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NGHIEN CU’U HIEU QUA CUA POMULIN TRONG
CAI THIEN TRIEU CHU’NG LAM SANG VA
CHU'C NANG GAN O BENH NHAN XO GAN DO RUQU

Vi Minh Thiang*; Dwong Quang Huy*; Mai Héng Bang**

TOM TAT

60 bénh nhan (BN) xo gan do rwou, trong d6 35 BN dwoc diéu trj liéu phap bénh gan co s& két
hop pomulin 1.200 mg/ngay trong 15 ngay so vé&i 25 BN nhém chirng chi st dung liéu phap bénh
gan co sé. Két qua cho thdy: pomulin gép phan lam hét hoi ching cai rwou & 10/10 BN (100%) va
cai thién tinh trang tén thwong than kinh ngoai bién & 20/28 BN (71,42%); cac ty |é nay so vé&i nhém
chirng 1a 6/8 BN (75%) va 50% (p < 0,05). Pomulin gép phan lam gidm mac do GGT t&i 65,47%, so v&i
nhém chirng (45,37%) (p < 0,001) sau 15 ngay diéu tri. Dac biét, mic dd gidm TNF-a sau 15 ngay
diéu tri pomulin dat 26%, cdn nhém chiing chi dat 16,45%.

* T khéa: Xo gan do rwou; Chirc nang gan; Triéu chirng 1am sang; Pomulin; Hiéu qua diéu tri.

THE EFFECTIVENESS OF GLUTATHION IN IMPROVEMENT
OF CLINICAL FEATURES AND LIVER FUNCTION TESTS
IN PATIENTS WITH ALCOHOLIC CIRRHOSIS

SUMMARY

Total 60 patients with alcoholic cirrhosis, 35 patients received basis liver therapy combined
pomulin 1,200 mg/day for 15 days, compared with 25 control group patients only got therapy for
basis liver disease. The results showed that: pomulin has contributed to stop alcohol withdrawal
syndrome in 10/10 (100%) patients and improved the condition of peripheral neuropathy in 20/28
(71.42%) patients; the ratio compared with controls was 6/8 (75%) and 50%, corresponding to
p < 0.05. Pomulin has contributed to reduce levels of GGT to 65.47% compared with the control
group was 45.37% with p < 0.001 after 15 days of treatment. In particular, TNF-« levels decreased
after 15 days of treatment pomulin at 26%, while the control group was only 16.45%.

* Key words: Alcoholic cirrhosis; Liver function; Clinical symptom; Glutathion; Effectiveness.

DAT VAN BE quéc gia) [1]. BN bi xo gan lién quan chi

o _ yéu dén nhiém virut viém gan B hoac/va C,

Xo' gan la bénh kha pho bién trén thé  |ywong rwou tiéu thu mdi ngay. Ty 1& bénh

gioi, ty 1& tir vong do xo' gan theo WHO dao  xo gan do rwou & cac nudc dang phat trién

dong tlr 40 - 70 trwong hop/100.000 dan  ni chung va Viét Nam néi riéng dang ngay
(sO liéu thong ké ttr nam 1980 - 2002 & 41 mot gia tang [8].

* Bénh vién 103

** Bgnh vién TWQH 108
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Co ché tén thwong gan do rwou dwoc cho
la hau qua clia qua trinh oxy héa qua muirc
tr s&n xuat duv thira cac gbc tw do chuyén
héa rwou va khd ndng chdng oxy hoéa cta
gan bj giam sut [6]. Qua trinh oxy hda qua
murc con kich thich té bao Kupffer san sinh
ra cytokine tién viém (TNF-a, IL-1, IL-6, IL-8
va IL-18) lam trung gian cho nhiéu khia
canh cla bénh gan do rwou. Trong do,
TNF-o dong vai trd trung tdm trong bénh
sinh clia bénh gan do rugu, néng dé TNF-a.
cao trong huyét thanh gap & nhiing BN bénh
gan do rugu [7].

Glutathion (biét dwoc la pomulin) Ia mét
tripeptide, dwoc téng hop tlr glutamine,
cysteine va glycine trong bao twong cla té
bao [3], cac t& bao gan tdng hop ra mot
lwong glutathion cao t&i 10 mM so vé&i hau
hét hét cac té bao khac chi 1 - 2 mM [4].
Tac dung sinh hoc cla glutathion khéng
chi trwc tiép chéng oxy héa ma con gitp
phuc hdi hoat ddng cac chat chéng oxy héa
khac nhuw vitamin C, E [3]. Glutathion suy giam
trong huyét thanh lién quan dén viéc thac
day bénh gan tién trién [3], mirc d6 glutathion
tang trong bénh gan dwoc phuc héi [2].

Nhiéu nghién ctu trén thé gi¢i da chirng
t6 viéc bd sung glutathion sé giup hd tro co
thé chéng ung thw, chéng doc, diéu hoa
mién dich, cai thién chirc nang cac co quan
trong co thé [4, 5]. Muc tiéu cta nghién
ctu: Danh gia hiéu qua cta pomulin trong
cai thién triéu ching ldm sang va chirc
nang gan & BN xo gan do ruou.

DOI TUQNG VA PHUONG PHAP
NGHIEN clru

1. D6i twong nghién ciru.

60 BN xo gan do ruou, diéu tri noi tra tai
Khoa N§i Tiéu héa, Bénh vién 103 tw thang
4 -2010 dén 12 - 2012.

* Tiéu chudn chon BN:

- L&m sang va xét nghiém co 2 hdi chirng
kinh dién (suy chirc nang gan va tang ap lwc
tinh mach ctra) va diém Child-Pugh < 11, cé
hoac khéng cé hoi chirng cai regu kém theo.

- Tién s va/hodc hién tai uéng ruou =
300 ml/ngay, lién tuc = 5 nam.

- Xét nghiém marker virut viém gan (B, C)
am tinh.

* Tiéu chuén loai trce:

BN xo' gan can nguyén hén hop (ca ruou
va virut), xo gan do rwou kém ung thu biéu
mo té bao gan.

2. Phwong phap nghién cuiru.

Nghién ctru md ta, theo ddi doc c6 dbi
chirng.

60 BN xo gan do ruou, chia lam 2 nhém
ngau nhién:

- Nhém 1 (nhém nghién cu): 35 BN,
dwoc diéu tri bang liéu phap bénh gan co s&
két hop glutathion 600 mg (pomulin 600 mg;
s6 gidy phép: VN-9908-10), 2 lo, tiém tinh mach
cham sang va chiéu lién tuc trong 15 ngay.

- Nhém 2 (nhém chirng): 25 BN, dwoc digu
tri béng liéu phap bénh gan co' s& don thuan.

Liéu phap bénh gan co s& bao gébm: ché
dd nghi ngoi, &n udng hop ly, ngung ruou
va diéu tri hoi chirng cai rwgu néu cd, bd tro
chirc ndng gan, bao vé té bao gan, chdng
oxy hoa (silymarin, vitamin E) va vitamin B1.

* Cac chi tiéu theo déi danh gia trwéc va
sau diéu tri:

- Banh gia chirc nang gan theo 3 tiéu chi:

+ Lam sang: mét mai, rdi loan tiéu hoa,
da niém mac vang, xuét huyét duéi da va
niém mac, cé trwéng, phu.

+ Céc xét nghiém mau lién quan dén diém
Child-Pugh (albumin, prothrombin, bilirubin
toan phan).
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+ Céac xét nghiém vé enzym gan (AST,
ALT, GGT).

- Binh lugng TNF-a. theo phudng phap
ELISA, kit TNF-o tai Khoa Mién dich, Bénh
vién TWQD 108.

- Danh gia 5 rdi loan ngoai gan:

+ HOi ching cai rwou: mét ngu, kich
dong, bdn chén lo lang; cwong giao cam
(v md hoi, tim dap nhanh); néng: rbi loan
nhan thirc, mé sang, co giat.

+ HOi chirng Korsakoff: sa sut tri tué (nh&
xa va quén gan), thd o va mét tap trung.

+ Co ctrng Dupuytren’s: co rat cac can co
duwéi da cla long ban tay (bat ky ngén nao,
hay bi nhirng ngén nhd) tao cuc I6i [6m.

+ Tén thwong than kinh ngoai bién: dau
méi co bép, chudt rat, gidm phan xa gan
xwong.

+ Viém da day thwe quan: dau tire thwong
vi, @ néng, budn nén, non.

* Xt ly sé liéu: theo chwong trinh SPSS
15.0 cia WHO.

KET QUA NGHIEN c(’U VA BAN LUAN

Bang 1: Dac diém tubi, gi¢i va triéu chirng lam sang trudc diéu tri.

NHOM 1 (n = 35) NHOM 2 (n = 25)
n % n % P
Nam/n(r 35 100 25 100 > 0,05
Tubi trung binh 43,6 £ 10,5 42,7 +9,6 > 0,05
Mét/réi loan tiéu hoa 32/26 91,4/74,3 22/19 88/76 > 0,05
Vang da, niém mac 18 51,4 13 52 > 0,05
Xuét huyét dwéi da, niém mac 17 48,6 13 52 > 0,05
Phu/cd truwdng 12/10 28,9/28,6 717 28/28 > 0,05
Gan to/lach to 30/6 85,7/17,1 20/3 80/12 > 0,05
Tang GGTT (u/l) 35 (420 £ 64) 100 25 (432 + 66) 100 > 0,05
Tang AST' (u/l) 35 (215 £ 25) 100 25 (195 + 23) 100 > 0,05
Tang ALTT (u/l) 11 (61 £ 15) 31,4 7 (55 £ 14) 28 > 0,05
Tang bilirubin toan phan (um/) | 20 (33 % 8) 57,10 14 (31 £11) 56 > 0,05
Giam albumin’ (g/l) 12 (28 £ 6) 28,60 7(30+7) 28 > 0,05
PT (giay kéo dai)’ 15 (6 £ 3) 42,90 12 (7 £ 3) 48 > 0,05
Ho6i chirng cai rwou 10 33,3 8 32 > 0,05
TNF-a. 23 (16,55 + 5,26) 23 (16,04 + 5,68) > 0,05
Hoi chirng Korsakoff 29 29 29 84 > 0,05
Co ctrng Dupuytren’s 5 14,3 4 16 > 0,05
Tén thwong than kinh ngoai vi 28 80 20 80 > 0,05
Viém da day thyc quan 32 91,4 23 92 > 0,05

(t: gid tri trung binh va do léch chuén trong déu ngodc don)
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Khéng cé suw khac biét vé tudi, gidi cling nhw céc triéu chirng ctia héi chirng suy chirc
nang gan va tang ap lwc tinh mach ctra & 2 nhém (p > 0,05). Triéu chirng lam sang tai gan
hay g&p nhét 1a mét, rdi loan tiéu héa, vang da va cé khoang 80% BN gan to. Trong c&c rbi
loan ngoai gan, hay gdp nhét Ia viém da day - thwc quan (91,4 - 92%), ton thwong than
kinh ngoai vi (80%) va hdi chirng Korsakoff (82,9 - 84%). > 32% BN c6 hdi chirng cai rwou.
Nghién ciru ciia Spahr L va CS (2007) [8] ciing cho két qua twong tw vé cac bidu hién
ngoai gan, chi yéu 1a bénh da day thwc quan va tdn thwong than kinh ngoai vi.

Bang 2: Triéu chirng |am sang sau diéu tri.

NHOM 1 NHOM 2 p
n % n %
Mét 2/32 6,3 6/22 27,3 <0,05
Réi loan tiéu hoa 0/26 0 2 9,1 <0,05
Vang da, niém mac 8/18 44.4 8/13 61,5 < 0,05
Xuét huyét dwsi da, niém mac méi 3/17 17,6 5/13 385 < 0,05
Phu 0712 0 0/12 0 > 0,05
C6 trwdng 3/10 30 217 28,6 > 0,05

Sau 15 ngay diéu tri, cac triéu chirng 1am sang dwoc cai thién & cd 2 nhém, nhung ré
hon & nhom diéu tri két hop pomulin: cac triéu chirng mét, rdi loan tiéu hoa, nhat 1a triéu
ching vang da, xuat huyét & nhém 1 gidm ré so véi nhém 2 (p < 0,05), twong tw nhw két
gua nghién ctru ctia Cook va CS (1965) [2].

Bang 3: Két qua xét nghiém sinh héa huyét thanh 2 nhém sau diéu tri.

NHOM 1 NHOM 2
n % n %
Giam bilirubin toan phan (umol/l) | 14/20 (20  15) 70,0 9/14 (25 + 17) 64,28
Tang albumin' (g/l) 11/12 (34) 91,7 717 (35) 100,0
PT (giay kéo dai)' 10/15 (4 £ 2) 66,7 7112 (5 £ 2) 58,33
Giam ALT (u/l) 11/11 (45) 100,0 23/25 (42) 92,00
Giam AST' (u/l) 35/35 (86) 100,0 25/25 (90) 100,0
Giam GGT' (ufl) 34/35 (145 + 41) 97,14 23/25 (236 + 39) 92,00

TNF-a

12,24 + 3,66

13,4 + 4,63

1: gid tri trung binh ndm trong dau ngodc don
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Céac chi s6 danh gid chic ndng gan
(bilirubin toan phan, PT va albumin) va men
gan (GGT, AST va ALT) ctia da s6 BN (50 -
100%) ca 2 nhom da cai thién rd rét sau diéu
tri. Pac biét, luong TNF-a. gidm rd rét & ca 2
nhém (p < 0,001), tuy nhién, mic do giam &
nhém pomulin (26%) cao hon nhém chiing
(16,45%). M(rc do giam bilirubin, AST va ALT,
cling nhu mirc @6 tang cha albumin va rat
ngén thdi gian prothrombin clia 2 nhém khac
nhau khéng cé y nghia théng ké (p > 0,05).
Mé&c du s6 BN c& 2 nhém c6 GGT giam
khong khac biét (97,14% & nhém pomulin so
voi 92% & nhém chirng) (p > 0,05), nhwng
mec d6 gidm GGT cha nhém pomulin la

65,47%, nhiéu hon so v&i nhém ching
(45,37%) (p < 0,001). Két qua nay phu hop
v&i két luan ctia Spahr va CS [8]: GGT ting
cao (trwdc diéu tri) 1a mot ddu hiéu oxy hoa
qua murc va két hop véi bénh gan do ruou
tién trién nhanh hon. Glutathion vira cé tac
dung chdng oxy hoéa truc tiép, vira phuc hoi
hoat ddng chéng oxy héa cla vitamin C va
E, la nhitng chét ludn thiéu & ngwdi bénh xo
gan; tr do glutathion gép phan lam giam
GGT nhanh choéng. Ngoai ra, Forman va CS
[4] cho réng, glutathion ¢ kha ndng trc ché
GGT, trong bénh gan do ruwgu, cac t& bao
gan luén san xuét qua mrc GGT hodc do
tén thwong té bao gan gay ra [6].

Bang 4: Céc triéu chirng ngoai gan sau diéu tri.

o NHOM 1 NHOM 2 p
CAC DU LIEU

n % n %
Hoéi chirng cai rwou 0/10 0 2/8 25 < 0,05
Ho6i chirng Korsakoff 25/29 86,2 19/21 90,5 > 0,05
Co ctrng Dupuytren’s 5/5 100 4/4 100 > 0,05
Tén thwong than kinh ngoai vi 8/28 28,6 10/20 50 <0,05
Viém da day thyc quan 0/32 0 0/23 0

Nhém pomulin c6 cai thién va hét hoi chirng cai rwgu (100% so véi 75%, p < 0,05) va

cai thién tinh trang ton thwong than kinh ngoai bién (71,42% so v&i 50%, p < 0,05) tét hon

nhém chirng. Ngoai ra, pomulin gép phan cai thién hoi chirng Korsakoff, nhuwng khéng y

nghia (p > 0,05).

KET LUAN

Trong 60 BN xo gan do rwou, 35 BN
dwoc diéu tri liéu phap bénh gan co s& két
hop pomulin 1.200 mg/ngay trong 15 ngay
so v&i 25 BN nhém chirng chi sir dung liéu
phéap bénh gan co sé. Két qua cho thay:

- Pomulin gép phan lam hét hoi
chirng cai rvgu & 10/10 BN (100%) va
cdi thién tinh trang tdn thwong than
bién & 20/28 BN
(71,42%); cac ty 1é nay so v&i nhom
ching la 6/8 BN (75%) va 50% (p <
0,05).

kinh ngoai
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- Pomulin gép phan lam gidam mac d6 GGT
toi 65,47%, con nhéom chirng la 45,37% sau
15 ngay diéu tri.
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