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DPanh gia hiéu qua bao vé chudt nhat trang nhiém khuan huyét
cua globulin khang trwc khuan ma xanh

Lé Thu Hong*; Pham Ngoc Hung*

TOM TAT

Danh gia hiéu qua bao vé chudt nhét trdng nhiém khuén huyét cta globulin khang trwc khudn ma
xanh (TKMX). Két qua cho thay: khi bao vé bang ché phadm globulin khang TKMX truwéc hodc sau khi
gay nhiém khuén huyét (NKH), ty I& chudt sdng cao hon nhém chirng (100% chudt chét). Két hop
globulin mién dich pha lodng 1/4 hay 1/2 véi imipenem trén chuét nhat trang NKH liéu 4LDs, déu cho
két qua chudt dwoc bao vé tét hon so véi nhém chi st dung imipenem hay globulin don thuan
(75 - 80% so v&i 35 - 45%), p < 0,05. Khi bdo vé bang globulin khang TKMX pha lodng 1/2 don
thuan hay két hop véi imipenem, ty 1& chudt sbng déu cao hon nhém st dung globulin pha loéng 1/4
don thuan hay két hop v&i imipenem. Tuy nhién, sy khac biét khéng cé y nghia thdng ké (p > 0,05).

* T khéa: Globulin; Trwe khudn ma xanh; Nhiém khuén huyét.

Evaluation of protective effect of anti-pseudomonas aeruginosa
globulin on white house mouse septicemia

SUMMARY

Evaluation protective effect on white house mouse septicemia of anti-P. aeruginosa globulin.
The results showed that: when protected by anti-globulin before or after causing sepsis, the
percentage of alive mice was higher than the control group (100% mice died). The combination of
anti-P.aeruginosa globulin diluted 1/2 or 1/4 with imipenem on mice with sepsis 4LDg, doses are to
be protectively higher than just using imipenem or globulin alone (75 - 80% compared to 35 - 45%),
with p < 0.05. When protected by anti-P.aeruginosa globulin diluted 1/2 alone or combine with
imipenem, the percentage of alive mice was higher than the group using globulin diluted 1/4 alone or
combine with imipenem. However, no difference was statistically significant with p > 0.05.

* Key words: Globulin; Pseudomonas aeruginosa; Septicemia.

* Bénh vién 103
** Hoc vién Quén y
Phén bién khoa hoc: PGS. TS. Nguyén Thdi Son
DAT VAN DE va tng dung vécxin, huyét thanh mién dich
khang TKMX trong thwc nghiém [2, 3, 5].
O Viét Nam, trong nhitng nam gan day, Nhung ché phdm huyét thanh mién dich
c6 mot s6 cong trinh nghién cru vé ché tao  cia dé tai nghién cu trwéc day moi &
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dang tAm dap dé diéu tri tai chd vét thwong,
vét bdng nhiém TKMX nén hiéu qua (rng
dung trong diéu tri trén 1am sang con nhiéu
han ché, dac biét d6i véi bénh nhan (BN) bi
NKH. Thuc té cho thdy, sé lwong BN bi
NKH do loai vi khudn nay tai cac bénh vién
ngay cang gia tang véi ty Ié t&r vong cao,
viéc tao ra ché pham globulin mién dich
khang TKMX dang tiém dé tao ra hiéu qua
tire thi, gidm nguy co tir vong la mét viéc
lam hét strc can thiét. K& tuc thanh qua cla
nhirng giai doan nghién ctu trwdc day vé
huyét thanh khang TKMX, chang tdi nghién
clu "DPénh gig hiéu qud bao vé chudt nhét
trdng NKH cua globulin khéng TKMX".

DOI TUQNG, VAT LIEU VA
PHUONG PHAP NGHIEN CcUU

1. Péi twrong nghién ciru.

Chuét nhat trdng (200 con): khoé manh,
trong Ilwveng 20 - 22 gram/con.

2. Vat liéu.

- Globulin khang TKMX da kiém dinh co
s& dat yéu cau.

- Nwée mubi sinh ly vo tring 9%o.

- M6i trwerng, hoéa chat d& dinh danh vi
khuén cla hang Bio-Rad (Phap).

- Chiing 7P8 dé gay NKH cho chuét nhat
trang (CNT), la ching dwoc lwa chon lam
khang nguyén gay mién dich trén ngwa dé
tinh ché globulin mi&n dich. Ching 7P8 duoc
xac dinh nhay cdm v&i imipenem (IM). LDsq
clia chiing 7P8 = 2,8.10" vi khuan/ml [4].

3. Phwong phap nghién curu.

Gay NKH cho CNT bang 1 liéu 4LDs
ching 7P8 qua dwéng tiém 6 bung, theo ky
thuat cta Schiller B (1985).

* Xac dinh hiéu qué bao vé cta globulin
khang TKMX trén CNT NKH véi liéu gay
nhiém 4LDsy..

- S& dung 1 liéu 0,5 ml globulin khang
TKMX pha ty & 1/4 v&i nwéc mubi sinh ly.

+ Nhom 1: tiém 0,5 ml globulin khang
TKMX sau 3 gi& gay NKH.

+ Nhém 2: tiém 0,5 ml globulin khang
TKMX 3 gi® triée khi gay NKH.

+ Nhém 3 (nhém chirng): chi tiém 4LDs,
ching TKMX 7P8.

- Sr dung 1 liéu 0,5 ml globulin khang
TKMX pha ty 1& 1/2 v&i nwéc mudi sinh ly

+ Nhom 4: tiém 0,5 ml globulin khang
TKMX sau 3 gi& gdy NKH.

+ Nhoém 5: tiém 0,5 ml globulin khang
TKMX 3 gi& triedre khi gay NKH.

Theo dai s6 chudt chét trong 48 gio.

* Xac dinh hiéu qua bao vé cta globulin
khéng TKMX trén CNT NKH khi két hop st
dung khang sinh:

- Hiéu qua bao vé cua globulin pha lodng
1/4 két hop vé&i khang sinh: imipenem (liéu
gép 5 1an trén nguoi) cho CNT theo dudng
tiém 6 bung (550 pl/ngay/lAn/CNT (0,55 ml)
[1, 10].

+ Nhém 6 (globulin + IM): gdy NKH, 3 gi&
sau tiém globulin (0,5 mllan x 2 lan/ngay x
4 ngay) va IM (0,55 milan x 2 lan/ngay x
4 ngay).

+ Nhém 7 (globulin khang TKMX don thuan):
gady NKH, 3 gi¢ sau tiém globulin khang
TKMX (0,5 ml/11&n x 2 14n/ngay x 4 ngay).

+ Nhém 8 (khang sinh don thuan): gay
NKH, 3 gi& sau tiém IM (0,55 ml/lan x 2
lan/ngay x 4 ngay).
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- Hiéu qua béo vé cta globulin pha lodng Theo d&i s6 chudt chét trong 96 gio.
1/2 két hop v&i khang sinh:

+ Nhém 9 (globulin + IM): gay NKH cho
CNT, 3 gi¢ sau tiém globulin (0,5 ml/lan x
2 lan/ngay x 4 ngay) va IM (0,33 ml/lan x
2 lan/ngay x 4 ngay).

+ Nhém 10 (globulin khang TKMX don
thuan): gay NKH, 3 gi& sau tiém globulin
khang TKMX (0,5 mian x 2 1an/ngay x 4 ngay).

* Ky thuat cdy méu, phan lap TKMX:
tién hanh cdy mau CNT bi NKH. M&i nhém
cdy mau 1 con dé phan lap TKMX (theo
thwong quy ky thuat vi sinh vat).

KET QUA NGHIEN CU*U VA BAN LUAN

12 gi& sau khi gay nhiém khuan 2 ching TKMX déc luc, tién hanh cdy mau CNT. Méi
nhom thi nghiém cdy mau dai dién 1 CNT. Két qua cho thay: vao thoi diém 24 gid sau khi
cly mau, da phan lap dwoc TKMX & tat cd CNT cy mau. Cac chiing TKMX phan 1ap duoc
déu thudc chang 7P8.

1. Hiéu qua bao vé cuia globulin trén CNT NKH 4LDs,.
* Hiéu qua bao vé cua globulin pha loang 1/4:

Bang 1: Hiéu qua bao vé cla globulin pha lodng 1/4 trén CNT NKH chang 7P8 liéu
41 Dsp..

NHOM SO CHUOT CHET s6 %
THU CACH THUC THU NGHIEM n TICH LUY CHUQT | CHUOT
NGHIEM SONG SONG
Sau 24 gio | Sau 48 gio
1 Gay NKH 4LDsg: 3 gio sau 20 9 15 5 25,0
tiém globulin 1/4
2 Tiém globulin 1/4: 3 gi& 20 5 9 11 55,0
sau gay NKH 4LDsg
3 Churng: gay NKH 4LDso 20 18 20 0 0,0

Khi gay NKH chding 7P8 liéu 4LDs;, 100% CNT trong nhdm chirng chét trong vong 48 gidr

dau. Nhém 2 dwoc bado vé bang ché phdm globulin khang TKMX pha lodng 1/4 v&i nuéc

mudi sinh ly truéc khi gdy NKH 3 gi®, ty & chudt sbng cao hon nhém dwoc bdo vé sau khi

gay NKH (55% so v&i 25% chudt sdng) véi sw khac biét cé y nghia théng ké (p < 0,01).

* Hiéu qua bado vé cua globulin pha lodng 1/2:
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Bang 2: Hiéu qua bao vé cla globulin pha loang 1/2 trén CNT NKH chiing 7P8 liéu

4] Dsg.
. SO CHUOT CHET
NHOM HUOT C « R %
THU | CACH THUC THU NGHIEM n TICHLUY SOS%HN%QT CHUOT
NGHIEM sau 24 gio | sau 48 g SONG
4 Gay NKH 4LDso: 3 giov
sau tiém globulin 1/2 20 6 14 6 30,0
5 Tiém globulin 1/2: 3 gi®
sau gay NKH 4LDso 20 4 7 13 65,0

Khi gay NKH chang 7P8 lidu 4LDs,, két
qua twong tw nhw bang 1, ty 1& chudt séng
& nhém 5 (dung globulin mién dich truwéc
gay NKH) cao hon so v&i nhém sb 4 (duoc
béo vé sau khi gay NKH). Ty 1& nay Ia 65%
so v&i 30%, sw khac biét cé y nghia théng
ké (p < 0,01). Nhw vay, voi d6 pha lodng
globulin khac nhau, viéc s dung globulin
mién dich s&m déu cé hiéu qua bao vé tét
hon dung muén.

Trén CNT gay NKH liéu 4LDs, khi st
dung globulin mién dich sém (du globuin
pha lodng 1/2 hay 1/4) déu cho hiéu qua
bdo vé ting lén ré rét. Két qua nay twong
déi phu hop véi nghién ctu cta Barekzi
N.A (1999), khi st dung 10 mg IgG diéu tri
dw phong 1, 3, 6 gi0 trwdc khi céng kich
TKMX, ty 1& chudt séng sét 100%, trong khi
ty 1& chudt séng sau khi cdng kich vi khuan
3 gt 1a 80%, 6 gid' la 60% va néu diéu tri
sau 18 gi& thi ty I& chudt séng khéng co
y nghia so v&i nhém chivng [7]. Viéc didu
tri sdm con co y nghia dy phong NKH &
BN bdng. Theo Schiller B (1985): khi diéu tri
globulin mién dich khang TKMX trén BN
bdng (2 - 3 ngay sau bdng) lam giam ty &

bién chirng gdy NKH va rat ngan thoi gian
ghép da. Pilz G (1991) diéu tri globulin mién
dich theo duwdng tiém tinh mach trén BN
NKH, cho thay: globulin mién dich giup cai
thién nhanh triéu chirng lam sang, ty & t&
vong & nhém diéu tri thdp hon nhém ching.
Nhw vay, globulin mién dich khang TKMX
dung s&m trwéc khi gdy NKH cé y nghia
cho ddi twong c6 nguy co bi NKH do TKMX
va 14 co s& dé gidm thiéu nguy co t&r vong
& nhirng BN nay.

2. Hiéu qua bao vé cua globulin khang
TKMX trén CNT NKH chiing 7P8 lieu 4LDs,
khi két hop str dung khang sinh.

DPé khang sinh imipenem cé hiéu qua
bdo vé trén CNT, can phai tinh liéu lwong
thich hop dwa vao co thé CNT. Theo mét
sb tai liéu va nghién ctru khac, khi st dung
két hop khang sinh dé danh gia hiéu qua
bdo vé trén CNT gay NKH nén dung liéu gap
3 va 5 lan trén nguwoi [1, 10]. Minukin V.V
(1986) da dung huyét thanh hiéu gia 1/160
tiém 6 bung két hop vé&i tobramycin liéu gap
3 1an liéu trén nguwdi dé diéu tri CNT bi NKH
[9]. Theo Oishi K (1992), khi két hop khang
thé don dong dac hidu khang TKMX (MAb)
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lidu 500 mg theo dwdng tiém & bung va
sparfloxacin 5 mg/kg can nang theo dwong
udng cho thay, tac gia dung liéu khang sinh
g4p 5 1an liéu trén nguwdi khi tién hanh trén
chuét [10]. Do vay, trong khudn khd dé tai,

chung t6i da s&r dung khang sinh imipenem
tiém cho CNT liéu gép 5 lan trén nguoi 1a
5,5 mg/ngay/CNT.

* Hiéu qua bao vé cla globulin pha lodng

174 két hop v6i  khang  sinh:

Bang 3: Hiéu qua bao vé cla globulin pha loang 1/4 két hop v&i khang sinh trén CNT

NKH chiing 7P8 liéu 4LDs,

NHOM ] . , 5 . ET Ti Y s6 %
: GACH THUGC THS SO CHUQT CHET TIiCH LUY A b
THU NGHIEM n CHUOT | CHUOT
NGHIEM ' 24 gity | 48 gidy | 72 gid | 96 gi | SONG | SONG
6 Gay NKH 4LDso: 3 gio sau
tiém globulin 1/4 05 mifén | 54 3 5 5 15 750
x 2 lan/ngay x 4 ngay) + IM
(0,55 mlftan x 2 lan/ngay x
4 ngay).
7 Gay NKH 4LDso: 3 gio
sau tiém globulin 1/4 20 8 10 11 9 45.0
(0,5 ml/lan x 2 lan/ngay
X 4 ngay)
8 Gay NKH 4LDsg: 3 gio
sau tiém IM (0,55 ml/lan 20 9 11 13 7 35,0
x 2 1an/ngay x 4 ngay).
3 SSgng: NKH 4LDs, ching 20 20 0 0

& nhém 6 khi két hop st dung globulin
pha lodng 1/4 véi imipenem liéu gép 5 l1an
trén ngudi sau 3 gidr cong kich vi khuan doc
lwc gay NKH lidu 4LDs, ty & chudt séng cao
hon nhém 7 (chi dung globulin) va nhém 8
(chi st dung imipenem), v&i ty 1& 75% so
vOi 45% va 35%:; cao hon hdn nhom chirng
(100% chuét chét), sy khac biét c6 y nghia

théng k& (p < 0,01). Akiyama M (2000),
Felts A.G (2000) cho biét két hop globulin
mién dich v&i khang sinh c6 tac dung lam
gidm mot cach cé y nghia sb lwong TKMX
sau khi gay NKH so v&i diéu tri don thuan
mot loai [6, 8].

* Hiéu qua bao vé cua globulin pha
lodng 1/2 két hop v&i khang sinh:

Bang 4: Hiéu quéa bao vé cla globulin pha lodng 1/2 két hop v&i khang sinh trén CNT

khi gay NKH chiing 7P8 liéu 4LDs.
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NHOM SO CHUOT CHET TiCH LUY s6 %
THU CACH THUC THU NGHIEM n CHUOT | CHUOT
NGHIEM 24 giov | 48 giy | 72 giv | 96 giy | SONG | SONG
Gay NKH 4LDso: 3 gid sau
9 tiém globulin 1/2 (0,5 ml/lan
x 2 1An/ngay x 4 ngay) va IM | 20 2 3 4 4 16 80,0
(0,55 mlflan x 2 lan/ngay x
4 ngay).
Gay NKH 4LDsp: 3 gio sau
10 | tiém globulin 1/2 (0,5 minan | 20 | 4 6 ! 9 11 55,0
x 2 lan/ngay x 4 ngay)

Ty |& chudt sébng & nhom 9 (dung két hop globulin pha loang 1/2 v&i imipenem gép 5 1an

liéu ngwoi Idn) so v&i nhém 10 (chi dung globulin) va nhém 8 chi dung imipenem don
thuan (80% so v&i 55% va 35%), sy khac biét cé y nghia théng ké (p < 0,05).
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KET LUAN

Sau khi thtr hiéu qua bao vé cla globulin khang TKMX trén CNT NKH do TKMX, ching toi
rat ra két luan:

1. Hiéu qua cua globulin khang TKMX trén CNT NKH ching 7P8 véi liéu gay nhiém
4L Dsp.

- Ty 1& chuét s6ng & cac nhém duodc bao vé bang ché& phdm globulin khang TKMX 3
gid khi gdy NKH déu cao hon cac nhém chudt dudc bdo vé sau NKH. Su khac biét ¢ y
nghia thong ké (p < 0,01).

- Khi bao vé bang ché pham globulin khang TKMX 3 gi® trwéc va khi sau gay NKH, ty 1&
chuét séng déu cao hon nhém chirng (100% chudt chét) (p < 0,01).

- Khi bdo vé bang ché pham globulin khang TKMX pha loéng 1/2 v&i nwéc mudi sinh 1y,
ty 1& chudt sdng cao hon & nhém st dung globulin pha lodng 1/4. Tuy nhién, sw khac biét
khéng cé y nghia thdng ké (p > 0,05).

2. Hiéu qua cua globulin khang TKMX két hop v&i imipenem trén CNT NKH chung
7P8 vé&i liéu gay nhiém 4LDs,.

- Két hop globulin mi&n dich pha loang 1/4 hay 1/2 vé&i imipenem trén CNT NKH liéu
41.Ds, déu cho két qua: chudt dwoc bdo vé cao hon so véi nhédm chi st dung khang sinh hay
globulin don thuan (75 - 80% so v&i 35 - 45%), p < 0,05.

- Bdo vé bang ché pham globulin khang TKMX pha lodng 1/2 v&i nwéc mubi sinh |y két
hop v&i khang sinh imipenem, ty 1& chudt séng cao hon & nhém st dung globulin pha lodng
1/4 két hop véi khang sinh. Tuy nhién, sy khac biét khéng cé y nghia thdng ké (p > 0,05).
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