngay nhan bai: 14.2.2022

Ngay phan bién khoa hoc: 4.4.2022

Ngay duyét bai: 13.4.2022

biological products, including: 405 positive samples,
802 negative samples, 42 difficult samples, and 03
sets of seroconversion samples.

Key words: Reference standard,
Reference Standard Bank, HIV, accreditation.

I. DAT VAN PE

Panh gid cht lugng cia cac bd sinh phdm
chan doan HIV dugc Trung tdm Kiém soat va
Phong ngtra bénh Hoa Ky (CDC) va T chirc Y t&
thé gidi (WHO) xac dinh 1a mot uu tién. D& danh
gid dugc chét lugng clia cac loai sinh phdm chén
doan nay thi diéu quan trong la can phai cd cac
b6 mau chudn HIV (Panel chuan) phu hop dé
danh g|a cac loai sinh pham chén doan HIV khac
nhau va cac bd mau chudn nay can dugc thiét
lap tir ngdn hang mau chuan Quéc gia nudc sG
tai [1]. Trong thdi gian qua, Vién Kiém dinh Quéc
g|a Véac xin va Sinh pham Y té (NICVB) ciing dd
xay dung dudc bd mau chudn dung dé danh gia
chat Ierng sinh pham chan doan HIV. Tuy nhién
cd mau trong bé mau chuén qua nho (25 mau
huyét thanh am tinh va 25 mau huyet thanh
du‘dng tinh v&i HIV) va chua c6 bd mau kho,
mau chuyen ddi huyét thanh dat yeu cau theo
quy dinh cta BO Y t&€ va WHO dé phuc vu cho
danh gid chat lugng cac sinh phdm chin doan
HIV trudc khi cdp phép cho luu hanh trén thi
trch‘fng (Pre-Market) va danh gid hdu mai sau khi
cap phép (Post- Market) [2]. Do vay, Viéc xay
dLrng Ngan hang mau chuan Quoc gia dé thiét
cac bd mau chudn dé danh g|a chat Iu’dng sinh
phdm chan doan HIV la rat cip thiét va can dugc
thuc hién. Chdng toi nghién clru dé tai véi muc
tiéu: 7hu thap va xdc dinh céc dac tinh mau
ngén hang mau chudn dung cho kiém dinh chat
luong sinh phém chan doan HIV

1. DOl TUONG VA PHUO'NG PHAP NGHIEN CU'U
2.1 PGi tugng nghién clru:
- Ngusi tinh nguyén trén 16 tudi déng y tham
gia nghién ctru. Tiéu chuan loai trir: nerng bénh
nhan nhiém AIDS ho#c bénh nhan c6 tién sl réi

National
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loan d6ng mau.

-MAau can Iay huyet thanh

- Thé tich mau mau can lay: L&y 50 ml/mau,
sau do tach dugc khoang 20 ml huyet thanh.

2.2 C3 mau va dia diém Iay mau:

- C8 mAu sau khi thu thap, sang loc, xac dinh
ddc tinh phai thu dugc toi thiéu 1230 mau da dugc
khdng dinh ddc tinh mau theo cac tiéu chi sau:

+ BO mau chuyét thanh duong tinh véi HIV:
400 mau

+ B6 mau huyét thanh am tinh véi HIV: 800 mau

+Bo. mau khé: 30 mau

+ M3u chuyén d6i huyét thanh: 03 bd (mua
thuong mai)

- Dia diém: Dua vao dich t& hoc HIV, cdc mau
mau dudc lay dai dién tai ca 4 khu vuc trong ca
nudc: mién Bac, mién Trung, mién Nam va Tay
Nguyén tai cac dia diém:

+ Tai ngan hang mau, diém cho mau tinh nguyén.

+ Tai cac phong tu van xét nghiém tinh
nguyén, phong xét nghiém HIV tai cac vién

Il. KET QUA NGHIEN cU'U

3.1 Két qua thu thap mau theo viing/mién

pasteur va bénh vién.

+ Tai cAc diém I&y mau cho gidm sat trong diém.

2.3 Y dirc trong nghién ciru:

- Cac do6i tugng tinh nguyén tham gia sé dugc
tu van va cung cap cdéc thong tin vé chuong trinh
nghién cltu va cé quyén rat khdi nghién cliu
ngay ca khi da ky vao dan tinh nguyén tham gia
nghién ctru.

- Cac doi tugng dap u‘ng dugc tiéu chun 1ay
mau dong y tham gia s& ky truc tiép vao ban
cam két tinh nguyén tham gia nghién c(u.

- Bdo mat tat ca thong tin ca nhan clia doi tugng.

2.4 Quy trinh xday dung ngan hang
MCQG cho kiém dinh sinh pham chan doan
HIV:

- Tai cc tinh: 18y mau, chuyén mau vé Trung t&m

- Tai Trung tam: xét nghlem tra két qua

- Tai NIHE va PI HCMC: khang dinh dac tinh,
hoan thién ly lich mau, chuyén vé NICVB.

- Tai NICVB: Luu trit, bdo quan mau, bao cao
nghiém thu.

Bang 1: Két qua thu thap va xac dinh dic tinh mu theo vang/mién

Pac tinh mau

Mién Tinh Tong so + - Mau kho
P TP Ha NGi (HN 01-HN 140) 139 70 67 2
52 Hai Phong (HPG 01- HPG 114) 114 29 80 5
s.9 B3c Giang (BG 01-BG 60) 60 30 29 1
@ 3o Cai (LCI 01- LCI 104) 104 31 72 1
= Khanh Hoa (KH 01-KH 50) 50 10 39 1
@5E Binh Thuan (BT 01-BT 40) 40 10 30
=F Pa Nang (DN 01- DN 40) 40 10 30
An Giang (AG 01- AG 200) 200 66 134
cg Can Tho (CT 01- CT130) 130 34 96
QgZ Tién Giang (TG 01- TG 150) 150 66 84
=z Dong Thap (DT 01-DT 60) 60 19 41
PI HCM (HCM 01-HCM 45) 32 32
5@ o D3k L3k (DL 01-DL 20) 20 20
@ = Gia Lai (GL 01-GL 70) 70 70
o~ Dak Nong (DN 01-DN 40) 40 10 30
Tong s0 1249 405 802 42

Tong sO lugng mau thu thap va xac dinh déc tinh 1a 1249, trong d6 mau (+) 405, mau (-) 1a 802
va mau khé la 42. bat yéu cau theo muc tiéu cla du an va qU| dinh vé xay dung ngan hang mau
chuén phuc vu kiém dinh chat lugng sinh phdm chan doan HIV cta B Y t& va WHO.

Bang 2. Gia tri mdu OD/CO

Genscreen HIV 1/2 Murex HIV Ag/Ab .
TT| Tinh/TP version 2. Combinatign HIV Combi PT
DT AT DT AT DT AT
1 | AnGiang | 20,5-26,8 | 0,072-0,8 11,6-13,7 0,24-0,67 0,21-0,487
2 Bac giang 16,13-40 | 0,104-0,62 15,89-16,93 | 0,22-0,405
3 Binh Thuan 11,31-13,76 0,26-0,37 | 72,54-2784| 0,1-0,46
4 Can Tha 20-21,7 0.09-0,73 11,6-13,5 0,23-0,37 208 0,203-0,44
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5 DPac Lac 21,2-22,9 9,7-14,4

6 Dac Nong 25-26,5 0,11-0,47 11,8-13,9 0,29-0,73

7 Pa Nang 11,74-13,96 0,28-0,64 | 333,6-2459|0,094-0,391

8 bong Thap | 25,5-27,6 | 0,05-0,57 7,87-12,63 0,28-0,55

9 Gia Lai 0,08-0,61 0,29-0,43

10 Ha Noi 16,18-27,04| 0,12-0,64 15,18-17,34 0,26-0,73

11 | Hai Phong [18,40-19,55 0,08-0,41 7,34-13,35 0,20-0,51

12 | Khanh Hoa 10-12,1 0,06-0,4 |118,2-4294|0,133-0,448

13 Lao Cai 18,38-20,64| 0,08-0,68 9,33-13,8 0,27-0,62

14 | Tién Giang | 19,5-32,7 | 0,09-0,8 10,2-14,2 0,26-0,5

TONG HOP 16,13-32,7| 0,05-0,8 7,34-17,34 0,06-0,73 | 72,54-4294|0,094-0,487

Mau huyét thanh dugng tinh: OD/CO= (7,34-4294)
Mau huyét thanh am tinh: OD/CO= (0,05-0,8)

Cac mau huyét thanh dugng tinh cta ngan
hang mau chuan cd g|a tri OD/CO nam trong
khoang (7,34-4294), mau huyét thanh dugc cho
ld dudng tinh khi gid tri OD/CO>1; 405 mau
duang tinh phéan 16n c6 gié tri OD/CO rat cao so
vGi gia tri nguBng va cac mau duang tinh cling
cho két qua duong tinh véi thir nghiém Western-
Blot. Chirng t& cac mau duadng tinh rat rdo rang
va 6 do tin cay cao.

_Cac mau huyet thanh am tinh cia ngan hang
mau chuan cd gia tri OD/CO nam trong khoang
(0,05-0,8), mau huyét thanh dugc cho la am tinh
khi gia tri OD/CO<1 802 mau huyét thanh am
tinh phan 16n ¢ gia tri OD/CO rat thap so vdi gia
tri ngudng. Chirng t& cac mau am tinh thu thap
dugc cd giad tri am tinh rat rd rang va ¢ do tin
cay cao.

Gia tri am tinh, dugng tinh cua 42 mau khé
phan I6n cé g|a tri OD/CO nam gan gia tri
ngudng va co gia tri am tinh khi lam ky thuat
PCR. Do vay day la mau khdé cé gid tri dugc
khang dinh 1a &m tinh.

3.2 K&t qua mau thu thap tuong rng vai
doi tugng tham gia

Bang 3: Doi tuong tham gia thu thip mau

DOi tugng (Ty lé
Noildung tham g-.]iag X/o ]
Ngugi cho mau (CM) 275 22,01
Nghién chich (NC) 336 26,9
Mai dam (MD) 167 13,3
Dong tinh (BT) 36 2,88
Bénh nhan lao (Lao) 12 0,09
Bénh lay nhiém qua dudng
tinh duc (STI) 39 31
Lay qua quan hé tinh duc
(QH) 221 17,69
Tan binh (TB) 12 0,96
Phu n{r mang thai (MT) 8 0,6

Khac (KH) 120 9,6
Mai dam + nghién chich 6 0,48
Quan hé tll’lh’dl_,IC + nghién 7 0,56
chich
Mai ddm + cho mau 10 1,8
Tong sd 1249 100
MD+NC [l 0.48%
QHsNC B 0s6%
Mt b o6
a0 b o.06%
B bonﬁw
MD+CM -h 1.8%
o b 2 5%
ST | 315

KH | ——— 9.6%

MD

13.6%
QH

17.69%
™

L
L
Tt
22.01%

L

NC 26.9%
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Hinh 1: Ty I1é % cdc déi tuong tham gia

nghlen cuu

Ngan hang mau chuin quéc gia c6 mit day
du cac thanh phan déi tugng tham gia, trong dé
d6i tugng nghién chich, cho mau, mai dam, quan
hé tinh duc chiém ty Ié rat cao, di€u nay phu
hop Vvéi tinh trang gia tdng ty & nhiém HIV thuc
té trong cong dong.

3.2 Huyét thanh mau khé. Toan bd 42
mau khé thu thap dugc déu dap Lrng tiéu chuén
Iva chon la mau duong tinh HIV v&i mot trong
hai bd sinh phdm chan doan ELISA va sau dd
khadng dinh lai bang phuang phap PCR phat hién
NRA-HIV déu cho két qua am tinh.

3.3 Mau chuyén déi huyét thanh. Mau
chuyen ddi huyét thanh c6 03 bd gdm 27 mau,
moi mau dong véGi thé tich 1.0-1.2 ml, c6 han
ding t&i thiéu 7 ndm va dudc bdo quan & nhiét
doé am 70°C.
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Bang 4: M3u chuyén déi huyét thanh

HIV-1 HIV-1 HIV-1
TT Noi dung Seroconversion Seroconversion Seroconversion
Panel PRB 968 Panel PRB 968 Panel PRB 978
1 Ma sO PRB 968-1.0 PRB 969-1.0 PRB 978-1.2
2 Han dung 16-07-2022 24-04-2023 31-01-2022
3 Thé tich 1ml/0ng 1ml/Gng 1,2 ml/ong
4 S0 lugng mau/bo 10 10 07
5 Hang san xuat Seracare-My Seracare-My Seracare-My
6 Piéu kién bao quan -70°C -70°C -70°C

IV. BAN LUAN

4.1 Xay dung ngan hang mau chuan

Mau chuan duong tinh vdi anti-HIV. B)
mau chuan duong tinh gom 405 mau, dat dugc
muc tiéu dé ra vgi s6 lugng mau derng tinh la
400 mau, cac mau ducng tinh dugc xay dung
dung theo quy trinh, khang dinh bdi cac b sinh
pha’m cd d6 nhay va d6 dac hiéu cao theo tiéu
chuan vang. K&t qua nghién ciu cho thay cac
mau huyet thanh trong bd mau chuan derng
tinh c6 do tin cay cao vdi két qua duang tinh ro,
¢ gia tri OD/CO rat cao so vdi gia tri nguGng
nhu sau:

+D38i véi sinh phdm Genscreen HIV 2 version
2: (16,13-32,7)

+D6i v8i sinh phdm Murex HIV Ag/Ab
Combination: (7,34-17,34).

+BGi vi sinh pham HIV combi PT: (72,54-4294).

+DGi vdi sinh pham Western-Blot: Dudng tinh

M3u chuén dm tinh voi anti-HIV. B6 mau
chudn 4m tinh gém 802 mau, dat dugc muc tiéu
dé ra véi s6 lugng mau am tinh 1a 800 mau cac
mau am tinh dugc xay du‘ng ding theo quy trinh
va dugc khang dinh bdi cac bd sinh pham c6 do
nhay va d§ dac hiéu cao theo tiéu chuén vang.
Két qua nghién clu cho thay cac mau huyet
thanh trong b& mau chudn am tinh ¢ dd tin cdy
cao vdi két qua am tinh r3, co gia tri OD/CO rat
thap so V@i gid tri ngu@ng nhu sau:

+D38i véi sinh phdm Genscreen HIV V2 version
2: (0,05-0,8)

+ P&i v6i sinh phdm Murex HIV Ag/Ab
Combination: (0,06-0,73).

+ DAi v6i sinh pham HIV combi PT: (0,094-0,487).

Miu kho. Huyét thanh mau khé theo qui
dinh 1d mAu thu thap va xac dinh dic tinh cho
két qua duang tinh d6i v&i 1 trong 2 loai sinh
pham ELISA va dugc khang dinh Ia &m tinh bang
ky thuat xac dinh truc tiép vi rat (NRA-HIV) PCR
va phan Ién gia tri OD/CO cua huyét thanh mau
kho khi thuc hién trén cac bd sinh phdm déu
ndm gan gid tri ngung (OD/CO=1; OD/CO<1) [3].

B6 mau kho gém 42 mau, dat dugc muc tiéu
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dé ra vdi s6 lugng mau khé 1a 20-30 miu, cc

mau kho nay dugc xay dung didng theo quy

trinh. Két qua nghlen clry cho thay gia tri am

tinh va du‘dng tinh cia mau ndm gan vdi gia tri

ngudng va dudc khang dinh bang ky thuat PCR.
4.2Y ngh|a khoa hoc va thuc tién

Vé mat xa hoi va nguoi din. Khi c6 ngan
hang mau chudn qudc gia cho kiém dinh sinh
phdm chan doan HIV dép (ng dudc cic tiéu
chuédn ky thudt nhu dd néu & phan ndi dung
trén, ngudi dan sé dugc thu hudng nhiing két
qua xét nghiém HIV c6 do tin cay cao, dudc xét
nghiém tir nhitng sinh phdm chan doan HIV c6
chét lugng va dd chinh xac cao (sinh phdm dudc
xac dinh bdi nhitng panel chudn Quéc gia). Diéu
nay gilﬁlp ngudi dan co long tin vao xét nghiém
HIV, gép phan vao hoat dong phong - chdng
HIV/AIDS nham han ché va gidm sat dich té hoc
HIV tai Viét Nam.

Trach nhiém va Ioi ich cua Vién Kiém
dinh Quéc gia Védc xin va Sinh pham y té
Ngan hang Mau chuan Quoc gia cho danh gia
chat Iu‘qng sinh pham chdn doan HIV khi d3
dudc xay dung sé la co s& dé hang ndm Vién
Kiém dinh Quéc gia Vic xin va Sinh pham Y té
ti€p tuc duy tri, phat trién va b8 sung mau cho
Ngan hang mau chuén quoc gia phuc vu cho
danh gia chat Iu’dng sinh pham chan doan HIV
trudc khi cap phqp va kiém tra mau hau mai. [3]

Ngén hang Mau chuén Qudc gia cho danh gia
chat Ichjng sinh pham chan doan HIV khi da
dudc xay dung sé la cg sg dé Vién Kiém dinh
Qudc gia Vac xin va Sinh pham Y té két cau du’dc
nerng bo panel mau chudn dat tiéu chudn qudc
gia va qudc té dung trong danh gia d& dam bao
kiém soat t6t hon, chdt ché hon chét lugng sinh
pha’m chan doan HIV trudc khi cho phép dua vao
st dung va g|am sat hdu mai.

Cap nhat cac quy trinh chuén (SOP) cho Xay
du‘ng ngan hang mau chuén quéc gia va danh
gid chat lugng sinh phdm chan doan HIV; trinh
cdp cd thdm quyén phé duyét va chinh thL'rc ap
dung vao cac hoat dong kiém dinh chat lugng
sinh pham chan doan HIV théng I&.
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Bién soan va hoan chinh Tiéu chuin Viét Nam
d6i véi cac sinh phdm chan doan HIV.

Xay dung So tay An toan phong thi nghiém
(bao gébm ca noi dung an toan, thd tuc ra vao
khu lay nhiém, tranh lam lay lan cac ngu6n
nhiém ra méi trudng xung quanh)

Xay dung phan mém quan ly Ngan hang mau
chudn Qudc gia.

Do6i voi chuong trinh Quoc gia phong
chéng HIV/AIDS. Trén co s cac két qua ki€ém
dinh chat lugng sinh phdm chan doan HIV cé d6
tin cdy va tinh chinh xac cao, Bd Y t& c6 thé lva
chon dugc nhitng loai sinh phdm chan doan HIV
c6 chat lugng cao s dung trong hoat dong glam
sat dich té hoc HIV va xét nghiém phat hién sang
loc cac trudng hgp nhiém HIV dé cé ké hoach
diéu tri kip thdi nhitng bénh nhan HIV; gép phan
lam t6t han nira chugng trinh muc tiéu Qudc gia
giam sat va phong chong HIV tai Viét Nam.

4.3 Tinh bén virng cua duv an xay dung
ngan hang mau chuan qudc gia dung cho
kiém dinh chat lugng sinh pham chan doan
HIV tai Viét Nam. VGi két gua thu thap s6
IUGng mau vdi téng s6 1249 mau phan bd theo
cd cau; b mau derng tinh 405 mau, bé m&du am
tinh 802 mau, bd mau khé 42 mau va 03 b mau
chuyén déi huyét thanh. TUr ngan hang mau trén
dugc chia ra 02 bd panel chuan dé s dung cho
cdng tac ki€ém dinh chét lugng sinh pham chéan
doan HIV tai Vién ki€ém dinh qudc gia vac xin va
sinh phdm y t& vdi thdi gian udc tinh 4 ndm.

DE dam bao tinh bén vitng cua du an, trong
thdi gian str dung hang ndm cdn ci vao nhu cau
tuc t€ vé kiém dinh chat lugng sinh phdm chan
doan bao gdm tién kiém (kiém dinh dau vao) va
hau kiém gidm sat. Vién Kiém dinh _quéc gia vac
xin va sinh phdm y t& b6 xung ngudn ngan sach
trich tir thu phi kiém dinh (du todn cu thé theo
thuc t€ dy trl cia Khoa mau chuén cua Vién
hang n&m) dé thu thap bd sung cadc mau huyet
thanh d3 st dung phuc vu chuyén mén nham
dam bao tinh bén virng va hiéu qua cla du an.
V. KET LUAN i

Xay dung dugc Ngdn hang mau chudn cho
danh gia chdt lugng sinh phdm chan doan HIV
goém co:

- B6 mau derng tinh: 405 mau.

- Bo mau am tinh: 802 mau.

- Bo mau khé: 42 mau.

- B0 mau chuyén déi huyét thanh: 03 bd.
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phau thut. Muc tiéu nghién cifu: phau thuat tai tao

*Pon vi Tuyén vu- Trung tdm Ung BuGu Bénh vién
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vl ngay_sau cat v nham tao lai tuyén v nhu llc
chua phau thuat. Phudng phap nghién cu’u Chung
toi nghién cu loat trudng hgp ung thu vl giai doan
sdm dugc phau thuat cit toan bd tuyén va va tai tao
v bdng tdi nhan tao sau cd nguc I6n cé st dung
prolene mesh. Nghién_c(fu thuc hién tai Bon vi Tuyén
vl bénh vién Chg Ray tir thang 4/2020 dén thang
04/2021. K&t qua: Co6 25 trudng hgp ung thu vi giai
doan sém (Giai doan 0: 6 truGng hgp, giai doai IA: 2
trudng hgp, giai doan IIA: 17 trudng hgp), trong do
€6 2 trudng hop hoda tri tién phau. C6 17 trudng hgp
doan nhii tiét kiém da chlra nim vU tai tao, 8 tru’dng
hgp doan nhil tiét kiém da tai tao dudc terc hlen Tuoi
trung b|nh 45,7 £ 9,2 tudi, nhd nhat 30 tudi, I6n nhat
63 tudi.Thoi gian md trung binh 239 + 26 4 phut
Khéng c6 trudng hop nao bién chiing I6n, co 1 tru’dng
hgp dd da sau md, 1 tru’dng hop thi€u mau nim wu
sau mé, cac trerng hgp nay déu on dinh khi xuét vién.
V& m3t thAm my, két qua xust sic 20% va tét 80%.
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