DANH GIA HIEV QUA BIPHENYL DIMETHYL DICARBOXILATE (FORTEC)
TRONG BIEU TRI VIEM GAN
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TOM TAT

Muc tiéu: Bénh gié hiéu qué diéu tri cda BDD
(Fortec) dwa trén triéu ching lam sang va can lam
sang & bénh nhéan viém gan. Déi twong va phuwong
phdp nghién ctru: Nghién ctru tién hanh tor thang
05/2008 dén thang 11/2008 trén 30 bénh nhan duoc
chén doén xéc dinh viém gan diéu tri n6i hay ngoai
tru tai khoa tiéu héa Bénh vién Bach Mai va Bénh
vién Pai hoc Y Ha N§i. Bénh nhén trong nghién cutu
duoc diéu tri theo phac dé théng nhét 4 vién Fortec/
mét ngay chia 2 I&n trong 4 tuan. Két quéa diéu tri voi
men gan dugc chia thanh 3 mure do: dap tng hoan
toan, dép (g mét phéan va khéng dap ing Két qua
va ban ludan: BDD- Fortec c6 tac dung cai thién ré rét
triéu chiig 1am sang cda viém gan: trudce diéu tri BN
¢6 chén &n (63,3%), chudéng bung (33,3%), mat ngid
(30%), dau vung gan (30%); sau diéu tri céc triéu
chirng cua hoi chirng suy té bao gan gidm cé y nghia
théng ké véi p<0.01; chan &n gidm xubng con (13,3%
v6i p< 0,01), chuéng bung (3,3% véi p< 0,01), mét
ngu (13,3%), dau vung gan (6,6%). Fortec lam cai
thién déng ké sw suy gidm chirc ndng gan va sw hiy
hoai té bao gan: Trudc diéu tri; ALT / méu trung binh
la 281,56 + 317,63 IU/lit va AST/ mau trung binh la
209,94 + 188,33 IU/lit. Sau diéu tri; ALT trong méu
trung binh la 61,32 + 56,76 IU/lit véi p< 0,01 va AST
trong mau trung binh Ia 40,03 = 20,15 IU/lit vé&i p<
0,01. Fortec con c6 tac dung lam gidm bilirubin mau
va cai thién nbéng d6 albumin mau. Két luan: Cung
véi cac bién phép diéu tri dac hiéu viém gan, BDD-
Fortec c6 tac dung cai thién dang ké triéu ching viém
gan va héi chirng hdy hoai té bao gan

Tir khéa: BDD, l1dm sang, viém gan

SUMMARY:

Effect of Biphenyl Dimethyl Dicarboxylate
(Fortec) in Chronic Hepatitis Patients

Aims: to assess the effect of Biphenyl Dimethyl
Dicarboxilate (BDD - Fortec) base on clinical
symptoms and laboratory results in hepatitis
patient.Patients and methods: the study was
conducted 30 hepatitis patients at the Gastro-
intestinal Department, Bach Mai Hospital and
Hospital of Hanoi Medical University from May to
November 2008. We used descriptive study. Patients
were taken twice per day of four tablets Fortec during
4 weeks. Compliance and side effects were evaluated
at the same time The regular follow up of liver
performed. Results and Discussions: After 4 weeks
treatments of Fortec, the symptoms of hepatitis were

**Khoa Tiéu h6a-Bénh vién Bach Mai

significantly decreased: Symptom before treatment:
appetite  (63.3%);, abdominal floating (33.3%);
Sleeplessness (30%); Liver area pain (30%).

Symptom after treatment: appetite (13.3% with p<
0.01); abdominal floating (3.3% with p< 0.01);
Sleeplessness (13.3%); liver area pain (6.6%)

Serum AST, ALT level were also decreased :
Before treatment: ALT: 281.56 + 317.63 IU/liter and
AST: 209.94 + 188.33 IU/liter After treatment: ALT:
61.32 + 56.76 IU/liter with p< 0.01 and AST: 40.03+
20.15 |U/liter with p< 0.01 Serum albumin, bilirubin
were changed. Conclusions: Biphenyl Dimethyl
Dicarboxilate (Fortec) was strongly reduced ALT and
AST as well as relieved of the clinical symptoms,
included appetite, abdominal floating, sleeplessness
and liver area pain in hepatitis patients.

Keywords: Biphenyl Dimethyl Dicarboxilate

PAT VAN PE

Gan la co quan dam nhiém rat nhiéu chirc nang
quan trong cla co thé: tdng hop, chuyén héa va dic
biét la chdng ddc. Cac tac nhan gay hai cho gan cé
rdt nhiéu trong d6 phai k& dén rwou va viém gan
virus. Viém gan la bénh hay gép trong thwc tién lam
sang trén thé gidi cling nhw tai Viét Nam véi hau qué
to I&n la xo gan, K gan lam gidm chlrc nang clia gan
va anh hwéng nhiéu dén chirc ndng khac cla co thé.
Cac thdng ké cho thay trén thé gi¢i c6 hon 350 triéu
ngwdi mac viém gan B va 170 triéu ngwdi viém gan
C v&i ty 1& phat trién thanh xo gan va ung thw gan
sau 10-15 nam thay dbi tlr 85-100%. O cac nwéc da
phéat trién nguyén nhan cha yéu & do rwou tiép sau
do la do viém gan virus C va B. Nguoc lai, 75% cac
trwong hop viém gan B 1a & cac nwdc dang phat trién
trong d6 c6 Viét Nam véi tac nhan gay bénh hang
dau 1a do virus viém gan B,C rdi mdi dén nguyén
nhan do ruou. Viéc diéu tri viém gan do virus con gap
rat nhiéu kho khan. Trong khi viéc st dung cac thudc
diéu tri dac hiéu tiéu tdn nhiéu tién ma cling chi
mang lai két qua han ché thi cac thubc diéu tri hé tro
lam gidm cac triéu chirng cling c6 mot vai trd nhéat
dinh 1am tang chét lwong cudc sdng cla ngudi bénh.
Fortec 1& mot chat tdng hop twong tw nhw
Schisandrin C. Pay la thanh phan dwoc phan lap ti
qué ngii vi t& (Fructus Schisandrae), mét loai thubc
cb truyén ctia Trung Qubc. Fortec co tac dung e
ché phan hiy té bao gan do d6 lam gidm triéu
chirng co ndng ciing nhw biéu hién trén can lam
sang & bénh nhan viém gan [2]. Vi vay chlng t6i tién
hanh nghién ciru nham muc tiéu: Panh gié hiéu qua
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diéu tri cua Fortec dbi véi céc triéu chimg Idm sang
viém gan va sw cai thién chirc ndng gan. Nhan xét vé
Ssw dung nap thuéc va tac dung phu cda Fortec trong
qua trinh diéu tri

DOI TUQNG, PHUONG PHAP NGHIEN CUrU

1. Péi twong nghién clru : Trong thdi gian ti
thang 5/2008 dén thang 11/2008 ching toi tién hanh
nghién cu trén 30 bénh nhan dwoc chan doan viém
gan do: virus viém gan B, C hoac do ruou.

Tiéu chuén Iwa chon bénh nhan

- T 18 tudi tré 1&n, tw nguyén tham gia nghién
clru

- Puwoc chan doan viem gan do virus hodc do
reou

- COALT= 80IU/L

- Chi diéu tri don thuan bang fortec

Tiéu chuén loai tree

- Bénh nhan viém gan cé bilirubin toan phan
>100umol

- Bénh nhéan ung thw gan

- Bénh nhan tién hdn mé gan

- Bénh nhan cé kém thém cac bénh ndi khoa
nang khac nhw suy than, suy tim, ung thw hoac cac
bénh cap clru...

- Phu nir c6 thai hoac dang cho con bu

2. Phuong phap nghién ciru: Tat ca bénh nhan
da tiéu chuan lwa chon dwoc cho uéng Fortec 25mg,
4 vién/ngay chia 2 Ian sau khi an sang va &n trua,
trong 4 tuan.

Tién hanh theo dbi:

DPanh gia 1am sang trwdc va sau diéu tri, bao gdm
céc triéu chirng co' nang nhw: chan an, mét méi, mat
ngul, dau vung gan.

Xét nghiém sinh héa mau trwéc va sau diéu tri :
Creatinine, bilirubin toan phan, bilirubin gian tiép,
bilirubin trwc tiép, protid, albumin, prothrombin, AST,
ALT.

Danh gia mirc do dap rng ctua ALT:

- Déap &ng hoan toan: la khi ALT tr& vé binh
thwong hoac gidm dwogc >75%

- Déap rng mot phan: la khi ALT gidm tor 50-70%

- Khoéng dap trng la khi ALT gidm it hon 50%

3. Xtr ly s6 liéu bang phwong phap théng ké y
hoc v&i phdn mém SPSS version 10.0

KET QUA

Téng s6 bénh nhan dap (rng theo dung tiéu
chuén cuta nghién ctru 1a 30 bao gébm 21 nam va 9
niy, ty 1& nam/nlr la 2,3/1. Tubi trung binh cta bénh
nhan 1a 43.03 + 14.94 (22-70 tubi).

1. Hiéu qua trén triéu chirng lam sang cua
viém gan: Chung téi thu nhan dwgc 30 BN viém gan
trong d6 c6 18 BN viém gan B, 8 BN viém gan do
rwou, 2 BN viém gan C, 2 BN viém gan B va ruou.
Trwée khi diéu tri: 100% c6 triéu chirng mét maéi, 63,3
% bénh nhan c6 cam giac chan an, 33% chuwdéng
bung, 30% mat ngti va 30% bénh nhan cé cadm giac
dau vung gan.

o Treéc didu tr
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Biéu db 1: Triéu chirng I&m sang viém gan trudc
va sau diéu tri Fortec & nhém BN nghién ctru

Nhan xét: Sau diéu tri Fortec 4 tuan, triéu chirng
mét méi, chan an va chwéng bung dwoc cai thién co
y nghia théng ké véi p<0.01. Triéu chirng dau ha
swon phai gidm di c6 y nghia v&i p<0.05. Fortec lam
gidm triéu chirng méat ngld cta BN viém gan, tuy
nhién sw khac biét nay khéng cé y nghia théng ké.

2. Hiéu qua diéu tri trén xét nghiém sinh héa:

2.1. Hiéu qué trén néng d6 AST va ALT.

Trwdc diéu tri tt c& cac BN cla chung t6i déu c6
tang men gan v&i mrc d) khac nhau: ALT trung binh
trwoc diéu tri 1a 281,56 + 317,63 IU/L va AST la
209,94 + 188.33 IU/L.

Bang 1. Thay ddi AST; ALT trwéc va sau khi diéu
tri bng Fortec 4 tuan

Xét nghiem | Trwdc didu tri | Sau diéu tri P
mau
AST (IU/L) 209,94 + 61.32 + P <0,01
188.33 56,76
ALT (IU/L) 281,56 + 40,03 £ P < 0,01
317,63 20,15

Nhan xét: Fortec v&i li&u 100mg trong 4 tudn co
tdc dung lam gidm ré rét men gan AST, ALT. Sy
khac biét nay cé y nghia thdng ké véi p<0,01

Bang 2: Mlrc d6 gidm cda ALT

Sélwgng BN | Dap ng | Dap ing mét | Khéng dap
hoan toan phan rng
n 16 9 5
Tilé % 63,3 20 16,7
@ BbUHT
= bUMP
oKBU

_Biéu d6 2: Mirc d6 dap img qua men ALT sau
diéu tri Fortec 4 tuan
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Nhan xét: 63% sbé bénh nhan sau khi didu tri co
20% bénh

ALT tr& vé binh thwdrng hodc gidm >75%,

nhan cé ALT gidm 50-70% va 16,7% cd ALT gidm

<50%.

2.2.Hiéu qua diéu trj
albumin huyét thanh va ty I1é Prothrombin
Bang 3: Xét nghiém chirc nang gan trwéc va sau

diéu tri Fortec

trén Bilirubin mau,

viém gan. Fortec v&i thanh phan chinh la Biphenyl
Dimethyl Dicarboxylate cé tac dung (¢ ché sy hiy
hoai té bao gan, cai thién sy suy gidm chirc ndng gan
va cac triéu chirng viém gan, lam gidm nhanh men
gan. Fortec con lam bén virng mang té bao gan, bdo
vé t& bao gan khéi cac tdn thwong do chét doc, ting
cuwong chirc nang khir doc cla gan.

Nhan xét:

-Trwdc va sau diéu tri gia tri cha creatinine thay
ddi khéng c6 cé sw khac biét c6 y nghia théng ké voi
P>0,05.

-Sau diéu tri Fortec 4 tuan, cac BN cé gidm
bilirubin mau tuy nhién sy khac biét nay khéng cé y
nghia théng ké,

-Chung t6i khéng nhan thay cé sy khac biét vé
protid, albumine, ti 1& prothrombine trwéc va sau diéu
tri

BAN LUAN

Nhw ching ta da biét hoai tir té bao gan do bat ky
nguyén nhan gi déu it nhiéu lam suy gidm chirc nang
gan gay nhirng triéu chirng co’ nang quan trong anh
hwéng dén kha nang lao dong cla ngudi bénh. Tai
Viét Nam theo théng ké cltia B6 y té v&i gan 16 triéu
ngwoi viém gan B cung v&i nhirng trwong hop viém
gan do rwou cang ngay cang gia tang da dat ra mot
van dé I&n cho strc khde cong ddéng va cho nganh y
té. Van dé diéu tri viém gan rat phirc tap va can phai
c6 su thdu hidu gitra thay thubc va bénh nhan. Viéc
diéu tri bénh nguyén la yéu t6 chinh d& ngén ngira
cac tén thwong gan man cuing véi hau qua lau dai la
X0 gan va ung thw gan. Tuy nhién trén thyc té 1am
sang, yéu t6 lam cho bénh nhan lo Iéng nhiéu nhat
chinh la xét nghiém men gan. Vi vdy cung v&i cac
bién phap diéu tri dac hiéu viém gan virus hay ngtrng
rwou rd rang cac thubc bao vé té bao gan va chéng
oxy héa da giai quyet dwoc mot thwe tién 1am sang 1a
lam cai thién cac triéu chirng co nang cla viém gan
va dwa cac xét nghiém sinh hoéa tré vé binh thudng,
nhanh chéng tao long tin cho bénh nhan déi voi BS
trong qué trinh diéu tri. Cac thubc bao vé té bao gan
da xuat hién tlr 1au va cé tac dung khac nhau trong
qué trinh diéu tri viém gan: T& nhirng bai thubc dan
gian, actiso, cay ché dé rang cuwa, cac biét dwoc bao
vé t& bao gan nhanh chéng dap rng muc tiéu diéu tri

Xét nghiém mau | Trwéc diéu | Sau diéu tri P
tri
Creatinine 7479+ | 7869164 | P>005 (& © Y@

(umol/ly 17.54 A 0 J\ | Tébao gan i )\ &
Bilirubin toan 3266+ |1532+871| P>0,05 D 55 '
phan (umol/l) 58,48 - & =
Bilirubin gian | 17,6+ 31.02 | 8,78+4,38 | P> 0,05 = ©
tiep (umol/l)

Bilirubin tryc tiép| 15,01+ | 6,54 +6,95 | P> 0,05 T& bao Kufferr - —=

(umol) 28.78 TB hinh sao TB néi mé

Protid (g/L) 7433+ |79,84+661| P>0,05 Nach mau
15,30 ‘
Albumin (g/l) | 42,17 +5,38 | 43,52+ 5,37 | P> 0,05 Courtesy of ABPI
Prothombin (%) | 101,76 + 105,79+ | P>0,05
27,06 20,94 Fortec

-Bén ving mang TB gan do trc ché Peroxyd hoa
Lipit, hay cac goc tw do va moi lién két cong hoa tri
gitka chat doc vdi gan va microsom gan

Nghién clru cla ching téi tién hanh trén 30 BN
viém gan diéu tri Fortec trong 4 tuan cho két qua rat
kha quan : cac triéu chirng mét mai, chan an, chuwéng
bung, dau viing gan gidm mét cach rd rét. Truwéc diéu
tri 63,3% bénh nhan cé chan &n, sau diéu tri chi con
13,3%. Trwédc diéu tri 33,3% bénh nhan cé chuwéng
bung, sau diéu tri chi 3,3 % con cac triéu chirng nay.
Chi c6 6,6% sb bénh nhan c6 dau vung gan sau khi
diéu tri so v&i 30% bénh nhan cé triéu chirng nay
trwdc khi diéu tri. Trwdc khi diéu trji 30% sbd bénh
nhan bj méat ngl, sau khi diéu tri chi con 13,3%. Diéu
nay déng gop rat Ién cho qua trinh diéu tri lam gidm
lo lAng cho bé&nh nhan vé tinh trang bénh. Nhw vay
cung vé&i thubc diéu tri dac hiéu, Fortec c6 tac dung
nang cao chat lwong cudc sdng bénh nhan viém gan,
triéu chirng mét maéi va chan an dwgc cai thién rd rét
& hau hét cac bénh nhan nghién clru clia ching toi.
Mét sb nghién ciru danh gia hiéu qua diéu tri Fortec,
cac tac gia nhan thdy, sau diéu tri cac tén thwong
gan man dwoc cai thién phan nao: tén thuwong thoai
hoéa wa axit, cac thé wa axit va nhiing tén thwong
hoai t&r t& bao gan ciing gidm bét. Cac nghién ctwu
trén thé gi¢i cho thay sau diéu tri voi Fortec, ty 1& BN
c6 ALT tr& vé binh thuwdng sau 1,2,3 thang twong
ng la 79.8%, 81.8%, 85% trong khi do6 ty I1&é nay &
nhém ching 1a 17%, 18% va 15%. Sy khac nhau
gilba nhém dung Fortec va nhém chirng c6 y nghia
rat Ion vé théng ké [trich 4]. Nghién cru cta chung
t6i khéng co diéu kién dé tién hanh sinh thiét gan
trwdc va sau diéu tri tuy nhién cac xét nghiém danh
gid chirc nang gan cho két qua rat ro rét clia Fortec
V@i cac chi s danh gia chirc nang gan

Tat cd bénh nhan sau diéu tri c6 gidm ALT va
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AST mét cach dang ké. Nong do AST va ALT gidm
c6 y nghia théng ké v&i p<0.01 (Bang 1). Nhan xét vé
dap &ng cta ALT sau diéu tri Fortec 1 thang ching
t6i nhan thay: 63,3% sb6 b&nh nhan sau khi diéu tri co
ALT tr& vé binh thwong hodc gidm >75% va 20% sb
bénh nhan c6 gidm tr 50-75% (Bang 2, biéu dd 2).
Nghién clru cta Jung, Choi va cong sy trén 46 BN
viém gan, cac tac gid nhan thady mc dé gidm ALT la
61% & thang thir nhat, 65% & thang thir 2, 83-97% &
thang thtr 3 va thir 4 [trich 2]. Mgt nghién clru khac
tai Han Quédc trén 95 BN viém gan, cac tac gia cling
dat dwoc 63.6% BN viém gan gidm ALT c6 y nghia
théng k& & thang thir nhat va 80.8% & thang thir 2
[trich 4]. Nghién clru clia Quach Thanh Lam trén 42
trwong hop viem gan man dung Nissel tac gia dat
duwoc ty 1& dap trng hoan toan cao hon ching toi
81.8%, dap wng mot phan 50% va 9% khdng dap (ng
[1] . M&c dd dap (rng hoan toan cla ching téi thap
hon so v&i tac gid Quach Thanh Lam va cong sw. Sw
khac biét nay co thé 1a do trwéc khi diéu tri ALT & bénh
nhan cla chung tbi la 281,56 + 317,63 cao hon so voi
ALT & bénh nhan cla Quéach Thanh Lam la 198,46
+124,06. Nghién clru clia Lee trén 66 BN viém gan
man ciing nhan thay c6 sy cai thién rd rét cia BDD
trén triéu chirng 1am sang va AST, ALT [3].

Chang t&i khéng nhan thay cé sw thay dbi vé
Protit, albumin mau va ty 1& Prothrombin & nhém BN
dung Fortec 100mg/ngay* 4 tuan. Néng dd Bilirrubin
huyét thanh c6 gidm tuy nhién sy khac biét khéng cé
y nghia théng ké. Mét s6 nghién cru lai cho thay
dung Fortec dat duwgc 80% BN c6 ndng dd Bilirubin
mau cao tré vé gi&i han binh thworng, 5% cé cai thién
va 15% khong dap &ng sau diéu tri [trich 5]. Nghién
clru clia Quach Thanh Lam cling nhan thay: cac chi
s6 khac vé& sinh hoa nhw Bilirubin huyét thanh,
Albumin, globulin cac chi s Hong cau, Bach cau va
Tiéu cau déu khong co sy thay ddi sau diéu tri [1].
Jung cling nhan xét: Protein, Albumin mau va

Bilirubin khong thay dbi sau diéu tri BDD [trich 2].

Chung tdi khéng nhan thdy tac dung phu cé y
nghia nao trong qua trinh diéu tri Fortec, 2 BN xuét
hién chong méat budn nén nhung tac dung phu nay
mat di nhanh chéng. Nghién clru clia Quach Thanh
Lam va cac tac gid Han Quéc ciing dwa ra nhan xét
twong ty [1.2.3]. Nghién cu trén 328 BN dung
Fortec, cac tac gid nhan thiy khdng phat hién tac
dung phu nao, trlr mét vai trwong hop budn nén nhe
[trich 5]

KET LUAN:

4 tuan diéu tri bang fortec & bénh nhan viém gan
cho thay thubc co tac dung lam gidm céc triéu chirng
co nang nhw: Mét méi, chan an, day chwéng bung,
mat ngl va dau vung gan, déng thoi thubc cé tac
dung lam gidm manh ALT va AST trong mau.
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