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TOM TAT
Dich cum gia cAm doc lwc cao HsN4 xuét hién tir gitra thang 12 - 2003 tai Han Quéc va lan rong
ra mot s6 nwéc chau A hién dang 1a méi quan tam lo ngai hang dau. Sau khi virut cam A/HsN, dwoc
phan Iap & cac bénh nhan (BN) tai Viét Nam, Vién Vé sinh Dich t& TW va Cong ty Vacxin (VX) va
Sinh phdm sé 1 (VABIOTECH) da &ng dung ky thuat di truyén ngwoc tao ching virut HsN; c6 doc
tinh cao (A/Vietnam/1194/2004) dé san xuét VX FLUVAX. Bang cac phwong phap thér nghiém thyc
dia lam sang trén 30 ngwoi tinh nguyén khée manh, dwgc tieém VX phong cim A/HsN, theo lich “0 - 28”
ngay vai lidu 30 ug, két qua cho thdy: VX dat tiéu chudn an toan trén nguoi, khdng gay ra cac phan
trng phu nang hoac dac biét nghiém trong.
* Tir khda: Vacxin phong cim A/HsNy; Tinh an toan.

INACTIVATED WHOLE CELL INFLUENZA A (H:;N,)
VACCINE PRODUCED BY VABIOTECH,

VIETNAM CLINICALTRIAL (PHASE I)
SUMMARY

The epidemic of highly pathogenic avian influenza caused by HsN;, which began in mid- December
2003 in the Republic of Korea and now being seen in other Asian countries, is therefore of particular
public health concern. Since 2004, Viet Nam has been developing HsN; Influenza vaccine (FLUVAX)
at the Company for vaccine and Biological production No1, National Institute for Hygiene and
Epidemiology (NIHE), Hanoi. This vaccine was developed by propagation of reverse genetic HsN,
vaccine strain. The clinical trials phase | has been conducted to determine that FLUVAX is safe and
initially evaluate it's immunogenicity. With those primary results, this trial will be able to orient the
next phases (safety, inmunogenicity, dose-response, and vaccine efficacy in different target groups).

* Key words: Influenza A/ HsN, vaccine. Safety.

DPAT VAN DE la VX dat tinh an toan va tinh sinh mién dich

T® ndm 2004, Cong ty VAcxin va Sinh trén ga, chudt va khi. Vé},/’ trqng nghién ctru

phdm sb 1, B6 Y t& da nghién ctu phat th® nghiém lam sang, van de dat ra la liéu

trién VX phong cum A/HsN4. Trong cac thir VX co an toan trén ngwoi hay khéng? bay
nghiém tién I1dm sang, FLUVAX da chirng td6  chinh la muc tiéu cta nghién ctru.

* Hoc vién Quén y
** Céng ty Vabiotech
Phan bién khoa hoc: GS. TS. Nguyén Van Mui



POl TWONG VA PHUWONG PHAP
NGHIEN CU'U

1. D6i twong nghién clru.

39 ngudi lon tinh nguyén khoé manh,
18 - 45 tubi.

* Tiéu chudn lwa chon: tinh nguyén,
khde manh, khéng nhiém HIV, HBV, HCV,
ni khédng mang thai, hiéu va tuan tha dang
ké hoach nghién ctru.

* Tiéu chudn loai trtr: dang suy gidm
mién dich vi bat ky nguyén nhan gi, dang
mac bénh cap hodc man tinh, tién s dung
immunoglobulin hodc cac san phadm cula
mau trong vong 3 thang truée khi tham gia
thtr nghiém. Da tiém cac VX khac trong
vong 2 tuan (ddi véi VX bét hoat) hodc 4
tuan (d6i véi VX séng, gidm doc luc) trwde
khi tham gia nghién ctru. C6 ké hoach di xa
khdi dia diém nghién ctru trong thoi gian
tiém VX. Pang s dung bét ky thudc chira
bénh nao, ngoai trir vitamin va thudc tranh
thai.

* Vat liéu nghién cteu:

- Dung cu tach chiét, bdo quan, xét nghiém
huyét thanh; trang thiét bi may méc cho thi
nghiém HI va thir nghiém trung hoa.

- VX phong cum A/HsN; bat hoat, siv
dung cho ngudi do VABIOTECH san xuét:

Tén VX: FLUVAX; 16 sb: V-FC-050506A;
ngay san xuéat: 01 - 06 - 2006. Dang bao
ché: dong lo 1 ml =30 pg HA.

2. Phwong phap nghién ciru.

Tuén thd dung hwdng dan “Thuc hanh
lam sang tét - GCP guideline” ctia B Y té
ban hanh 1 - 2008.

* Xt ly s6 liéu: badng chuong trinh Epi.
info 6.04 va STATA 9.02 tai BO mén Dich
té, HVQY.

KET QUA NGHIEN CU'U VA
BAN LUAN
1. Mot s6 dic diém cta nhém déi twong
nghién ctru.
* Phan bé theo gidi, tudi ctia déi tuong
nghién ctru: nam 24 nguwdi, tudi trung binh

21,62 £ 4,49; nlr 6 nguoi, tudi trung binh
28,17 + 9,43. Tubi trung binh c& nhém
22,93 +6,19.

Trong tébng sé 30 ngwdi tinh nguyén
nghién ctru, nam chiém 80%, nir chiém
20%. C6 sw khac biét vé tudi trung binh
githa nam va nir véi p = 0,0179. Tubi thap
nhét 19 va cao nhét 40.

* C4c yéu to lién quan tién sur:

100% dbi twong tinh nguyén tham gia
nghién ctu déu khéng phoi nhiém véi mot
s6 yéu td nguy co nhu: cé bénh trong vong
1 tudn gan day, tiép xdc véi gia cdm bi cim
trong vong 1 thang gan day, da tiém VX phong
cum... Chi c6 1 trwéng hop ni dung thubc
trong 1 thang gan day (thuéc tranh thai).

* Khém tuyén déi tuong tinh nguyén:

Hau hét déi twong déu khéng méc cac
bénh thudc hé hé hap, tuan hoan, tiét niéu,
co xwong khép, noi tiét... Tuy nhién, tai
thoi diém kham bénh, 7 trudng hop (17,95%)
bi bénh cta hé tai mii hong bao gdm: ho
khan, viém amydal, viém hong, viém mii di
¢ng. Hién tai, nhitng trwong hop nay déu
on dinh trwdc tiém mai 1, xét nghiém sinh
hoa trong tinh trang binh thwong.

* Két quéa xét nghiém sang loc:

Trong sb 39 trwéng hop xét nghiém kiém
tra anti-HIV, HBsAg, anti-HCV: 3 trwdng hop
HBsAg (+), cac két qua khac déu am tinh.
Ba trwd'ng hop nay bi loai.

* Cac xét nghiém sinh héa:

Tt cad cac dbi twong déu duwoc xét
nghiém kiém tra vé sinh héa va huyét hoc
theo dung tiéu chi nghién ctu truwdc khi



tiém VX. Sau khi cé két qua, da lwa chon
dwoc 30 trwong hop dé& dwa vao nhoém
nghién ctu thl*r nghiém danh gia tinh an
toan va bwéc diu danh gia tinh sinh mién
dich ctia VX FLUVAX. Cac déi twong bi loai

triv dwa trén xét nghiém sinh hdéa va co
bénh kem theo.
2. Banh gia tinh an toan sau tiém miii 1.
* Triéu chiing ldam sang sau tiém 2 mii VX:

Béang 1: Ty |& phan &ng phu tai ché va toan than sau tiém mii 1 va mii 2 vao cac thoi
diém 15 phat va 1 - 15 ngay sau tiém (n = 30).

THEO DOI SAU TIEM MUI 1 THEO DOI SAU TIEM MUI 2
PHAN UNG PHU
15phat | Ngay 1-2 | Ngay3-15 | 15phat | Ngay 1-2 | Ngay 3 - 15
Pau tai chd tiém 4 4 0 2 2 0
Mai tai chd tiém 4 4 0 2 2 0
Swng, sbt, dau mdi co
khép, phat ban... 0 0 0 0 0 0

Sau tiém mdi 1: sau tiém 15 phut, 4 trwong
hop (13,33%) thdy dau nhe tai chd, vung
tiém. Mirc d6 dau khong dang ké, van sinh
hoat binh thwéng. Theo ddi tiép theo 7 ngay
lién tuc sau tiém, van la 4 trudng hop trén,
céc triéu chirng nay kéo dai khoang 2 ngay
(48 gi®) r6i hét hoan toan. Nhuw vay, céac
phan (ng phu chi c6 cadm giac dau, mai tai
chd tiém (4/30 trwdng hop = 13,33%) va hét
sau 48 gio.

Sau tiém mii 2: 2 trwdng hop (6,67%)
thdy dau nhe tai chd, vung tiém. M&c do
dau khéng dang ké&, van sinh hoat binh
thuwong. Theo dbi tiép theo 7 ngay lién tuc
sau tiém, van la 2 trwdng hop trén, céc
triéu chirng nay kéo dai khoang 2 ngay
(48 gi®) r6i hét hoan toan, gibng twong
tw nhw mdai tiém 1. Khéng co triéu chirng
khac xuét hién.

* Theo d6i cac chi tiéu bién dbi tim mach sau tiém 2 mii VX:

Bang 2: Két qua theo ddi cac chi tiéu tim mach trwdc va sau tiém 2 mii VX 15 phdt.

THEO DOI SAU TIEM MUI 1 THEO DOI SAU TIEM MUI 2
CHI TIEU p P
Truwdc tiém Sau tiém Trudc tiém Sau tiém
Mach 72,6 + 6,26 76,2+6,46 | >0,05| 68,17+8,03 | 73,13+7,8 > 0,05
Nhiét do 36,47 £ 0,21 36,62 +0,17 | >0,05 | 36,62+0,22 | 36,75+0,17 | > 0,05
Huyét ap trung binh 81,02+6,35 | 81,14 +8,16 | >0,05 | 81,21 +8,43 86 +£6,12 > 0,05

Trwédc va sau tiém 15 phut hai mii VX, cac dbi twong déu khong cé thay ddi bat thuwong
vé mach, nhiét d6 va huyét ap.



* Sw bién déi & céc xét ngh/;ém sinh héa
sau tiém 2 mdii theo céac thoi diém:

L4y mau xét nghiém lan 1: ngay thi 0,
tiém mai 1.

Lady mau xét nghiém lan 2: ngay the 7
sau mdi 1.

L4y mau xét nghiém lan 3: ngay thir 28

L4y mau xét nghiém lan 4: ngay thi 35
sau tiém mdi 1, 7 ngay sau tiém mii 2.

Mau két qua xét nghiém duoc lwu triy tai
Trung tdm Nghién cru Sinh-Y-Dwoc hoc,
Hoc vién Quan y.

* Két qua xét nghiém sé luong héng céu

sau tiém mdi 1, tiém mdi 2.

qua cac mau mau:

Bang 3: Két qua xét nghiém hdng cau va hemoglobin.

HONG CAU MAU MAU 1 MAU MAU 2 MAU MAU 3 MAU MAU 4
Cao 1 2 1 1
Binh thwdng 29 28 29 29
Giam 0 0 0 0
Trung binh 5,07 £ 0,51 5,08 £ 0,49 49+0,45 4,93+0,48
p > 0,05
Hemoglobin
Cao 0 0 0 0
Binh thwong 28 30 27 26
Giam 2 0 3 4
Trung binh 137,93 £ 11,81 141,4 £ 10,18 136,43 + 8,98 135,6 £ 10,47
p > 0,05
Hematocrit
Cao 0 0 0 0
Binh thwong 30 30 30 30
Giam 0 0 0 0
Trung binh 0,42 £ 0,03 0,428 £ 0,03 0,41 £ 0,028 0,42 £ 0,29
p > 0,05

Két qud xét nghiém mc hdng cau: &
mau 1 (trwdc tiém), 1 trwdng hop nam gidi
c6 hdng cau trén mic binh thudng 6,43T/I
va 29 trwdng hop, trong d6 23 nam va 6 ni
d&u c6 mre hdng cdu binh thuong. O mau
mau 2 (sau tiém 7 ngay): 2 trwdng hop nam
cé mirc hdng cau cao hon binh thuwong,
trong d6 van la 1 trwéng hop & l1an 1 cao,

thém 1 trwong hop tang tw 5,79 Ién 6,16
T/l. Con lai 28 trwong hop binh thwong,
trong d6 22 nam va 6 ni. O mau mau 3
(sau tiém 28 ngay): 1 trwdng hop nam co
murc hdng ciu tang cao, van la trudng hop
& mau 1 tadng. O’ mau mau 4: van 1a trudng
hop cé mirc héng cau cao & lan 1. Sy khac
biét v& mic hdng cau trung binh gitra



cac mau mau khoéng cé y nghia théng ké
(p > 0,05).

Két qua xét nghiém hemoglobin: & mau
1: 2 trwong hop nlr cd& mirc hemoglobin
duéi mirc binh thwdéng véi cac gia tri lan
lwot la 111 g/l, 112 g/l. 26 nam va 4 nir con
lai c6 mirc hemoglobin & trong gi¢i han
binh thwong. O mau 2: 30 trwdng hop déu
c6 mirc hemoglobin binh thwdng. O mau 3:
3 trwdng hop nam cd mirc hemoglobin
duwdi mirc binh thwong véi cac gia tri lan
lwot la 126, 127, 129 g/l. O mau 4: 2 truong

hop nam va 2 nir c6 mic hemoglobin
dwdi mire binh thuwdng (nam: 128, 126 g/l;
ni: 111, 113 g/l). Sy khac biét vé& murc
hemoglobin trung binh gitta cac mau mau
khéng cé y nghia théng ké (p = 0,257).

Két quad xét nghiém hematocrit: sau 2
mdi tiém, néng d6 hematocrit khéong bién
déi. Sy khac biét vé ndéng d6 hematocrit
trung binh git*a cac mau mau khéng cé y
nghia théng ké (p > 0,05).

* Két qua xét nghiém sé lwong tiéu céu
va bach cau qua céc mau méu (n = 30):

Bang 4: Két qua xét nghiém tiéu ciu va bach cau.

TIEU CAU MAU MAU 1 MAU MAU 2 MAU MAU 3 MAU MAU 4
Cao 0 1 0 0
Binh thwong 29 29 30 28
Giam 1 0 0 2
Trung binh 216,53 £ 33,49 231,77 £ 72,91 214,87 £ 28,97 221,8 £43,5

p > 0,05
Bach cau Mau mau 1 Mau mau 2 M&u mau 3 Mau mau 4
Cao 0 2 1 0
Binh thwong 30 28 29 29
Giam 0 0 0 1
Trung binh 5,76 £ 0,75 6,43 + 1,26 5,98 +1,18 5,45+0,8

p > 0,05

|

Két qua xét nghiém tiéu cau: & mau 1
(trwdc tiém), 1 trwong hop niv c6 mie tiéu
cau duéi mic binh thuwong (148 Gll), 29
trwdng hop, trong d6 24 nam va 6 nir co
mic tidu ciu binh thwong. O mau mau 2
(sau tiém 7 ngay): 1 trwe&ng hgp nam co gia
tri tiéu cau tang véi mirc 565 G/I, mirc ban
dau la 193 G/I. 29 trwong hop, trong d6 23
nam va 6 nir c6 mic tidu ciu binh thuwdng.
O mau mau 3 (sau tiém 28 ngay): khong cé
trwdng hop nao bién ddi qua gi¢i han binh
thwong. O mau mau 4 (sau tiém 2 mii VX):
2 trwdng hgp gidm dwdi mirc binh thwong,

1 nam & mirc 149 G/l va 1 ni¥ la trwong hop
& mau mau 1 tang v&i gia tri tiéu cau la
94 G/I. Sy khac biét vé mtre tiéu cau trung
binh gitra cac mau mau khdng cé y nghia
thong ké (p > 0,05).

Két qua xét nghiém bach cau: & mau 1:
30 trwong hop cé mic bach ciu binh
thwong. O mau mau 2: 28 trwdng hop binh
thwong va 2 trwdng hop (1 nam, 1 ni¥) tang
trén murc binh thwong voi mirc 9,7 x 109
va 9,8 x 10%1. O mAu 3, 29 truong hop co murc
bach ciu & gi¢i han binh thwéong, 1 trwong



hop nlr tdng cao hon binh thwong, nhuwng
khong dang ké véi mire 9,31 x 10%/1. O mau

creatinin (n = 30):

4: 1 trwong hop nir gidm bach cau, nhung
van trong gi¢i han cho phép 3,45 x 1071

Bang 5: Két qua xét nghiém GPT va creatinin.

* Két qua xét nghiém

néng dé6 GPT va

MUC GPT MAU MAU 1 MAU MAU 2 MAU MAU 3 MAU MAU 4

Tang 0 1 1 5
Binh thwong 30 29 29 25
Trung binh 13,563 £ 7,67 17,8 £10,9 18 £ 10,67 22,43 £ 13,87

p < 0,05 (p=0,02)

Creatinin

Tang 7 4 5 13
Binh thwong 22 25 22 13
Giam 1 1 3 4
Trung binh 100,73 + 32,17 93,93 + 18,7 97,73 £ 37,33 109,55 + 48,3

p > 0,05




Két qua xét nghiém GPT: & mau mau 1, khoéng cé trudng hop nao men SGPT ting qua
mec binh thwong. O mau 2: 1 trwdng hop nam téng t& mirc 22 U/l dén 57 U/l. O mau 3, 1
trwong hop nam tang tr mirc 31 U/l & mau 1, 34 U/l @ mau 2 1én 41 U/l & mau 3. O mau 4:
5 trwdng hop, trong d6 4 nam va 1 ni. Tuy nhién, mirc tdng & nhirng trwdng hop nay van
trong gi®¢i han an toan.

Két qua xét nghiém creatinin: & mau mau 1, khi chua tiém VX, 1 trwdng hop nam c6 mirc
creatinin huyét thanh dwéi mirc binh thuwéng (3 pmol/l). 5 trwéng hop nam cé ndng do
creatinin huyét thanh tang trén mdc binh thwdng (161, 136, 132, 180, 130 ymoll). 2 truwdng
hop ni¥ c6 mirc creatinin huyét thanh ting trén mdc binh thwdng véi cac gia trila 113 va 105
pmol/l.

O mau mau 2: 1 trwdng hop nam cé mic creatinin gidm dwdi mie binh thwong (61
pmol/l). 4 trwdng hgp mirc creatinin cao hon binh thwong, trong dé6 3 nam, 1 nl¥r v&i cac
merc 1an lwot 14 122, 122, 125 va 102 pmol/l. O mau mau 3: 5 trwdng hop cé mic creatinin
cao hon mic binh thwdng, trong d6 3 nam 2 ni¥ véi cac mie 1an lwot 1a 151, 122, 202
umol/l va 146, 187 umol/l. Bdng thdi, 3 trwéng hop nam cé mirc creatinin dwdi mirc binh
thwong (41, 57, 28 pmol/l). & mau mau 4: 13 trwéng hop ¢ mirc creatinin ting trén mlc
binh thuwdng, trong dé6 10 nam va 3 nir. 4 trwdng hop cd mirc creatinin dwédi mire binh
thwong, trong d6 3 nam va 1 nir. Cac mirc bién dbdi déu nam trong gi¢i han binh thwdng. Khi
xem xét ndng dd creartinin trung binh gira cac nhém, sw khac biét khéng cé y nghia théng ké
v&i p > 0,05.

KET LUAN

- Theo d&i cac phan &ng phu sau tiém 15 phut va cac thoi diém thy: khéng cé phan tng
phu nang hoac dac biét nghiém trong.

+ & mi tiém th& nhét, sau tiém 15 phut, 13,33% (4 trwdng hop) co6 cam giac dau va mai
tai chd tiém va kéo dai dén hét ngay thir 2. Khong trudng hop nao co cac triéu chirng khac
dwoc ghi nhan. Céac chi tiéu nhw mach, huyét ap, nhiét dd sau tiém 15 phat (mdi 1) déu ndm
trong gidi han binh thudng.

+ O mii tiém the 2, sau tiém 15 phut: 6,67% (2 trwéng hop) ghi nhan dau maéi tai chd
tiém. Khong co triéu chirng nao khac dwoc ghi nhan. Cac chi tiéu nhw mach, huyét ap, nhiét
do sau tiém 15 phat (mii 2) déu nam trong gi¢i han binh thwong.

- Céc chi tiéu xét nghiém sinh héa va huyét hoc bao gdm: hdng cau, bach ciu, tiéu cau,
hemoglobin, hematocrit, creatinin va men gan SGPT déu nam trong gi¢i han binh thuwéong
sau tiém 2 mai VX.



