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PANH GIA POC TINH BAN TRUONG DIEN TREN CHU’C NANG GAN,
THAN CUA VIEN NANG CU’NG FUCOLEN SAU BAO CHE
TREN PONG VAT THU’'C NGHIEM

Tran Vin Thuin!2, Nguyén Vin Khiém?,

Tran Thi Thanh Hwong!?, Vii Manh Tuin? Nguyén Tién Quang!

TOM TAT .

Muc tiéu: Banh giad doc tinh ban trudng dien cua
vién nang cu’ng Fucolen trén hé tao huyét trén chudt
nhat trang chung Wistar. DOoi tuogng & PerQng
phap: nghién ciu terc nghiém trén 30 chudt trang
chung Wistar. Két qua Sau khi st dung thudc 4
tuan, 8 tuan, 12 tuan thi su thay déi vé cac chi so
chu’c nang gan (AST ALT) va creatinin trong mau
chudt st dung thudc khong €0 su khac biét cd y nghia
thong ké vGi 16 chudt 6 nhom chu‘ng (p>0,05). Khong
¢ su' thay ddi hinh anh vi thé cla gan, than gitra
chudt nhém chig va nhém thuc nghiém. Két luan:
Vién nang cting Fucolen liéu tuong duang liéu du kién
lam sang (0,48 vién/kg/ngay ubng lién tuc 12 tuan
khong gay doc tinh ban trudng dien trén gan va than
trén chuét thuc nghlem

T khéa: Doc tinh ban trudng dién, Gan, Than,
Fucolen

SUMMARY
EXAMINES THE SEMI-CHRONIC TOXICITIES

OF FUCOLEN ON EXPERIMENTAL ANIMALS

Objective: To examines the semi-chronic
toxicities of Fucolen on experimental animals.
Subject and Method: semi-chronic toxicities of the
Fucolen were evaluated on 30 Wistar mices on
hematopoietic function. Results: after using Fucolen
4 weeks, 8 weeks and 12 weeks, the change of AST,
ALT, creatinin in blood no different significants
compare to control mice group (p>0,05). There were
also no changes in invitro of liver and kidney tisues.
Conclusion: Fucolen is not toxic for mice and mice
liver and kidney function. Keywords: Semi-toxicities;
liver and kidney function, Fucolen
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I.DAT VAN DE

Fucoidan la mot hgp chat poly-saccharide cé
nguon goc tu nhién dugc tim thady trong cac loai
tdo ndu khac nhau va & mot s6 dong vat, dugc
biét dén nhd ddc tinh chéng ung thu cla né.
Fucoidan cé kha nang Uc ché su tang trudng,
tang sinh va di can cua cac té bao ung thu, loai
bd doc t0 t€ bao du' thira va loai bd cac qué trinh viém.,

Nam chira Lentinan két hgp véi chiét xuat
rong bién tdo ndu chlra Fucoidan cd tac dung
diéu ti€t dac biét doi véi hé thong mién dich, lam
tang cudng hoat dong va duy tri hoat dqng o]
mic d6 dinh cla té bao T, t€ bao diét tu nhién
va do vay cb cac dic tinh can thiét dé (rc ché su
phét trién cla khéi u. Lentinan c6. Lentina ciing
cung cap B-glucan cd thé ngdn nglra cac khdi u
phat trién mach mau (xy dung cac mach mdi)
can thiét d& cung cdp mét khéi u va nd cb thé
bdt dau chuong trinh tu sat ciua t€ bao
(apoptosis). Trong qua hoa tri va/hoac xa tri, su
tao mau xau di, Lentinan va Fucoidan c6 thé
gilp cung ¢8 cac md khoe manh va do dé dé
bao vé ching khdi cac tac dung phu [1], [2], [3].

Trén thé gidi, cac nghién c(tu nham két hgp
cac thanh phan khac nhau nham lam téng tac
dung clia san pham trong ho trg bénh nhan ung
thu dang la hudng di mdi. Viéc két hgp Fucoidan
va Lentinan vdi ty & thich hgp dugc ky vong sé
phat huy dugc t6i da tac dung hd trg trong diéu
tri ung thu cho bénh nhan, dua trén nguyén ly
va cd ché tac dung da dugc chirng minh cula ca
hai nguyén liéu nay (liéu tac dung don chat cla:
Lentinan la 800mg/ngay, Fucoidan la 600mg/ngay).
Viéc két hgp Lentinan va Fucoidan vdi ty 1€ khac
nhau da dudc cac nudc phat trién nhu Nhat Ban,
Dai Loan st dung va cho ra ddi cac san pham
thuong mai ho trg diéu tri ung thu. Cac san
phdm nay ciing da dugc danh gid 1a tét trong
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viéc ho trg diéu tri ung thu, nhung gia thanh san
phan con rat cao so véi thu nhdp cla ngudi dan
Viét Nam. Hién_nay, nudc ta c6 ngudn nguyén
liéu tu nhién san c6 nhu ndm huong véi ham
lugng Lentinan rat cao, tao nau vdi ham lugng
Fucoidan cao da nudi trong thanh cbéng trong
nudc [4], [5], [6], [7].

Fucolen 1a san pham dugc xay dung Vi ty 1é
ham Ich_fng da I6n Lentinan két hdp vdi liéu thich
hgp cla Fucoidan, d& dugc danh gid tinh én
dinh, ching toi terc hién dé tai nay nham danh
gia doc tinh ban trudng dién cua vién nang ciing
Fucolen trén gan, than trén mo hinh doéng vat
thuc nghiém.

Il. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1.Thgi gian va dia di€ém nghién ciru:
Nghién cru dugc thuc hién tai Trung tam nghién
ciu lam sang thudc Vién Ung thu qudc gia va
Trung tam Dudgc ly lam sang, truGng Dai hoc Y
Ha Noi trong khoang thdi gian tir 1/10/2019 -
30/7/2020.

2.2. Nguyén liéu va ddi tugng nghién clru:

- Thudc nghlen cru: 3500 Vién nang cling
Fucolen. Mau s 1, cdng thiic M1813568 bao ché
ngay 20/12/2019. Thanh phan: Fucoidan 105mg,
Lentinan 60mg, Lactose, agnesium stearate, vO
nang gelatin vira du 1 vién nang cing 600mg.
Liéu dung du kién trén Iam sang: 4 vién/ngay

- Pong vat thuc nghiém: Chudt cng trang
ching Wistar, ca hai gi6bng, khoe manh, can
nang 160 = 20g. Bong vat dugc nudi 5-7 ngay
trudc khi nghién clu va trong suét thai gian
nghién clru trong diéu kién phong thi nghiém vai
day du thdc an va nudc udng tai B6 mén Dugc
ly, Trudng Pai hoc Y Ha Noi.

2.3. Phuaong phap nghién ciru

2.3.1. Thiét ké nghién clru: nghién ciu
thuc nghiém

2.3.2. May moéc phuc vu nghién ciru

*Hda chat nghién culu:

- Kit dinh lugng cac enzym va chét chuyén
hoa trong mau: ALT (alanin aminotransferase),
AST (aspartat aminotransferase), bilirubin toan
phan, albumin, cholesterol toan phéan, creatinin
ctia hang Erba (D).

- Cac hoa chat xét nghiém va lam tiéu ban
mo bénh hoc.

*Dung cu nghién cttu:

- May xét nghiém sinh hoa ban ty déng Erba
Chem 5 V3 clia brc.

- May xét nghiém huyét hoc ABX Micros ES 60
cua Phap.

2.3.3. Chi s0 nghién ciru: Cac chi tiéu theo
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ddi trudc va trong qua trinh nghién ciu:

- Tinh trang chung, thé trong ctia chudt cdng trang.

- banh gid chi'c ndng gan théng qua dinh
lugng mét sd chét chuyén hod trong mau: bilirubin
toan phan, albumin va cholesterol toan phan.

- Panh gid mlc d6 tdn thuong t&€ bao gan
thong qua dinh lugng hoat d6 enzym trong mau:
AST, ALT.

- banh gid chirc ndng than thong qua dinh
lugng ndng do creatinin huyét thanh.

- M6 bénh hoc: Sau 12 tuan udng thudc,
chudt cong trdng dugc mé dé quan sat dai thé
toan bd cac cd quan. Kiém tra ngau nhién cau
truc vi the gan, than clta 30% s6 chudt céng
trdng & mdi 16. Cac xét nghiém vi thé dugc thuc
hién tai Trung tdm Nghién cru va phat hién sém
ung thu.

2.3.4. Quy trinh nghién ciru: Nghién clu
doc tinh ban trudng dién dudng udng trén chudt
cong trang dugc tién hanh theo hu‘dng dan cla
TG chic Y t& thé gldl vé thubc cé ngudn goc
dudc liéu. Chudt cdng tréng dugc chia lam 3 16,
mbi 16 10 con.

+ L6 1 (chdng sinh hoc) (n = 10): uéng dung
moi pha thuéc 10ml/kg/ngay

+ L6 tri 1 (n = 10): ubng Fucolen liéu 0,48
vién/kg/ngay (liéu coé tac dung tucong ducng liéu
du kién trén ngugi, tinh theo hé so 6).

+ LO tri 2 (n = 10): ubng Fucolen liéu 1,44
vién/kg/ngay (gé’p, 31an 16 tri 1).

Chudt dugc udng nudc hodc thubc thir trong
12 tudn lién tuc, moi ngay mét lan vao budi

sang. Céc théng s6 theo ddi dugc kiém tra vao
trude lic ubng thudc, sau 4 tuan, 8 tuan va sau
12 tuan udng thudc.

2.4. Xtr ly s6 liéu: SG liéu dugc nhap bang
phan mém Epidata 3.1, phan tich s liéu va phan
tich su’ khac biét bang T-test (Stata 11.0). Cac s6
liéu nghién clru dugdc thu thdp va x& ly bdng
phudng phap thong ké y sinh hoc theo t-test-
Student va test truGc sau (Avant-aprés). Biéu
dién dudi dang ¥ + SD. Su khac biét c6 y nghia
thdng ké khi p < 0,05.

2.5. Pao dirc trong nghién ciru: Nghién
cltu dugc chap thuan bdi HGi dong dao dic
nghién cfu y sinh hoc, Bénh vién K theo quyét
dinh s6 563/BVK — HDDD va tuan thu chat ché
cac quy trinh.

Il. KET QUA NGHIEN cU’U VA BAN LUAN
Trong thdi gian thi nghiém, chudt & cac 16 hoat
dong binh thuGng, nhanh nhen. Tuy nhién, sau
udng thudc 1 tuadn & 16 ubng Fucolen liéu cao
chudt xuat hién tiéu chay va kéo dai 5 ngay. Cac
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tuan ti€p theo chubt an udng tot, khong bi tiéu
chay. L0 ubng Fucolen liéu thap chudt d@n udng

Bang 1. Anh hudng cua Fucolen dén hoat dé AST (GOT) trong méau chudt

t6t, phan khd trong suét thdi gian nghién clu.

o Hoat do AST (UI/I) P (t-test
Thdi gian L6 chirng L6 tri 1 6 tri 2 Student)
Trudc udng thudc 105,80 + 29,17 106,60 + 12,73 98,00 + 15,51 > 0,05
Sau 4 tuan uong thuodc 87,40 £ 22,16 108,10 + 27,66 86,13 £ 19,91 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 8 tuan uong thudc 90,20 + 19,15 89,70 + 21,59 90,50 + 21,99 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan udng thuoéc | 81,50 + 23,02 93,40 £+ 18,51 85,63 + 21,82 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Két qua & cac bang 1 cho thdy: sau 4 tuan, 8 tuan va 12 tuan ubng Fucolen, xét nghiém danh gia
muc do ton thuong t€ bao gan thong qua hoat do AST trong mau chudt & 10 tri 1 (uGng Fucolen liéu
0,48 vién/kg/ngay) va 10 tri 2 (ubng Fucolen liéu 1,44 vién/kg/ngay), khong cé su khac biét cé y

nghia so vdi 1§ chiing va so sénh gila hai thdi diém trudc va sau khi ung thuGe thir (p > 0,05).

Bang 2. Anh hudng cua Fucolen dén hoat dé ALT (GPT) trong mau chudt

e Hoat do ALT (UI/I) p(t-test
Thdi gian L6 chirng Lotril Lo tri 2 Student)
Trudc udng thubc 49,30 + 12,37 47,40 £ 7,92 39,38 + 6,80 > 0,05
Sau 4 tuan udng thudc 49,60 + 18,73 49,00 + 9,84 45,50 + 10,43 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 8 tuan udng thubc 49,70 £+ 14,90 47,40 £ 8,78 42,38 £ 10,91 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan udng thuéc | 39,40 £ 12,19 | 41,90 £ 8,32 51,25 + 17,03 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Sau 4 tuan, 8 tuan va 12 tudn udng Fucolen, xét nghiém danh gia mdrc d6 tén thuong t& bao gan
(hoat d6 ALT trong mau chudt) & 16 tri 1 (ubng Fucolen liéu 0,48 vién/kg/ngay) va 16 tri 2 (udng
Fucolen liéu 1,44 vién/kg/ngay), khong cé su khac biét cé y nghia so vGi 16 chirng va so sanh giira

hai thai diém trudc va sau khi uGng thudc thir (p> 0,05).
Bang 3. Anh hudng cua Fucoilen dén néng dé bilirubin toan phin trong mau chudt

Bilirubin toan phan(mmol/l)

P (t- test

Thdi gian Lo chirng Lotril Lo tri 2 Student)

Trudc udng thudc 13,34 + 0,54 13,39 + 0,35 13,70 + 0,39 > 0,05

Sau 4 tuan udng thuéc 13,42 £ 0,40 13,41 £ 0,24 13,56 + 0,32 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Sau 8 tuan uong thudc 13,40 £ 0,41 13,57 £ 0,32 13,43 £ 0,32 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Sau 12 tuan udng thudc 13,40 £ 0,54 13,47 £ 0,44 13,50 £ 0,26 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Bang 3 cho thay: sau 12 tuan udng Fucolen, xét nghiém danh gia chirc nang gan nong do bilirubin
toan phan trong mau chuét & ca 16 tri 1 (udng Fucolen liéu 0,48 vién/kg/ngay) va 16 tri 2 (udng
Fucolen liéu 1,44 vién/kg/ngay) déu khong co su khac biét co y nghia so véi 16 chirng va so sanh

gitta hai thdi diém trudc va sau khi ung thudc thir (p > 0,05).
Bang 4. Anh hudng cua Fucolen dén néng dé albumin trong mau chudt

Albumin (g/dl)

P (t-test

Thdi gian L6 chirng L6 tri 1 L6 tri 2 Student)

Trudc udng thudc 3,59 + 0,24 3,43 £ 0,38 3,36 + 0,39 > 0,05

Sau 4 tuan uong thudc 3,43 +£0,32 3,38 £ 0,42 3,25 £ 0,27 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Sau 8 tuan udng thudc 3,39 £ 0,30 3,18 £ 0,33 3,14 £ 0,37 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Sau 12 tuan udng thudc 3,33 £0,29 3,61 +£0,32 3,33 £ 0,36 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
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Bang 4 cho thdy: xét nghiém danh gia chiic nang gan ndng d6 albumin trong mau chudt & 16 tri 1
va 10 tri 2 khong co su khac biét cd y nghia so vdi 16 chirng va so sanh giifa hai thgi diém trudc va

sau khi ung thudc thir 12 tuan (p > 0,05).
Bang 5. Anh hudng cua Fucolen dén néng dé cholesterol toan phin trong mau chudt

Cholesterol toan phan (mmol/I) P (t- test
Théi gian L6 chirng Lot L6 tri 2 Student)
Trudc udng thudc 1,81 + 0,22 1,74 £ 0,28 1,69 + 0,25 > 0,05
Sau 4 tuan udng thudc 1,65 + 0,23 1,72 £ 0,30 1,53 + 0,24 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 8 tuan uong thudc 1,64 + 0,38 1,91 + 0,21 1,58 + 0,25 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan udng thudc 1,86 + 0,39 1,88 + 0,30 1,71 £ 0,34 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

K&t qua & bang 5 cho thdy cho thdy: Tai thdi diém sau 4 tuan, 8 tudn va 12 tuan uéng Fucoilen,
xét nghiém danh gia chilfic nang gan néng do cholesterol toan phan trong mau chudt ca 16 tri 1 (udng
Fucoilen liéu 0,48 vién/kg/ngay) va 16 tri 2 (uéng Fucoilen liéu 1,44 vién/kg/ngay khong co su khac
biét c6 y nghia so vai 16 ching va so sanh gilta hai thdi diém trudc va sau khi udng thudc thar 12

tuan (p > 0,05).

Bang 6. Anh hudng cua Fucoilen dén néng dé creatinin trong méu chudt

Creatinin (mg/dl) P (t- test
Thdi gian Lo chirng Lotril Lo tri 2 Student)
Trudc udng thudc 0,81 + 0,22 0,75 + 0,16 0,84 £ 0,13 > 0,05
Sau 4 tuan udng thudc 0,88 + 0,18 0,84 £ 0,15 0,86 £ 0,12 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 8 tuan udng thudc 0,72 £ 0,11 0,80 + 0,14 0,79 £ 0,19 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan udng thudc 0,74 £ 0,13 0,82 + 0,14 0,81 + 0,14 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Bang 6 cho thay: sau 12 tuan udng Fucolen, - Hinh anh dai thé: Trén tat ca cac chubt

6 cad@ 16 ti 1 (ubng Fucolen liéu 0,48
vién/kg/ngay) va 16 tri 2 (ubng Fucolen liéu 1,44
vién/kg/ngay), nong do6 creatinin trong mau
chudt khong cé sy khac biét cd y nghia théng ké
so VGi 16 chitng va so sanh gilra hai thgi diém
trudc va sau khi uéng thudc thir (p > 0,05).

*Hinh anh dai thé va vi thé co quan sau
12 tuan nghién ciru

nghlen cu (16 chiing va 2 16 tr|), khéng quan sat
thay c6 thay ddi bénh ly nao vé mat dai thé cla
cac cg quan: tim, ph0| gan, lach, tuy, than va
hé théng tiéu hoa cua chudt.

- Hinh anh vi thé gan va than: khong
quan sat thay cd thay d6i bénh ly nao vé mat vi
thé thé cua gan, than gitra 16 ching va 16 tri. cac
cd_quan: tim, ph0| gan, lach, tuy, than va hé
thong tleu hoa cua chuot
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V. KET LUAN )

Két qua nghién cltu doc tinh ban trudng dién
theo dudng udng clia vién nang cling Fucolen
cho thdy Fucolen liéu tuong duang liéu du kién
ldm sang (0,48 vién/kg/ngay) khong lam anh
hudng xau dén tinh trang chung, trong lugng
cla chudt cdng trang tang so vdi trudc nghién
ctru, su khac biét co y nghia thong ké so vdi 16
ching sau 12 tudn nghién clu. Khéng gay ton
thuang té bao gan (hoat d0 AST, ALT trong mau
chuét cdng tréng), khdng lam thay doi két qua
nong do bilirubin toan phéan, cholesterol toan
phan va albumin trong mau chudt cdng trang so
V@i 10 chiing. Khéng cé su khac biét rd rang vé
cau tric vi thé gan va than khi so sanh giira 10 tri
va 16 chirng.
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NGHIEN CU’U PAC PIEM LAM SANG, CAN LAM SANG UNG THU’
HA HONG - THANH QUAN GIAI POAN III, IVA-B TAI BENH VIEN
UNG BUO'U NGHE AN NAM 2020

TOM TAT

Ung thu ha hong - thanh quan (UTHH-TQ) la loai
ung thu' tuong dm phé bién, chiém khoang 6% trong
cac loai ung thu vling dau 0. Bénh khéng nhu’ng anh
erdng tram trong dén cac chirc nang thd, nudt va noi
ma con nguy hai dén tinh man . Néu dLIdc phat hién
sém va diéu tri kip thai c6 thé ha thap ti Ié tir vong
mot cach dang ké. Muc tiéu: M6 ta mot s6 dic diém
lam sang, mo bénh hoc UTHH-TQ giai doan III, IVA-B.
Panh gia hinh thai ton thucng UTHH-TQ qua ndi soi.
Doi tugng va phuadng phap nghién ciru: 53 ngudi
bénh va 48 ho sg bénh an UTHH-TQ giai doan III,
IVA-B tai bénh vién Ung budu Nghé An tir thang
01/2020 dén hét thang 12/2020. Phudng phap
nghién ciru: Thu thap s liéu thdng tin thr cap trén
48 bénh an khdm va hoi trén 53 ngu’dl bénh. Két
qua Chi s6 toan trang (PS) chu yeu PS=1 (64 4%);
r6i loan nudt 93/101(92,1%), noi hach c6 74/101
(73,3%), khan tiéng 21/101(20,8%). Giai doan bénh
cht yéu giai doan IV 70/101 (79,3%). M6 bénh hoc:

1Bénh vién Ung budu Nghé An

2Bénh vién K
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100% ung thu biéu mé t& bao vay co do mo hoc II va
III. Ung thu ha hong - thanh quan chu yeu Xuat phat
tlr xoang 1& 82/101(81,2%). Thé sui gap nhiéu nhat
70/101(69,3%).

Tu khoa- Ung thu ha hong - thanh quan; dac
diém 18m sang, can 14m sang.

SUMMARY

RESEARCH CLINICAL AND SUBCLINICAL
CHARACTERISTICS OF STAGE III, IVA-B
HYPOPHARYNGEAL AND LARYNGEAL CANCER

IN NGHE AN ONCOLOGY HOSPITAL IN 2020
Hypopharyngeal and laryngeal cancer is a common
cancer, accounting for approximately 6% of head and
neck carcinoma. The disease is not only seriously
affecting to the functions of breathing, swallowing and
speaking but also life-threatening. If the disease is
detected and treated early, it can reduce significantly
the incidence of mortality. Objective: To describe
some clinical characteristics, histopathology of stage
ITI, IVA-B hypopharyngeal and laryngeal cancer. To
assess morphological leisions of hypopharyngeal and

laryngeal cancer by endoscopy. Patients and
methods: 101 patients with stage III, IVA-B
hypopharyngeal and laryngeal cancer recieved

neoadjuvant chemotherapy or chemoradiotherapy in
Nghe An Oncology hospital from January 2020 to
December 2020. Method: Data collection on 48
medical records and 53 patients. Results: PS=1 is
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