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DANH 14 HIEU QUA DIEU TR) COA SILYMARIN TREN CONG NHAN TIEP XUG NGHE NGHIEP

Ve HAT NG TRINITROTOLUENE V& CHAT NO TRINITROTOLUENE
CO KEM LAM DUNG RUGU GO TANG ENZYME GAN

TRAN THIHOANG LONG?, TRAN VIET TU",
DUONG QUANG HUY’, NGUYEN BA vUONG', PHAM CHAU'
Hoc vién Quén y, °Bénh vién Pa khoa Xanh Pon

TOM TAT

Myc tidu: Oanfh gid higu qud coa Silymarin trén
tigu ching Ism séng va cac hoat & enzyme gan &
céng nhan qubc phong (CNQP) ép xdc véi chit né
tinitrotoiuene (T NT) vé #ibp xic vd TNT CO fam dyn
negu. B0/ twong va phuong Phép nghién ctnr Dégl
tuong nghién cins 1a nhomg ©ng nhén quéc phong
(cong nhan cua hai Na mdy Z 128, Z131- TCCNGP)
iy xic v tinitratoluen CG 13ng enzyme gan théa
mén cde lidu chudn Iya chon va loal tr, Nghién cou
theo pruong Phép m8 18, tén cous theo d6i doc tai
diém mbe nhén vao nghién ctu (TO) va sau 4 tudn
@y b7 (T4). Thube nghisn cou: Silymarin 70mg lidu
ubng 420 mg/ngay. K t qua. Silymann o6 téc dung céi
thign cée tricu chimy lam sang va cic enzyme gan ¢
hai nhom TNT vé TNT-LOR th hign glam hoat @8 ALT
sau 4 tudn & cd hal nhom gidm cé ¥ nghia (nhém TNT
U 73,6 + 16,9 gidm xubng 38.2 £ 342 nhom TNT-
LDR P 73,2+ 18,2 idm xuéng 44,4 + 22,9, p < 0,01),
O nhém TNT-LOR. gidm hoat 66 GGT {tr 190 £ 116,7
gidm xubng 1567,4 + 104, p < 0,05) s0 vé¥ nhém TNT
(lr 52 + 231 gidm xuéng 47,9 + 36,4). Két juan:
Silymarin c6 tc dyng cé thign tngu chumg 1Am sang
vé enzym gan ALT, GGngf cdch higu qud, tuy nhisn
chn Qe nghién cou trén s luong 16m hom.

Ti khéa: Silymarin, enzyme gan.
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SUMMARY

Aims: Investigantion of the effects of sifymarin on
chinical symptoms and activity of liver enzymes in the
defense industry exposured to TNT and TNT with
abuselism alcohe, Subjects and Methods; Study on
defense workers (workers of two factories Z 129,
Z137- TCCNQP) exposure fo trinftratoluene  who
increase in liver enzymes and Guality of the selection
and exdusion criteria. Research by the method
e , p it itoning along at
Sstudy entry (T and after 4 weeks of treatment (T4).
Drug: silymarin 70mg dose 420 mg/day. The result:
silymarin have the effects on improving clinical
Symptoms and liver enzymes levels in the iwo groups
TNT-LDR and TNT shown decreased activity of ALT
levols afler 4 weeks in bath groups significantly (TNT
group: 736 + 16.9 to 38.2 + 34.2; TNT-LDR group:
7321 182 to 444 + 228, p <0.07). At TNT-LOR
group, improved GGT levels (190 x 116.7 reduced
157.4 + 104, p <0.05), TNT group (from 62 + 23.1 to
47.9 x 36.4). Conclusion: Silymarin has the effect on
improving clinical symploms and enzymes ALT and
GGT, but shoutd be shudied in greater numbers,

Keywords: Silymarin, fiver enzymes.

DAT VAN D&

Chét nd trinitrotoluene (TNT}
hydracarbon nhan thom duge st dung rng rai trong
quar sy va cac nghanh cong nghigp khai thac mo,
khai théc 9a... Hign nay trong ©ong nghiép qubc phang
€6 hang ngan nguwi tnee Gdp san xu%(. béo quan, van
chuyén, sir dung TNT. TNT 6 thé g8y nhiém ddc c4p,
ban cp hose man tinh trén ngudrd, nhizng thudng gap
1 nhiém dac man tinh do tip xic nghd nghiep {2l 51].
Trong qua trinh chuy8n héa, TNT va cdc san phim
trung gian duwoe tgo ra oo kha néng oxy héa cao, 13 tac

1a hop chit
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nhéngéylﬁnﬂmngcfnﬁébéonhumﬁqan,
Sitymarin (& hin hgp cac flavonolignan - chét ching
oxy héa manh, Ngan chdn cac loai doc t6 xam nhap
1am 9 theomg t bao gan. duy tri chirc nang cia céc
cAu inic xung quanh va bén trong 1 bae gan giop gan
foat ding hiéu qua hom, gidp t4i tao t& bao gan mai
thay thé 1 bao gan bj thn thuomg, ting cuéng chire
nang khir dgc cita gan. Siymarin da dugc st dung
rdng rai trang didu trj & Dire (KF nam 1969) va sau db
14 trén khiip thé gi nhie 13 iéu phap hd by cho didu i
viém gan ¢Ap, vidm gan man, bénh gan man tinh do
rugu, xo gan, tn thirong gan do 6oc t6.. Thyre té a5
©6 nhidu nghisn ciru thir nghiSm T8n ngudi va dong
Vit cho thdy hiéu qué bao vé gan ciia silymarin chéng
tai mdt sb ddc tb nhu acetaminophen, nrpu, carbon
tetrachioride, tetrachloromethane, toluen, xylene, doc
18 odm Amarita phalloides .. Theo tai ligu chang toi
<6 trong tay, & medc ta chua ob nghién ciru ndo v
higu qua diu trj ciia Silymarin & &6i heong tn thuong
gan do TNT. Xudt phat tir cac vin §& trén, chung 16
Gibn hanh 08 tai * Danh gia higu qui didu b cla
sllymarin tr&n céing nhan tiép xic nghé nghiép voi TNT
4 ting enzyme gan” nhim: Banh gia hiéu qua didy trj
ha enzyme gan, cai thign cae irigu chirng bénh gan &
cong ohan quic phong Biép i vei TNT
BOITUONG VA PHUIONG PHAP NGHIEN CUrU
1. B8l twgmg nghlén ciu: D6 rgng nghidn ciu
18 nhimg cdng nhan quéc phéng (céng nhén cua hai
nhd may Z 129, Z131- TCCNOP) p xic voi
trinitrotoluen ¢6 ting enzyme gan thda man cac tidy
chudn hra chon trong thérl gran tir thang 972015 d&n
thang 2/2016.
2. Tigu chudn lya chon banh nhan nghién ciru
Cong nhan dat cac idu chudn sau duge dura vao
nghién cou:

v

Tui tir 20 1ri7 18 tinh tai théri didm tham gia nghian
aru.
C6 tiép xitc nghé nghisp vei TNT 61 thidu trén o

thang.

Gia trj ALT vao thoi diém ban gau cao hon 15 dn
S0 Wi gidi han trén clia gia trj binh thuerng (2 60 un).

Logi tnr c&c nguyén nhan khac gay ting enzyms
gan, ¢4¢ bénh ly két hop

Ty nguyén tham gia bang vige ky phidu thuan tham
gia nghién clru.

3. Phuong phip nghién edru: Nghio ey theo
phwang phap m6 8, tién clru theo dbi doc tai tidm
mbc nhdn véo nghisn ctru (T0) va sau 4 tudn diy [
(T4). Thuic nghldn cdu: Liverton 70mg, hoat chie
Silymarin 70mg, # dugc Microcrystallin celiulosa,
Lactose, Magnesi stearat. Udng 2 vIsn/ l3n x 3 By
ngay. Gid i binh thudng ca AST va ALT I < 4608,
gié trj binh thuéng clia GGT Ia < 50 UA. Kham
nhan tai diém méc nghign ciru (TO), sau 4 tuln (T443),
Tét ca cdo cong nhén dbu dirge kham 13m sang va chi
dinh c4c xét nghiém céin 14m sang cAn thidt. Banh gl
higu qua didu trf ciia sylimarin, Bénh gi tinh trang oy,
dung ruqu theo bang <Bu hdi The Aloohol Ugs
Disorders Identification Test (AUDIT) ciia T8 chire y§
tha giti — (WHO): nam gi6i tudi dudi 60 c6 didm by 8
e 18n Guoc xem la cé ayng rugu. N giol, nam
9i6 trén 60 3l va tr tudi thanh nign cd diém b 4 by
l6n dugc xem 13 ¢ lam dung reou

A. Thu thip, phan tich va xi Iy $6 gu: Str dung
phén mém SPSS 20 db x Iy s6 llew.

KET QUA NGHIEN CURU VA BAN LUAN

Trong 78 cang nhén nghign ciru, cb 32 cOng ahén
©6 tidn siF lam dung ruqu nhidu ném, tudi do] trung
binh 12 37,4 £ 7,8, c6 81 nam, chifm ty 13 14 78,2%,

Béng 1. Tan sult céc trigu chrmg IAm sang trc va sau didu tr]
NRém TNT (n = 46) TINT-LOR (n =32) Tong (n=78
Trebc®T  SauBT  Tregc BT Sau BT Trwéc BT Sau BT
TcLs SL % SL %

Mt mdi 38 20 28 12 64 82,1 32 414
Chan #n 10 & 4 2 24 30,8 8 103 __
(=T N, 33 13 7 52 66,7 20 258

RLTH 25 37 474 12 15,

Bau tire HSF 13 34 43 10 12,

Negr 15 30 38.! 14 7.

Nudre (E vang 19 29 37.. 1 1.3

Ganto 8 4 13 16 8 10.:

Bang 2. Mirc 86 cai thign TCLS trén tirng nhom cdng nhan hghisn ciu
Niém TNT {n = 46]

Tridu chimg Soy &8 7 (T4
Giam G >
T Khong thay d& s50%Tc  Héthodntoan Kndng thay adi TC todn
N 38 1 9 18 26 1 ikl 14 |
Mg més 26% 50.0% a74% 38% az3% _ ssgw 2
10 [] [ 4 14 ['3 2 12 -
Chén an = - 50,0% 40.0% 143% 6,7%
12 79 = 7 G ENE
Churtng byng 31% 37.5% 59.4% 50% 30,0% 85.0%
RITH B 4 4 i} 3 G 3 ]
5 16,0% 16.0% 68% 33.3% 0.0 66.7% .
. 1 5 13 4 3 11
Dau tirc HSF
53% 3% 88.4% 67% 200% nm ¥
- .
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Ngira

T¥ 18 cong nhan hét hoan toan TCLS mgt mei,
chan an. chueng byng, day tirc HSF, ngira, nuoc figu
vang & nhém TNT-LDR cae hon S0 v nhom TNT. Ty
18 het hoam toan trigu chirng gan to & nhom TNT-LDR
thép nhat Sau digu tn, cac TCLS mét mdi, chan an,
chureng byng, rdi loan tigu héa, dau ha sudn phai,
nglra, nudre iy vang gidm >50% so voi trrte didu trj.
Cée trigu chieng 13m sang mét mai, chan 3n, chirgng
bung, RLTH, dau tire HSF, ngtra, nteée tidu vang, gan
10 uidt hign teée didu tr voi i 13n lirot 12 82,1%,
308%,. 66.7%, 474%, 43,6%, 38,5%, 372% va
16,7%. Sau 4 tudn gidu tj bing Silymarin cac trieu
ching Iam sdng da gigm nhiéu, mét mdi cdn 1%,
chan &n can 10,3%, chwedng bung con 25,6%, RLTH

15 1 B 6 15 o
8.7% 53,3% 40,0%
8

7
1 7 3 3
_ Thuveng 0 125% a7.5% 0 0 106%
Ganto 8 2 H 4 5 2 2 T
00%  400%  200%

25.0% 250% 50% 40.0%
T 0% s,

5 10
33.3% 66,7%
s Hd% B67%

40.0% 200%

(T;éu tri nhom TNT-LDR cai thign 1rigu chirng ldm sang
10t hon so vei nhom TNT, bei 1y 1& tdng nhan hét hoan
toan cac gy chimg cao hon: mét méi (53,9% so whi
47.4%), chan &n (85,7% so voi 40%), chudng bung
65% so wii 59,4%), dau trc HSF (73,3% so voi
684%) va :gl}a (66.7% so vivi 40%). Nhin chung ty 1&
©6ng nhan het hoan tloan trigu chimg cor ning dby tren
50%. Tuy nhién igu chirng gan to cai thigén can kém,
chi 20% céng nhan trong nhém TNT-LOR hét hoan
toan trigu chimg. Két qua phi hep v&7 nghién civu clia
Flora va cong si» dugc tién hanh trén 2637 bénh nhan
bi bénh gan man tinh. diéu trj bing Siiymarin 13y cao
(560 ma/ngay) trong 8 tuan, két qué cho théy gIdm cac
trigu chirng co nén%datﬁfl%. gidm ty I& gan to [8].

d

cdn 15,4%, dau tirc HSF odn 12,8%, ngtra con 17,9%, Béng 3. Thay d6i hoat @6 enzym transamine tnroe
nuoc tiéu vang can 1,3% va 8an 1o cdn 10,3%. Sau  va sau didu b
Chr TNT (n =45 TNT-LOR (n = 32, Chung (i =78 P
T0 ( X% SD; 251 £11.8 37,91 265 27164 0,033
AST(LI) T4 (X £50) 27,7+ 158 3461138 30,6 154 0,048
P 0.4 .32 .22
T0( X+ 8D0) 7361169 733182 7341173 0332
ALT(UA) T4{ X 80) 38243420 4445229 40,7309 0,34
p <00 <001 <001
T0(X1SD) 52+23.1 180+ 118,7 108,6 +102,3 <0,001
GGT {un) T4 (X £8D) 478%364 157,4 £ 104 92,8390 <0.001
P 034 9,03 0,02

Bng 4. Muc &8 tréay ¥ hoat do enzym
a

hé théng oxydass c6 chirc néng hdn hop cia
r néy g3m nhidu enzyme tham gia

transamine tru¢rc va sau didu trj
Mirc 6 thay a8i TNT __TNT-LDR Chung

hé théng
thire hiéin [3]. Thea Kong LY va CS (1989) nghidn clu
trén ddng vét thire nghiém cho thiy tang sy hinh thanh
adrenochrom tz adrenalin va formaldehyt tr methanol
& ty thé va véu thé gan. TNT gay tang san sinh dang
oxy hoat dng (O, va H;0,). Céc ghc ty do dang néu
te8n tAn cdng vao methylen clia nhlng acid béo khang
Mo clia mang téu thi sinh ipoperoxidase 14 chit gdy
bl&n 38i mang bing chudi phdn ng lipoperoxidase vA
g8y tn thuong phén i protein ca frong heong thip
béing lign két '*Bng hta tri. Hau qua bidn ddi hinh thai
céc mang sinh hoe 18 bao gan tir 45 cé thé gap mot sb
t3n thireng gan xudt hién [4], gay tang hoat @6 enzyme
gan. Céng nhan dugc ubng Siymarin 420mg/ngay
trong 4 tudn b cai thign hoat & AST trung binh sau
Aidu trf 50 v trrée did tr, tuy nhién chiea c6 Z nghra
théng ke. Dénh gia mirc cai thign AST sau 4 tuan didu
tri béng Sil in, khd nang binh thueng héa hoat 6§

Gidm > i 4 5 8
20%ULN b 571 625 B00
AST  <15uN —Sh 4 5 2
! o 571625 600
L3 3 g "
N s
Gidm > SL 4 o8 70
20%ULN o 813 B75 o7
o 813 75 BO7
L 2% 26 6
AT _S1UN e
L a7 21 53
STUN iy &5 e
Ciam > SL___ 14 21 32
20%ULN
GBT <15ULN —S
PPYFIVE
AUN T 5s ws
Trong qud tinh chuy8n hoa TNT & gan, cb rat
rhidu chat tung gian hink thann, vi du trong qué trinh
khi¥ ihém nitro (NO:) clia TNT tsdc Khi tao thanh
amin trong hep chét amino dinitrotoluen thi At da xay

ta cac phén ing oxy héa khiz, hinh thanh nhiédu cac
g8c ty do [6]. Khit TNT xam nhap véo co thé qua chu
trinh chuyén hod & gan va dugc thuce hign bi MFO-
systemn {Microsomal mixed function oxidase system -

Y HOC THUC HANH (1021) - S 972016

AST chi 40%. Ching 18 chi chon cac ¢dng nhan
nghién ciru tiép xiic nghé nghip véi TNT c6 ALT tang
©80 trén 60UIN. Sau 4 wiln didu t, hoat A8 ALT trung
binh giém xubng ¢4 ¥ nghia théng ke voi p <001
(hoat dd ALT trung binh tr 73,4 + 17,3 U/l xuéng 40,7
* 30,1UA). X&t rigng tirng nhém ¢dng nhédn, hoat do
ALT trung binh sau didu tri gidm so véi tweée didy trj
©6 ¥ nghta théng ke & & 2 nhém voi p< 0,05, TV &
ALT duge binh thréng héa trd lal sau diu tr] chidm ty
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18 cao & cd hai nhém (ahom TNT & 71,7% va nhom
TNTLDR 13 62,5%). Nhom TNTLDR G5 ty & binh
theomg hoa enzyme ALT thip hom so voi shom TNT
bdrimmTNT-LDR,ngoéidi.llécﬂc‘;ngu]aTNToén
phéid-&utécmahmvunénkrég\éngbinhthum
hﬁaenzymeALTEldﬁktﬁ?nhcrLKé(ménghjénu}u
ct@ ching 15i & nhom TNTLDR ¢6 1y I giam hoat 60
ALT(:;ofvnnghiénuJum'aSabni—ﬂu‘:nghiémﬁm
m‘ngtrénﬁcbémmﬁnbigando.nmuml}cdé\!ira
(ALT va AST <200 UM va nhimg bét thuomg dai ding
cia chirc nng gan sau khi kiéng nrgu trong it nhat 1
thang. Bénh nhdn dirge diéu i voi Stymarin 420
mglngéyhoécgiéduqcuung4nmvéounigiaidoan
nghién cir, cho théy gidm o nghia 14 AST va ALT voi
murc giém 30,1% va 40,8% [9]. Sau didu tri, hoat do
GGT trong huyét cia cac e0ng nhan thip nhit B
1 UA, cao nidt ka 582 UA, boat 6 GGT trung binh &
928 + 90 UA, thp hon so voi trudc ddu trj (108.6
£102.3UM) b y nghia théng ke vori p < 0,05. Hoat &0
GGT trung binh & 6hom TNT (47,9 £ 36,4 UN) thip hon
han so wi nhom TNT-LDR (157.4 + 104 UN) cb ¥ nghva
thdng iké v p <0,05. Tuy nhién, v I GGT binh thurdng
hoa sau diéu tr thdp, & nbém TNTLDR chi 6,.25% cbng
nhdn o5 haat A5 GGT vd binh theomg. Co B i thor
gian 4 whn chua &5 88 binh thmg hoa hoat 40 GGT
bi ta khécaobcéccorgnhén\dralamdungwu,
V\Zlarl‘ip i€ man tinh voi TNT, nhdt khi ma thai gian

nrou [7]. Nghign ciru du tign cia Flora Vi oing sy
Wﬂ'mhfentrén2837benhmﬂnb{bénhganm
N

tinh, didu tri voi lidu cao cia in (560 ma/ngay)
trong 8 tudn, AST gidm trung binh 36%, ALT 34% w
GGT 46%.

KET LUAN

Sau uong Silymarin 420mgingay trong 4 tudn o
higu qud lam giam trigu chimg. Ty 1 hét hodn todn
giam trigu chirng chiém 1y 16 cao, Trigu chirng gan & ¢
nhom TNT céi thign sau didu tr t6t hom nhom TNTADR
6 § nghiia thdng ké p < 0,05. Silymarin o6 tac dung ok
tign enzym gan ALT, GGT mét cch higu qud.
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Trromg Cao ding Y 8 Binh Dinh
TOMTAT g
Nghién cins cif ngang nhdm mé t4 mirc o bl

man kinfi & phy nl 45 - 59 tubi vé mdt sb yéu td

quan tai phudmg Nhon Pht - Quy Nhon ném 2015.
foan man kinh duc danh gié dua theo 3 dgc Mém .
fogn thé chét, tam Iy vé nidu - sinh dyc. Thang di
dénh gid dya vao “Bp céu hdi 84nh gia mac 66 nghiém
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