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Nghién ctru mot sé yéu tod khéi phat va danh gia hiéu qua diéu tri cta lactu-
lose ph6i hop rifaximin & bénh nhan bénh n3o gan do xo’ gan tai Bénh vién
Cho’ R3y

H6 Tén Phdt’, Vi Thi Minh Tém®, Huynh Nguyén Bdng Trong?,
Trén Nhut Thi Anh Phuong’, Tréin Thi Kim Ngdn', Diép Thi Méng Tuyén®,
Huynh Pham Nguyét Chau?, Trén Vén Huy?
(1) Bénh vién Cho Réy; (2) Trudng Pai hoc Y Duorc, Bai hoc Hué
Tém tat
D3t van deé: Bénh nio gan la bing chitng quan trong xac nhan tinh trang suy chirc ndng gan, cé thé gip
& khodng 40% cac bénh nhan xo gan. Chwa cé nhiéu nghién ctru & Viét nam vé hiéu qua phdi hop lactulose-
rifaximin trong diéu tri bénh ndo gan rd. Nghién cru nay nhdm muc tiéu khao sat cic yéu t6 khdi phat va
danh gid hiéu qua diéu tri cta lactulose phéi hop rifaximin & cadc bénh nhan bénh n3o gan rd. Pi twong va
phuwong phap nghién ciru: Nghién ciru tién clru, mu don cé ddi chitng & 43 bénh nhan bénh nio gan rd do
xo gan theo phan loai West Haven, khéng cé ndi thdng ctra - chtl, nhap khoa Nai Tiéu hda, Bénh vién Cho Riy
tlr thang 3/2019 dén thang 8/2019, dwoc chia lam hai nhém diéu tri bang lactulose phdi hop véi rifaximin
1.100mg/ngay (n=21) va nhém chi diéu tri bang lactulose don thuan (n =22 bénh nhan). Tat cd bénh nhan
duwoc ghi nhan cac yéu t6 khai phat, ddc diém 1am sang va danh gia sy hdi phuc bénh n3o gan. K&t qua: Tudi
trung binh cla b&nh nhan trong nghién ctru 1a 54,8 + 12,1 tudi (ty 1& nam: ni¥ 1a 4,38: 1). Nguyén nhan gay xo
gan hang d4u 1a ruou bia (39,5%). Cac triéu chirng 1am sang thuwdng gdp nhat 1a vang da (83,7%), sao mach
(41,9%) va bang bung (37,2%). Cac yé&u t& khdi phat thuwdng gdp nhat [a nhiém trung (51,2%), xuat huyét tiéu
hod (37,2%) va tdo bdn (25,6%). Ty & bénh nhan cai thién tri gidc hoan toan & nhém phdi hop rifaximin dat 81%
s0 vdi 63,6% & nhém bénh nhan chi diéu tri bing lactulose (khodng tin cdy 95% tir 0,539 - 1,147 véi p = 0,206).
K&t luan: Céc yéu t6 khdi phét bénh ndo gan thudng gip la nhidm trung, xuat huyét tiéu hod va tao bén. Trén
Iam sang ghi nhan hiéu qua diéu tri bénh n3o gan bang lactulose phdi hop rifaximin cho hiéu qua tét hon dung
lactulose don thuan.
Tir khéa: bénh ndo gan, yéu té khdi phat, lactulose, rifaximin

Abstract
Precipitating factors and efficacy of combining lactulose plus rifaximin in the

treatment of hepatic encephalopathy due to cirrhosis at Cho Ray Hospital
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Background: Hepatic encephalopathy is an important evidence that confirms impairment of liver function,
may occur in about 40% of cirrhotics. Data about efficacy of rifaximin plus lactulose in the treatment of
Vietnamese patients was still limited. This study aimed to determine the precipitating factors and to
access the efficacy of lactulose plus rifaximin in overt hepatic encephalopathy. Patients and Methods: The
prospective single-blind randomized controlled trial, 43 cirrhotics with overt hepatic encephalopathy without
portal systemic shunting addmitted to gastroenterology department of Cho Ray Hospital from March 2019
to August 2019, were randomized into two groups (group A lactulose plus rifaximin 1.100 mg/day, n = 21;
and group B only lactulose; n = 22). All patients were recorded for onset factors, clinical characteristics and
assessing the recovery of hepatic encephalopathy. Results: The mean age of patients in this study was 54.8 +
12.1 years (the ratio of male to female patients is 4.38 : 1). The leading cause of cirrhosis was alcohol (39.5%).
The most common clinical symptoms were jaundice (83.7%), spider naevi (41.9%) and ascites (37.2%). The
most common triggers were infection (51.2%), gastrointestinal bleeding (37.2%) and constipation (25.6%).
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The percentage of patients with complete improvement after treatment with lactulose plus rifaximin was 81%
compared to 63.6% in the lactulose-treated patients only (95% Cl: 0.539 - 1.147, p value = 0.206). Conclusion:
Our data revealed that common triggers of hepatic encephalopathy were infections, gastrointestinal bleeding
and constipation. The combination of lactulose plus rifaximin was more effective than rifaximin alone in the

treatment of overt hepatic encephalopathy.
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1. DAT VAN BE

Bénh n3o gan la bang chitng quan trong xac
nhan tinh trang suy chirc ndng gan, cé thé gip tur
30% - 40% & céc bénh nhan xo gan trong qua trinh
dién tién cla xo gan. Bién chirng nay thuong do cac
yéu t6 khai phat gy nén va ngay lan d3u xuat hién
d3 dan dén mot tién lugng rat xau cho bénh nhan
X0 gan vdi ty 1é séng sau mét ndm la 36% [14]. Néu
giai quyét duwoc cac yéu t6 khdi phat, c6 thé dén
90% bénh nhan bénh ndo gan do xo gan cé kha nang
héi phuc [15]. Tién lvgng bénh n3o gan trong nhiéu
trudng hop con rat nang, néu phdi hop thém thuéc
thi cé thé gitp tang hiéu qua diéu tri va giam ty 18 tl&
vong bénh n3o gan hay khong van chua biét duoc.
Cac nghién cru so sanh hiéu qud diéu tri bénh ndo
gan bang lactulose phéi hop rifaximin va lactulose
don ddc d3 cho ra nhitng k&t qua chua théng nhat.

Tai Viét Nam, hién nay viéc phdi hop rifaximin
v3i lactulose trong diéu trj bénh n3o gan hién nay
van chua phd bién. Ching téi cling chua thay bat ky
céng bd chinh thirc ndo trong y vin vé so sanh hiéu
qua diéu tri bénh n3o gan giita hai phac d6 dung
lactulose cé va khéng cé phdi hop rifaximin. D6
chinh |a co s& dé& ching t6i tién hanh dé tai “Nghién
clru mét s6 yéu t6 khdi phat va danh gid hiéu qua
didu tri cla lactulose phdi hop rifaximin & bénh
nhan bénh n3o gan do xo gan tai Bénh vién Cho Ray”
v&i muc tiéu: (1) M6 té ddc diém Idm sang, cdn IGm
sang va mot s6 yéu té khdi phdt bénh néo gan &
bénh nhén xo gan;

(2) Bénh gid hiéu qud diéu tri cia lactulose phdi
hop rifaximin & déi twong nghién ciru.

2. POITUQONG - PHUONG PHAP NGHIEN cU'U

Nghién ctru tién ciru, mu don cé d6i chirng & 43
bénh nhan bénh ndo gan rd do xo gan theo phan loai
West Haven tir giai doan 2 dén giai doan 4 [14],[15],
khéng cé théng ndi clra chi, nhap khoa Noi Tiéu
héa, Bénh vién Cho Ry tir thang 3/2019 dén thing
8/2019.

2.1. Tiéu chuan chon bénh

- Bénh nhan 2 16 tudi dugc chan doadn xo gan
giai doan mat bu qua kham 1am sang, siéu &m bung
va cdc xét nghiém chirc nang gan.

- Bénh nhan duwoc chan doan bénh ndo gan ré
theo tiéu chuin clia H6i Gan Mat Hoa Ky nam 2014
[15].

- Bénh nhén hodac/va than nhan bénh nhan
ddng y tham gia nghién ctu.

2.2. Tiéu chuan loai trir

- Bénh nhan cé bénh than kinh c6 thé giy roi
loan tri giac.

- Bénh nhan duogc phat hién hoac nghi ngo di
(rng vdi bat ki thanh phan cda thudc trudce va trong
nghién ctru, hodc cd bat ki tdc dung phu nao cla
thuéc trong qud trinh nghién clru s& bj loai khéi
nghién ctru ngay lap tirc va ti€n hanh x{ tri cap ctru
néu can.

2.3. Phwong phap xtr ly sé liéu

Céc s6 lidu thu thap duwoc ma héa va xtr ly bing
Excel 2013 va chuwong trinh SPSS 20.

3. KET QUA
Bang 1. M6t s6 dic diém chung cla bénh nhan trong nghién ctru
Dic diém chung N=43
Tudi 54,8+12,1
Ty 1& nam/nir 438:1
Phan do Child-Pugh (A/B/C) 0/ 1/ 41
Phan loai West Haven (2/3/4) 9/26/8
SO lwgng yéu té khdi phat 1/2/3 yéu té 24/ 18/ 1
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Bang 2. Ty |é cac nguyén nhan xo gan
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Nguyén nhan (n=43) n %
Uéng bia, rugu 23 53,5%
Khong nhiéfn HBV va HCV 17 39,5
C6 kém nhiém HBV/HCV 6 14,0
HBV 9 21,0
HCV 5 11,6
HBV+HCV 1 2,3
Khéng ré nguyén nhan 5 11,6
Bang 3. Ty |& triéu chirng |dm sang cla bénh nhan nghién clru
Triéu chirng (n=43) n %
Vang da 36 83,7
Sao mach 18 41,9
Bang bung 16 37,2
Long ban tay son 15 34,9
Lach to 13 30,2
Phu chan 10 23,3
Tuan hoan bang hé 3 7,0
Xuat huyét dudi da 3 7,0
N hda tuyén vu 1 2,3
Bang 4. YEu 8 khéi phat bénh ndo gan
Yéu t6 khai phat (n=43) n %
Nhiém trung 22 51,2
Nhiém trung tiéu 15 68,2
Viém phéi 6 27,3
Nhiém trung huyét 4 18,2
Viém mo té& bao 2 9,1
Nhiém trung dich bang 1 4,5
Xuat huyét tiéu hda 16 37,2
Tao bdn 11 25,6
R&i loan dién giai 10 23,3
Gidam Na+ 6 60,0
Giam K+ 4 40,0
Dung thudc an than 1 2,3
Khéng r& 2 4,6
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Bang 5. Hiéu qua diéu trj cha Lactulose phéi hop Rifaximin & b&nh nhan nghién ciru

Phic db (n=43) Hiéu qua diéu tri . RR
ac dd (n= p
Tinh Khéng tinh (KTC 95%)
Lactulose 14 (63,6%) 8 (36,4%)
0,786
e . 9, o, !
Lactulose,+R|faX|m|n 17 (81,0%) 4 (19,0%) 0,206 (0,539- 1,147)
Tong 31 (72,1%) 12 (27,9%)

4. BAN LUAN qua nay clia ching t6i twong déng vé&i cac tac gia Vo

4.1. Pic diém chung cha bénh nhan trong
nghién cliru

TuGi trung binh cta cac d6i twong trong nghién
clru cla chung t6i 13 54,8 + 12,1 tudi. Do tubi trong
nghién ctru phan tan rong va dao dong tir nhd nhat
13 33 tudi va I&n nhat 13 82 tudi. Do tudi trung binh
trong nghién clru cda ching tdi hoan toan twong
déng véi nghién ciru cta Pang Ngoc Quy Hué khi
tién hanh trén 103 bénh nhan xo gan 13 54,2 + 15,3
[1], kha tuwong dbng vé&i tudi trung binh trong cac
nghién cru cta Butt trén 130 bénh nhan 56,06
11,2 [8] va Pantham trén 45 bénh nhéan tién ctru la
55,3 + 8,6 [12]. C4c nghién ctru khac vé bénh ndo
gan cta V3 Huy Van trén 143 bénh nhan cho két qua
tudi trung binh 55,6 tudi, twong déng véi nghién
ctru clia chung téi [3]. Trong khi d6, nghién ctru cla
Huynh Ky Anh Huy trén 125 bénh nhan cho két qua
dé tudi trung binh cao hon 58,64 + 1,24 [2].

Trong pham vi nghién ctru, ching t6i ghi nhan ty
|& bénh nhan bénh ndo gan da s6 13 bénh nhan nam
(81,4%) so véi nit chiém ty & thap hon (18,6%). Ty
s6 gidi tinh nam: ni¥ trong nghién ctru cta ching téi
la 4,38 : 1. Cac nghién ctru khac vé bénh n3o gan
cGa Huynh Ky Anh Huy cho ty s6 nam : nit @ nhém
bénh nhan tir 40 - 60 tudi trén 125 bénh nhan la
2,04 (nam 67,2%, nir 32,8%) [2], VO Huy Van trén
147 bénh nhan la 3,01 (nam 75,8% va nit 25,2%)
[3]. K& qua cua ching tdi v&i nam chiém wu thé kha
tuwong dong véi ty 1é gidi tinh nam:nit trong nghién
clru clia Abdelraheem trén 76 bénh nhan bénh nio
gan la 4,7 (nam 81,5%, nit 18,5%) [4].

Trong nghién ctru clia ching tdi, ba nguyén nhan
hang d3u gay xo gan |a udng rwou bia, nhiém HBV va
HCV. Trong do, ruqu bia cling chinh la nguyén nhan
phd bién nhat, tiép theo 13 nhiém HBV rdi d&én HCV
vGi ty 1 [an lwot 13 32,6%, 30,2% va 20,9%. Nguyén
nhan do ruou bia nhung c6 kém theo nhiém HBV
hodc HCV ciling chiém dén 14%. Th( tu nguyén nhan
gay xo gan trong nghién clru cta ching ti cho két
qua hoan toan phu hop véi céc nghién clru mdi nhat
vé dich t& hoc trén thé& gigi néi chung va chau A ndi
rieng, dac biét & ving Dong Nam A ¢ Viét Nam. Két
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Huy Van (ruou bia 59,2%; HBV 29,9%; HCV 16,3%)
[3]. Huynh Ky Anh Huy cling cho két qud tuong
nhung ty 1& nhiém HBV thap hon HCV (rwou bia
35,2%; HCV 24%; HBV 2,8%) [2], Sharma trén 120
bénh nhan bénh n3o gan (ruou bia 60%; HBV 18,3%,
HCV 59%) [13].

Ty | triéu chirng 1am sang thudng gdp nhat cda
bénh nhan nghién ctru khi nhap khoa Né6i Tiéu hoa,
Bénh vién Cho Ray la vang da (83,7%, bilirubin 8,8
+ 9 mg/dL), tiép theo sau d6 |a cac triéu chirng sao
mach (41,9%), bang bung (37,2%), Iong ban tay son
(34,9%), lach to (30,2%) va phu chan (23,3%), tuan
hoan bang hé (7%) va xuat huyét dudi da (7%).

4.2, Yéu t6 kh&i phat bénh n3o gan

Két qua cho thay yéu td khdi phat chiém ty 1é cao
nhat trong nghién ctru cla ching t6i [a nhiém trung,
tiép theo la xuat huyét tiéu hod va tdo bon vdi cac
ty 1& [an lugt 13 51,2%, 37,2% va 25,6%. Két qua nay
hoan toan phlu hop véi Sharma theo thit ty nhiém
trung, xuat huyét tiéu hod va tdo bén [13], Magsood
cling cho két qua cac yéu t6 khai phat cé thi tuw
twong ty nhu trén [10]. Day cling la bo ba nhdm cac
yéu t6 khai phat thwong gdp nhat trong cac nghién
ctru cla Devrajani |a nhiém trung, tdo bén va xuat
huyét tiéu hod [8], Hayat 1 nhiém trling, xuat huyét
tiéu hod va tdo bon [9], Mumtaz |a nhiém trung, tio
bén va xuat huyét tiéu hod [11]. Ty |é céc yéu t6 khai
phat hay gdp nhat trong nghién ctru cla chdng toi
c6 khac biét so v&i mot sb tac gia trong nwdc nhu
Huynh Ky Anh Huy (2012) [2] va V&6 Huy Van (2016)
[3]. Su khac biét nay 1a do nghién clru cha chdng
t6i chon hau hét |a nhirng bénh nhan nhép khoa ¢
bénh ndo gan rd do xo gan, tién hanh thu thap s6
liéu. Cac nghién ctru khac chon lya d6i twgng nghién
ciru cb bién chirng bénh ndo gan trong thoi gian
nam vién, qua trinh diéu tri bénh nhan dwoc quan
ly t&t va d3 dwoc diéu chinh cdc réi loan cla co thé
mot cach thich hgp nén ty 1é cac yéu té khadi phat cd
thé khac vdi nghién clru cta ching toi

4.3. Hiéu qua diéu tri bénh n3o gan do xo’ gan
bang lactulose phdi hop rifaximin

Két qua clia chuing t6i cho thdy nhém bénh nhén



diéu tri bang lactulose cé ty I& cai thién rd tri gidc
trén lam sang chi bang 0,786 lan so véi nhém bénh
nhan diéu trj bang lactulose phdi hop rifaximin. Tuy
nhién sy khéac biét nay trong pham vi nghién ctu cla
chung t6i chua thyc sy cd y nghia (p = 0,206 va RR=
0,539 - 1,147). Tuy nhién néu tinh riéng trong tirng
phéc d6 diéu trj ching tdi cé két qua ty 1é bénh nhan
cai thién tri gidc hoan toan & phac do diéu trj bang
lactulose ph6i hgp véi rifaximin 1a 81% so véi nhom
chi diéu tri bang lactulose chi cé 63,6% bénh nhan
cai thién dwoc tri giac.

Két qua cha ching tdi cho két quad tuong ty
v3i két qua cla Butt trén 130 bénh nhan bénh ndo
gan khi so sanh hiéu qua cla rifaximin ph&i hop
vdi lactulose so véi lactulose don déc cho thay
chua thye sy hiéu qua hon so véi chi diéu tri bang
lactulose véi ty 18 hoi phuc tri gidc Ian luot trong hai
nhém diéu trj phdi hop |a 67,69% so vdi 58,46% &
nhém chi diéu tri bang lactulose (p = 0,276) [7]. M6t
nghién cru khac cta Ahire cling cho két qua tuong
tu véi ty 1& phuc hoi tri gidc & hai nhém lactulose
c6 va khéng cé phéi hop vdi rifaximin [an lugt 13
96,87% so véi 85,71% (p = 0,3251) [5].

Két qud cla ching tdéi khac vai Sharma tién
hanh nam 2013 trén 120 bénh nhan bénh ndo gan
diéu trj bang hai nhém thudc lactulose phdi hop
V@i rifaximin va chi dung lactulose cho thdy nhém
bénh nhan dugc diéu tri phéi hop thudc cé tac dung
cai thién bénh n3o gan hiéu qua hon so véi dung
lactulose don ddc (76% so véi 50,8%, p = 0,007)
[13]. M6t nghién ctru twong ty do Ahmed tién hanh
ndm 2017 & 120 bénh nhan xo gan cling cho két qua
I3 hiéu qua diéu tri bénh n3o gan & nhém diéu tri
phdi hop dat 83,3% so véi nhém chi diéu tri bang
lactulose 53,3% (p = 0,0004) [6]. Cac sy khac biét
nay xuat phat tr cach chon bénh trong hai nghién
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ctru cla Sharma va Ahmed cé nhitng khac biét nhat
dinh so v&i nghién ciru cla ching téi. Nhom d6i
tuong nghién ctru cla Sharma thuan chat hon, tac
gid khong dua vao nghién ctru nhirng bénh nhan suy
than cé creatinin > 1,5 mg/dL hoac néu bénh nhan
c6 cac bénh nang phéi hop cling s& dua vao tiéu
chuan loai trir. Day ciing 1a y&u t6 quan trong cé thé
gay nhiéu va anh hudng dén két qua nghién ciru clia
chiing t6i. Trong khi d6, nghién ctru clia Agmed chia
thanh hai nhém diéu tri bdng nhau nhung nghién
cru khéng duwoc lam mu trong qué trinh tién hanh
va thu thap s6 liéu.

5. KET LUAN

Nghién clru cla ching t6i da cho thay cac yéu t6
kh&i phat chti yéu cling bao gdbm cac yéu t& phé bién
[3 nhiém trung, xuat huyét tiéu hoa va tdo bon. Khi
két hop lactulose va rifaximin du chua cho thay hiéu
qua thuc sy wu viét hon khi so vai chi dung lactulose
don ddc nhung két qua thu dugc cha ching téi qua
cling cho thay duoc diu hiéu tich cuc trén thuc té
I&m sang khi viéc phéi hop lactulose vdi rifaximin
nhu 13 thém mdt phuong tién cho thay cé kha nang
cho hiéu qud t&t hon so véi chi diéu tri don thuan
bang lactulose trong diéu tri bénh n3o gan do xo gan.

Bé&n canh dé, mic du ching t6i di cd gang tién
hanh mét nghién clru c6 déi chirng nhung trén thyc
t€ cd mot s& yéu khach quan d3 lIam anh huédng
dén nghién cru cla chung tdi nhu han ché vé thoi
gian tién hanh dan dén chwa dud s6 lwong ddi twong
nghién ctru nhu mong mudn, mét sé bénh nhan
ching t6i khéng thé theo ddi danh gia hiéu qua diéu
tri va mdrc d6 roi loan tri gidc dén két diém cudi cling
va hau hét bénh nhan d3 bij rdi loan tri gidc qua mot
thoi gian triede khi nhap Bénh vién Cho Ray.
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