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TOM TAT

Nghién ctru di thanh cong trong viéc khao sat nhitng yéu té anh huong dén kha ning
sinh enzyme nattokinase (NK) cua chang vi khuan CO phan lap tir ban dia 1a: ngudn
carbohydrate va ndng do b sung, ngudén dam va ham luong dam b sung, pH, mat do vi
khuan ban dau, nhiét d6 1én men va thoi gian nudi ciy. Dua trén két qua khao sat, nghién
ctu thiét ké dugc md hinh Plackett-Burman sang loc duoc 4 yéu té anh huong thuc sy dén
qua trinh 18n men sinh NK 1a: pH, thoi gian 18n men, nguon dam peptone va mat do vi
khuan ching ban dau. Tir két qua sang loc, md hinh téi vu héa bang phuong phap dap ung
bé mit theo phuong 4n cau tric c6 tam (RSM — CCD) duoc xay dung cho két qua tai: pH
5,5, mat do vi khuan ban dau 1a 10* CFU/mlI, peptone 2,8% véi thoi gian nudi cay 1a 31 gio
cho gia tri hoat tinh NK cao nhat theo mé hinh Ymax = 199,23 FU/ml va gi4 trj thuc nghiém
la Y'max = 191,26 FU/ml.

Nghién ciru da tach chiét dugc NK tir dich 1én men vi khuan CO bang phuong phap
taa ammonium tai ndng d6 60%, vaGi hiéu suat thu hoi dat gia tri cao nhat 1a 61,54%.
Enzyme sau khi tia duoc tinh sach bang phuong phap sic ky trao d6i ion &m véi hiéu suat
thu hoi dat cao nhit 1a 21,81% va hoat tinh riéng la 390,63 FU/g.

Enzyme tinh sach duoc st dung dé khao séat kha ning ly giai huyét khéi trén mé hinh
chuot dugc tiém k-carrageenan dé tao huyét khdi trong vi mach. Khi so sanh kha nang ly
giai huyét khéi gitra cac liéu dung NK: thap (20 FU/kg), trung binh (30 FU/kg), cao (40
FU/kg) véi Aspirin (3 mg/kg), két qua ghi nhan cho thay NK (3 mg/kg) liéu cao ¢ kha
nang ly giai huyét khéi twong tu sir dung Aspirin (3 mg/kg) vai chi s6 FDP va D-dimer do
duoc lan luot 14 2,04 pg/ml va 9,08 ng/ml.

VI



PAT VAN PE

Theo thong ké ctia T6 chirc Y té thé gidi, bénh tim mach va dot quy (nhu nghén mach
phéi, nghén tinh mach sau, nhdi mau co tim, tai bién mach méau nio) 1a hai nguyén nhan
hang ddu gay tir vong khong chi & Viét Nam ma con & trén toan thé giéi trong nhiéu nim
lién. Mot trong nhitng nguyén nhan quan trong ctia bénh tim mach 14 tic nghén mach méu,
v6i tinh trang ¢ dong mach mau véi cuc mau dong, c6 thé dan t6i nhdi mau co tim cip tinh
va dot quy do thiéu mau cuc bo va ca hai déu dan dén tir vong. Trudc ddy, dé ngin chin
cac con dau tim do ngh&n mach, nguoi ta thudng st dung mot sé thude 6 ban chat hoa hoc
nhu aspirin, ticlopidine, hodc phéu thuét dé léy hodc thong tac nghén, hoac tao ra mach phu
dé cAp moi mau. Tuy nhién, con dudng diéu tri bang thude hoa hoc khong lam tan huyét
khéi ma 1a 1am loang mau dé méu di chuyén qua noi tu huyét khéi dé dang hon. Piéu nay
s& phat sinh mot sb rai ro khong mong mudn trong qua trinh diéu tri. Viéc diéu tri bang
thudc c6 phan tng phu dnh huéng dén sitc khoe bénh nhan va gy phu thudc vao thude hoa
hoc; cac bién phap phﬁu thuat hodc tai tao mach mau thuong chi tién hanh khi bénh da trd

nang va thuong rat ton kém (1), (2).

Trong nhimg nim gan ddy, trén thé gidi da c6 mot cude cach mang trong lidu phap
diéu tri lam tan khéi huyét do nhirng rdi loan tudn hoan mau gy ra bang Gmg dung céac san
pham cua vi sinh vat tao ra nhu: enzyme nattokinase (NK) dé phan giai cac soi fibrin trong
mau ma khong gay phan tng phu (3), (4). O Nhat Ban, tir 1au nguoi dan da duoc tiép can
v6i cac san pham 1én men truyén thong véi thanh phan chinh 1a NK (Natto enzyme) — mot
peroxydase c6 kha nang phan giai fibrin, ngan ngira va xt Iy cuc mau dong. Tuy nhién, c4c
san pham Natto enzyme tai thi truong Viét Nam van chua pho bién. Cac san pham nhap
khau thuong c6 gia rat cao, dai bo phan nguoi dan kho tiép can. Trong nudc cd mot s6 don
vi cung cép chinh 1a Cong ty tu vin Duogc qudc té IMC (san pham Nattopes) va Cong ty cd
phan Dugc Hau Giang (san pham Natto enzyme), USA Pharma (san pham Natto Q10),

nhung céc san pham nay hién tai van chua dugc san xuat ¢ Viét Nam ma chu yéu la nhap



nguyén liéu tho tir Nhat Ban nén gia thanh san phdm van kha cao so voi mit bang thu nhap

cua dai b0 phan bénh nhan.

Vi tinh hinh thuc té nhu trén, viéc nghién ctru mot ché phém lam tan huyét khdi c6
ngudn gdc sinh hoc it tic dung phu va chi phi san xuit thip tir ngudn nguyén liéu tai chd
dugc dit ra, nham gop phan dua ra nhitng giai phap hd tro diéu tri it tac dung phy clng véi
gi4 thanh hop 1y hon. Pong thoi viée nghién ctru san xuét toan bd quy trinh tai chd giup

cht dong hon trong qua trinh san xuat ciing nhu qua trinh diéu tri.

Tt 46, dé tai: “Nghién civu thu nhdn ché pham c6 khd néing phdn gidi soi fibrin gdy
huyét khéi tir vi khudn sinh enzyme nattokinase” dugc dé xuat véi muc tiéu nghién ciru quy
trinh san xuat va thu nhan enzyme NK tir ngudn gidng va nguyén liéu ban dia, thong qua
viéc kiém soat cac yéu to anh huong dén qua trinh 1én men thu nhan san pham dé t6i uu
hoéa quy trinh thu nhan enzyme NK va thir nghiém danh gia hiéu qua 1am sang vé kha ning
phan giai huyét khéi tir ché pham nghién ctu.

Noi dung nghién ciru

— Tbi wu hda qua trinh 1én men san xuat NK bang phuong phap quy hoach thuc

nghiém.
— Téch chiét va tinh sach enzyme NK tir ché pham 1én men.

— Thir nghiém su phan giai fibrin invitro va kha ning lam tan huyét khéi trén

chudt thi nghiém.



