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LOI CAM ON

Trong qué trinh hoc tip, nghién ctru va hoan thanh luan van nay, t61 da
nhan duoc su chi bao nhiét tinh cua cac thﬁy co, sy giap do cua cac ban déng
nghi¢p, su dong vién cua gia dinh va nguoi than.

T61 xin tran trong cam on

Ban gidm ddc, Phong dao tao sau dai hoc Hoc vién Y Dugc hoc co
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Cong an.

Pi tao diéu kién cho toi trong sudt qua trinh hoc tip va hoan thanh
nghién clru nay.

Véi long kinh trong va biét on siu sic, toi xin chan thanh cam on Thiéu
tuéng. Tién s — Pham Ba Tuyén ngudi thdy mau myc da hét 1ong chi bao,
diu dat toi trén con dudng hoc tip va nghién ciru khoa hoc.

T6i xin cam on céc anh chi, cac dong chi dong nghiép di trudc, cac ban
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LOI CAM DOAN

To1 xin cam doan cac so li€u, két qua trong luan van la trung thuc va
chua ting dugc ai cong bd trong bat ky cong trinh nao khéac. Néu sai to1 xin

hoan toan chiu trach nhiém!

Tac gia luan van

Tran Thi Thu Hién
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PAT VAN PE

Gan nhiém md (GNM) 1a tinh trang tich tu chat béo (chu yéu la
triglyceride) bat thuong trong té bao gan do nhiéu nguyén nhan giy nén nhu
ruou, roi loan chuyén héa, rdi loan vé dinh dudng, nhiém doc thude, viém gan
virus bénh gan nhiém m& c6 thé don thuan hodc két hop viém. Theo thong ké
T6 chirc y té thé gidi ty 16 GNM trén toan thé gidi giao dong tir 4% dén 46%
tuy theo tirng vung va khu vuc [70]. Hién nay, GNM khong do ruou la bénh
pho bién & cac nude phét trién nhu Chau Au, Chau My. O Chau A bénh gan
nhiém m& khong do rugu (BGNMKDR) ciing ngay mdt ting nhanh va rét
thay d6i theo timng khu vuc kinh té xa hoi. Trong nhiing nim gan day, tai Viét
Nam BGNMKDR ngay mdt gia tang cung véi sy gia tang cia cac bénh
chuyén hoa, dai thdo dudng (PTP), réi loan lipid mau (RLLPM), béo phi...

BGNMKDR tién trién am tham khong triéu chimg tir giai doan nhiém
md don thuan, theo thoi gian néu khong duoc phat hién va diéu trj s& tién
trién thanh viém gan nhiém m& khong do rugu (VGNMKDR), hau quéa cubi
cling dan dén xo gan va ung thu gan [7].

RLLPM I tinh trang mat can bang gilta cac thanh phan lipoprotein
trong mau. Mdi lién quan rat chit ché bénh gan nhiém md khong do ruou voi
ri loan lipid mau da duoc xéac dinh [7].

Cho dén nay, y hoc hién dai (YHHD) van chua thuc su ¢6 mot phac do
cu thé va théng nhét dé diéu tri gan nhidm md khong do ruou. Mac du viéc
lam giam cac yéu té nguy co nhu béo phi, ting m& mau, dai thao duong kiém
soat kém da duoc dé cap nhung van chua c6 mét lidu phap thuc su hiéu qua.

Hién nay cac ché pham thudc YHCT san xuét trong nudc ding hd trg
diéu tri gan nhiém m& khong do ruou con han ché va chua phat huy duoc hét
noi luc cia YHCT. Tai Bénh vién Y hoc ¢ truyén Bo cong an, ching toi da

tng dung bai thudc nghiém phuong cia bac si Pham Ba Tuyén dudi dang



thudc sac dé diéu tri cac chiing trong bénh gan nhidm mé khong do ruou va
thu dugc két qua kha quan trong diéu tri RLLPM. Tur nhiing két qua budc dau,
ching tdi di nghién ctu chuyén dang bao ché thanh ché pham vién nén
GANMO va tién hanh nghién ciru doc tinh cip, ban trueong dién, nghién cau
tac dung duoc Iy anh hudng dén céc chi sé Lipid mau trén thuc nghiém. Két
qua cho thiy ché pham c6 d6 an toan cao, tac dung lam giam Cholesterol
(TC), triglyceride (TG), tang lipoprotein ty trong cao trén thuc nghiém [16].
Pé tiép tuc khang dinh tac dung caa ché pham trén 1am sang chlng toi tién
hanh nghién ctu dé tai: “Nghién ciru tac dung vién nén GANMO trong
diéu tri gan nhiém mé trén 1am sang” véi hai muc tiéu:

1. Panh gid tac dung cua vién nén GANMO trén mét sé chi tiéu 1am
sang va cdn 1am sang trong diéu tri gan nhiém mé khéng do ruou.

2. Theo dbi tac dung khdng mong musn cua vién nén GANMO.



CHUONG 1. TONG QUAN

1.1. BENH GAN NHIEM MO KHONG DO RUQU THEO YHHD
1.1.1. Khai niém

Chét béo 1a thanh phan tit yéu cua té bao gan ciing nhu céc té bao séng
khac, chiém khoang 20% trong lugng ctia gan, hau hét 1a phospholipid cua
mang té bao. Triglyceride (m& trung tinh) chi chiém dudi 5% trong luong
gan. O nguoi binh thuong khong thiy hodc rat it TG trong t& bao gan khi
quan sat dudi kinh hién vi quang hoc.

Gan dong mot vai tro trung tdm trong su tich trit va chuyén hoa cia céc
chat béo. Gan nhiém md dinh nghia nhu 1a mot su tich liy cia chit béo trong
gan, tich lily m& vuot qua 5% trong lugng gan hodc quan sat dudi kinh hién vi
thay nhiéu hon 5% s6 té bao gan chua cac hat md TG [7].

Hiép hoi Gan mat chau Au, Hiép hoi nghién ctru dai thao dudng Chau Au
va Hiép hoi nghién ctru béo phi Chau Au thong nhat BGNMKDR duoc dic
trung boi su tich tu chat béo ¢ gan qua mic di kém véi su khang insulin va
dugc xac dinh bdi su hién dién cua nhiém md & > 5% té bao gan theo phan
tich mo6 hoc hodc boi su phan doan chit béo gan theo mat d6 proton (cung cip
mot wée tinh phong chimg vé khéi lugng chat béo & gan) > 5,6% dugc danh
gia bang quang pho cong hudng tir proton hodc chup cong hudng tir chon loc
dinh luong chat béo/ nudce [7].

Viéc chan doan BGNMKDR doi hoi loai trir ca nguyén nhéan tha phat va
viéc uéng ruou hang ngay > 30g ddi voi nam gidi va > 20g dbi véi nir gidi.
BGNMKDR bao gém cac giai doan: GNM don thuin khong do ruou, viém
gan nhiém md& khong do ruou va cubi cing 1a xo gan [7], [31].

1.1.2. Dich té hec

* Trén thé gi6i:

Theo nhitng nghién ciru méi day ciia To chic Y té Thé gidi (WHO) cho



thiy c6 hon 100 triéu ngudi trén thé giéi hién dang méc gan nhiém md. Hon
50% s ngudi mac bénh thuong khong biét minh dang bi gan nhiém mé cho
dén khi di xét nghiém diéu tri mot can bénh khac méi phat hién thay. Tuy
nhién, bénh thudng gip hon & nhitng ngudi bi dai thao dudng, béo phi va dé
khédng insulin. Nghién ctu trén 1.266 bénh nhan tor 2004 - 2008,
Neuschwander -Tetri va cs. nhan thdy c6 49% méic THA; 31% mic DTD typ
2 [60].

Cac nghién ctru vé dich t& hoc cho thiy ty 1& gan nhiém m& ¢ nam cao
hon nit. Ty 1é gan nhiém mé trong dan s6 tai cac nudc 1a 10 - 24% va ty 18
nay gia tang dén 57,5 - 74% & nhimg ngudi béo phi. Sy lién quan giita béo
phi v6i gan nhiém m& bién thién tang tir 30 - 100%, BT tuyp 2 14 10 - 75%,
tang lipid mau 1a 20 - 92%. Qua nghién ctru cac chuyén gia cho ring nguy co
mic gan nhiém md tang gap 4,6 lan & nhitng nguoi béo phi. Ngay céa khi bénh
nhan c6 chi s6 khéi co thé (BMI) binh thuong, thi béo bung, vong bung to
cling 1am ting nguy co mic bénh gan nhidm m&. S hién dién cua tiéu duong
tuyp 2 ciing lam gia ting nguy co va do ning ctia bénh gan nhiém md. Su két
hop tiéu dudng va béo phi 1a mot yéu t6 nguy co cdng luc.

Viém gan nhiém m& khong do rugu duoc md ta 1an dau vao nam 1980 va
ké tir d6 nhiéu nghién ctru khac nhau di cho thdy hau qua nghiém trong cia
bénh d6i véi c nhan ciing nhu xa hoi. Do bénh thudng khong triéu chimg nén
chua biét chinh xac bao nhiéu nguoi bi VGMKDR, 7 - 9% dan s6 Hoa ky
duoc chan doan VGMKDR qua sinh thiét gan. Da s6 bénh nhan ¢ vao do tudi
tir 40 - 60 tudi. Nhung bénh ciing c6 thé xay ra & tré em trén 10 tudi va ti 16
méc bénh & nit cao hon nam.

Ty 1¢ BGNMKDR thay dbi tiy theo do tudi, gisi tinh, vi tri dia Iy va cac
phuong phap danh gia. O Hoa Ky ty 168 BGNMKDR & cac nghién ctru 13 24 -

34%, trong do ty 1é viém gan thoai héa m& khong do ruou chiém khoang 3 -



5%. Tai Nhat Ban c6 khoang 31/1000 truong hop bi BGNMKDR/ nam va ¢6
khoang 10% truong hop GNM méi mac/ nam. O Hy Lap ty 16 BGNMKDR
khoang 31%. O khu vuc Pong Nam A ty 18 nam xap xi gip 2 lan so véi nit
(31/16) [38], [70].

Bang 1.1. Ty 1é bénh gan nhiém mé khong do rweu trén toan thé gisi [70]

Vi tri GNM khong do rugu VGNMKDR

Thé gisi 4 - 46% 3-5%

Céc nuoc phuong Tay 20 - 40% 2 - 3%

Céc nudc phuong DPong 10 - 20% khong cé dir licu
Nigeria 9 % khong c¢o dir licu
Sudan 20 % khong c6 dir li€u
Chau A 15 - 30% khong c6 dir liéu
Trung Qudc 15 - 30% khong co di liéu
Nhat Ban 9-30% khong c6 dir liéu
Han Qudc 18 % khéng co dir liéu
Hong Kong 16 % khong co dir liéu
An Do 16 - 32 % khong co dit liéu
Indonesia 30% khong c6 dir licu
Malaysia 17 % khong c6 dir liéu
Pakistan 18% khong c6 dir licu
Singapo 5% khong ¢6 dir liéu
bai Loan 11-42% khong co dir licu
Australia 20 - 30% khong c6 dir licu
Chau Au 25 % khéng c6 dit liu
Hy Lap 31% 40%

Y 23 % khong c6 dir licu




Vi tri GNM khong do rugu VGNMKDR

Trung Dong 20 - 30% khong c6 dir li€u
Iran 4,1 % khéng co dir liéu
Isarel 30 % khong c6 dir liéu
A Rap 16,6 % khéng co dir liéu
Chau My La Tinh 17 -33,5% khong c6 dir li¢u
Mexico 16 % khong c6 dir li¢u
Hoa Ky 24 - 34% 3-5%

My goc Phi 24% khong co dir liu
My goc An Do 0,2 - 4% khong co dir liéu
Au - My 33 % khong c6 dir ligu
Canada 7% 3%

* Tai Viét Nam: chua tim thdy mot nghién ctru dich t& nao vé ty 16 GNM
khong do ruou. Tuy nhién, su gia tang cua ty 1¢ béo phi, bénh dai thao duong
type 2 va hoi ching chuyén héa ciing nhu su thay doi vé 16i song, thoi quen
an udng ciing du bao mdt tinh trang gia ting dang ké ctia bénh GNM khong
do ruou.

Phan Xuan Sy (2001) khao sat 31 bénh nhan gan tang am dd 3 so vai than
thdy GNM chiém t6i 96,8% véi mic do nhiém m& tir nhe dén ning. Tang
lipid mau gap ty 1& kha cao: ting cholesterol chiém 67,7%, ting TG chiém
74,2%, ting LDL- C chiém 54,8%, va c6 5 bénh nhan c6 HDL- C giam [26].

Lé Thanh Ly (2001) nghién ctru gia tri ciia siéu am hai chiéu trong chan
doan GNM cho théy: do nhay va do dac hiéu cua si€u am trong chan doan
GNM 1a 96,8%. Tang TG gap 73,1% va chi c6 moét truong hop tang
cholesterol [19].

Nghién ctru ctia Trinh Hung Truong (2004) thdy RLLPM gip & 74% cac

BN gan nhiém m& va chil yéu 14 ting TG, nong d6 cac thanh phan lipid mau



khong khac nhau theo mirc d ning cia GNM trén si€u am [32].
1.1.3. Sinh ly bénh ciia gan nhiém mé& khéng do rugu
1.1.3.1. Co ché bénh sinh gan nhiém mé

Su tich tu md trong té bao gan 13 hau qua ctia bon qua trinh [72]:

- Tang hap thu cac acid béo tu do (tir m& trong thirc dn hodc md trong co
thé) tir cac tinh mach cira.

- Tang tong hop cac acid béo tu do trong gan tir glucose hay acetat.

- Giam qua trinh oxy hoa ctia cac acid béo tu do trong cac ty thé.

- Giam tong hop hoic tiét lipoprotein (cac lipoprotein trong lugng phan tir
thap, VLDL) 14 cac con duong chinh dé dua lipid ra khoi gan.

Vé co ché bénh sinh ciia GNM, cho dén nay van chua hoan toan sang to,

c¢6 kha nhiéu gia thuyét di duoc dua ra.
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Trich tie Sheila Shelock,, Jame Doolv, “Nurvitional and metabolic liver diseases in

Diseases of the liver and biliarysystem ", 10" edition. Blackwell science 1997:427-434

Hinh 1.1. C4c yéu to lién quan trong bénh sinh gan nhiém mé
1.1.3.2. Co ché bénh sinh ciia bénh gan nhiém mé khéng do rwou
Gia thuyét vé 2 con dudng dan dén BGNMKDR cua Day va cong sy nim

1988 da cung cép cho chung ta su hiéu biét vé co ché bénh sinh cia



BGNMKDR. Cho dén nay sinh 1y bénh cia BGNMKDR vén khéng ngimg
dugc nghién ctru va ngay cang tré nén phuc tap. N6 lién quan dén quéa trinh
ndi tiét- trao doi chat, viém, mién dich va yéu té di truyén. BGNMKDR la két
qua cua sy tuong tac phire tap cua nhiéu yéu t6 nhu st dé khang insulin, cac
yéu t6 tién viém cytokine, oxy héa khir chat béo, rdi loan chiic ning cua ty lap
thé va stress oxy hda. [42], [43], [34], [52], [53], [64].

* Con dwong din dén thoi h6a mo

Co ché bénh sinh chinh cia BGNMKDR chu yéu lién quan dén béo phi,
béo ndi tang va su dé khang insulin. O nhirng bénh nhan c6 dé khang insulin,
su hap thu glucose ctia co xuong bi giam dan dén tang nong do glucose trong
huyét thanh. Glucose du thira duoc dwa dén cac té bao gan va chuyén thanh
acid béo. Glucose di vao chu trinh Krebs 1am ting tong hop Acetyl- CoA dan
dén tang tong hop TG. Mit khac ¢ ngudi khoe manh insulin e ché hocmon
phan giai nhay cam trong cac mdé md, do d6 trc ché qua trinh thiy phan TG va
san xuat acid béo ty do. Trong trang thai khang insulin, mic du nong do
insulin cao trong huyét thanh nhung su ly giai & mé m& van ting 1én do do
lam tang n6ng do acid béo tu do. Acid béo tu do duoc van chuyén dén gan
lam tang luong acid béo tu do trong gan do d6 ting tong hop TG trong gan.
Ngoai ra, tang insulin mau méan tinh lam giam sy tong hop ciia apolipoprotein
B 100 do d6 1am suy yéu van chuyén cac lipoprotein trong lwong phan tir thap
tir cac té bao gan ra ngoai.

* Con dwong tir thoai h6a m& dén vién gan nhiém mé

Co ché bénh sinh ndi bat cta viém gan nhiém md 1a té bao gan ton
thuong hoac té bao, viém va xo hoa. Su tich tu cua acid béo trong cac té bao
dan dén tang sy trao doi chat trong cac peroxisome, ty thé va ludi nodi chat, két
qua 1a ton thuong céc ty lap thé, suy giam hoat dong ctia chudi hd hép té bao.

Trong peroxisome, acid béo B-oxy hoa dugc xuc tac boi acetyl coenzyme A



hinh thanh hydrogen peroxide. Microsome ® oxy hoa dugc xuc tac boi
cytochrome P450 Enzyme 2E1, 4A10 va 4A14, hinh thanh cac goc tu do
thong qua vi¢c cho cac elextron tdi cac phan tir oxygen cua cac protein thom.
Cac acid béo khong no 1a cuc ky nhay cam véi oxy hoa lipid bdi cac goc tu
do. San pham phu cua cac acid béo khong no chinh 14 aldehyde- tdc nhan gay
doc té bao. Cac gbe tu do va aldehyde gy stress oxy hod va chét té bao thong
qua ATP va su can kiét NADH, DNA va ton thuong protein, va su suy giam
glutathione. Ngoai ra, chiing giy ra viém nhiém théng qua viéc san xuét cac
cytokine tién viém, din dén hoa tng dong bach cau trung tinh. Cubi cing, cac
gbc tur do va san pham ctia qua trinh oxy hoa lipid ¢6 thé dan dén xo hoa bang
cach kich hoat céc té bao hinh sao trong gan [31].

1.1.4. Moi quan hé giira bénh gan nhiém mé khéng do rwou va réi loan
lipid mau

1.1.4.1. Khdi niém RLLPM

Réi loan lipid mau 13 tinh trang mét can bang giita cac thanh phan
lipoprotein trong mau [12]:

- Tang cholesterol: binh thuong cholesterol toan phan trong mau <
5,2mmol/L; tang gidi han khi cholesterol trong mau tuir 5,2 - 6,2mmol/L; tdng
cholesterol mau khi > 6,2mmol/L.

- Tang LDL-C: binh thuong LDL-C trong mau < 3,4mmol/L; tang gidi
han tir 3.4 - 4,1mmol/L; ting nhiéu khi > 4,1mmol/L.

- Tang triglycerid: binh thuong triglycerid trong mau < 2,26mmol/L; tang
gi61 han tr 2,26 - 4,5mmol/L; tang TG tur 4,5 - 11,3 mmol/L; rat tang khi TG
trong mau > 11,3mmol/L.

- Tang hon hop lipid mau: khi cholesterol > 6,2mmol/L va 2,26 < TG <
4,5 (gitra khoang 2,26 — 4,5mmol/L).

- Giam HDL-C: binh thuong HDL-C trong mau > 0,9mmol/L; khi HDL-C
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trong mau < 0,9mmol/L 1a giam.
1.1.4.2. Hau qud cia hai chizng réi loan lipid mau

RLLPM la mdt trong cac nguyén nhan gay nén cdc mang xo viia tai thanh
dong mach, gy xo cimg va hep 1ong dong mach dan t6i tinh trang thiéu ning
d6ng mach vanh, nhdi méau co tim, tai bién mach méau nio [72].

e Xo vira dong mach

Xo vita dong mach 1a tinh trang thanh mach day 1én va c6 lang dong cuc
bo cua lipid (cholesterol este va cac lipid khac). Céc lipoprotein ling dong,
két tu tao mang vita dong mach, 1am hep long mach, giam tinh dan hoi cia
mach mau, suy giam tuan hoan, c6 thé dan dén nhdi mau [72].

Trong bénh XVDM hay gip ting triglycerid, cholesterol va LDL-C, nhat
1a khi c6 giam dong thoi HDL-C. Nghién ctru dich t& vé cholesterol mau trong
bénh xo vita dong mach tai Framingham cho théy gilra néng do cholesterol
mau va ty 18 tir vong do XVDM c6 mdi tuong quan ty 1¢ thuan.

e Ting huyét ap

RLLPM gay nén XVDM, lam chit hep dong mach nhat 1a dong mach
than, day 1a nguyén nhan giy ting huyét ap hodc 1am cho ting huyét ap ning
thém. RLLPM ¢ nguoi ting huyét ap & trong cac dang sau: VLDL (chira chu
yéu triglycerid) ting nhung LDL-C (chu yéu chira cholesterol) van ¢ mirc
binh thuong hodc ca LDL-C va VLDL (TG va cholesterol) déu ting.
1.1.4.3. Méi quan h¢ gia bénh gan nhiém mé khéng do rweu va réi loan
lipid méu

* Roi logn lipid mdu la mot trong nhitng nguyén nhin hang dau dén
dén bénh gan nhiém mé khong do ruou

Thuc té cho thay, bénh nhan méc gan nhiém m& thudng kém theo rdi loan
lipid mau véi biéu hién dic trung 1a ting TG, ting céc lipoprotein ty trong

thap, ting LDL-C va giam luong HDL. Theo Pham Thi Binh (2016), c6
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92,7% bénh nhan gan nhiém m& c6 RLLPM di kém. Nghién ciru ciia Nguyén
Hai Thuy ghi nhan ty 1€ ting TG & bénh nhan GNM 1la 68,9% [28]. Nghién
ctru ctia Nguyén Thi Viét Hong vé hoi ching chuyén hoa trén bénh nhan
GNM la 84% [13], ctia Lé Thanh Ly 1a 73% [19].

Tang triglyceride mau 1a bat thuong chinh vé lipid c6 lién quan dén su
hién dién mutrc do trAm trong cia GNM. Tang lipid mau (gdm ting TG, ting
cholesterol hodc ca hai) da dugc bao cdo va phat hién & 20 - 80% & bénh nhan

x0 gan khong do ruou [7], [33].

CHOLESTEROL SOURCES

© CHOLESTEROL

Hinh 1.2. Méi lién quan giita GNM va RLLPM

* Bénh gan nhiém mé khong do rwou cé thé gay roi logn chuyén héa
lipid mau

Gan 1a mot co quan quan trong gitip dam nhiém nhiéu chirc ning khac
nhau cho co thé. Mot trong s6 cac chirc ning d6 1a tong hop va chuyén hoa
chat béo. Gan 80% cholesterol cta co thé dugc tong hop ¢ gan nhd xuc tac
cia men HMG — CoA reductase. Chi 20% cholesterol con lai dugc tong hop
tir thire an. Céc acid béo tu do hip thu qua gan s& chuyén thanh cholesterol.
Néu acid béo du thira s& chuyén thanh triglycerid. Tai gan, triglycerid s& két
hop véi thanh phan apoprotein do gan san xuat ra va dua ra ngoai dudi dang
lipoprotein ty trong thip. Do vdy, néu co tinh trang rdi loan chuyén hoa

cholesterol & gan s& lam ting cholesterol toan phan, ting LDL va triglycerid,
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giam HDL. Khi gan bi nhiém m&, chitc ning gan bi suy giam dan t&i qua
trinh diéu hoa va chuyén hoéa lipid bi réi loan [7].
1.1.5. Chan do4n
1.1.5.1. Triéu chang lam sang

Phan 16n cac truong hop khong c6 triéu chimg. Cac bénh nhan thudng
dugc phat hi¢n mdt cach tinh ¢ khi di kham bénh dinh ky véi tinh trang gan
to hay nhimg bat thuong nhe vé chi sé aminotransferase hodc alkaline
phosphatase. Trong céac trudng hop khéc, tinh trang GNM duogc nghi dén khi
bénh nhan dugc chi dinh lam si€u am hoac chup cat 16p vi tinh dé tam soat
mot bénh khac. Mot sd truong hop bénh GNM c6 thé ¢6 nhitng biéu hién 1am
sang nhu triéu chirng mét méi, an kém, r6i loan tiéu hoa, dﬁy chudng bung va
cam gidc khé chiu & vung thuong vi va ha sudon phai. Véi tinh trang GNM
nang co thé co triéu chirng vang da, dau bung, budn nén, 6i mira va gan to
nhe. O nhiing bénh nhan GNM do nhiing nguyén nhan khac nhau thi ciing c6
kém theo nhimg triéu chimg toan than va nhimg dau hiéu dic trung cta nhing
nguyén nhan d6. [7], [31].
1.1.5.2. Chdn dodn cdn 1am sang

% Siéu am

Siéu am la phuong phap don gian, thuan tién, ré tién, thuong dugc su
dung nhét cho viéc sang loc GNM va thuong 1a lya chon dau tién dé danh gia
GNM. Cac bao cao vé do nhay va do dic hiéu cua siéu am dé phat hién tit ca
cac giai doan cua thoai héa md gan tuong tng la 60 - 94% va 66 - 95% [48].
Tuy nhién siéu am chi co6 gia tri tét trong cac trudng hop GNM vira va ning
(> 30% s6 té bao gan bi thoai hoa md) [46], [62], [50], trong mdt nghién ctru
phan tich téng hop gan day cho thdy do nhay cua siéu Am trong phat hién
GNM vira va nang 1a 84,8% [47], v6i GNM nhe d6 nhay cta siéu 4m kha thip
chi 47 - 55% [58]. Do nhay va do dac hiéu cia siéu am ddi voi GNM cling
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giam di khi c6 ton thuong viém va xo héa [47], [50].

* Bjéu hién cia gan nhiém mé trén siéu am [23], [48]

Nhu mé gan binh thudng 13 dong nhat véi do hdi Am bang hodc cao hon
rt it so voi than phai, va thuong c6 hinh anh rd rang cua cac mach méu,
dudng mat trong gan va co hoanh. Khi bi nhiém md, cac vi giot m& sap xép
ké can nhau tao nén nhiéu mit phang phan cach cho sy phan hdi séng am, md
lai 14 moi truong co hé sb giam 4m cao, do vay khi gan bi nhim md s& co
mot sb dic diém sau.

D6 hoi 4m ctia nhu mo gan ting tao nén hinh anh dic trung ma mot sb tac
gia goi 1a “gan sang”. Do hoi 4m ciia nhu md gan s& chénh léch rat nhiéu so
vO1 cdc co quan lan can khi khdo sat & cung d sau nhu than bén phai. Binh
thuong d6 hdi 4m ctia nhu mé gan va nhu mo than 1a gan twong duong nhau,
khi bi nhiém m&, d6 héi 4m cia nhu mo gan tang hon nhiéu so v&i nhu mo
than. Va thong thuong thanh cua cac cau trac 6ng, mach ting Am hon so voi
nhu md gan nén twong phan han so véi nhu mé gan xung quanh. Trong GNM
thi sy twong phan nay giam rd rét dén mirc kho phéan biét dugc ciu tric ong
mach trén nén GNM nén quan sat thdy cdu tric mach mau thua thét. Nhing
giot chat béo ciling lam giam tia thim nhap qua gan dan dén giam d6 hat 4m
clia cac co quan ¢ sau, do d6 khong thay rd dugc cac cau tric ¢ sau vi du nhu
khong nhin théy r0 rang duogc cAu tric ctia co hoanh, cac mach mau, giuong
thi mat ¢ ron gan.

Theo tac gia Hagen-Ansert va mot s tac gia khac [23], [48], c6 thé chia
GNM thanh 3 muc do chinh trén siéu am:

- b6 1: Gan tang nhe dd hoi am lan téa ctia nhu md, muc do hit 4m chua
dang ké nén van con xac dinh duge co hoanh va dudng bo cac tinh mach

trong gan.
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- bg 2: Gan tang lan téa do hoi Am va do hat am, kha nang nhin théy co
hoanh va dudng bo céc tinh mach trong gan bi giam nhiéu.

- b0 3: Gia tang 1o rét muc do hoi am, tang do hut am dén muc khong con
nhan dién dugc co hoanh va duong bo cac tinh mach trong gan, va mot phﬁn
nhu mo gan & phan thiy sau gan phai- trén mat cat dudi suon.

* Chup cdt 1ép vi tinh (Computed tomography - CT)

Chup CT ¢6 can quang va khong c6 can quang da duoc dung rong rai dé
chan doan GNM. Khong gidng nhu siéu dm, chup CT st dung cic phép do
mat ¢6 md bang don vi Hounsfield. Mat &6 mé phu thudc vao thanh phan mé.

Panh gia GNM trén phim chup CT 6 bung cho thay su giam ty trong cua
gan so vai lach. Khi ty trong ctaa gan giam 10 d6 Hounsfield so vai lach thi cé
thé chan doan 1a GNM. Thuong tinh ty & vé ty trong gan/lach theo do
Hounsfield, trong treong hop GNM, ty 1€ nay nho hon 1. Chup CT c0 can
quang c6 d6 nhay 1a 74% va do dic hiéu 1a 70% dé phét hién tat ca cac mac
do cua thoai héa ma gan [74]. Voi GNM vira va nang (> 30% trén md hoc),
chup CT c6 d6 nhay la 84% va d6 dac hiéu la 100% [48], [63]. Cac bao céo
cling da chuing minh chyup CT khong nhay cam véi GNM nhe [41]. Chup CT
c6 d6 nhay thap vai cac truong hop GNM nhe dudi 30% va do dac hiéu chan
doan GNM ciing bi anhhuéng béi céc yéu té nhu xo hoa, viém va phi né
cling ¢6 thé lam giam ty trongcua gan. Do d6 chup CT khong phan biét duoc
GNM don thuan va viém GNM.

Su danh gia thoai hoa md gan trén phim CT cé can quang chiu anh huong
boi sy tudi mau gan va cac bénh gan co ban khac. Chinh vi nhiing han ché
trén, chup CT khéng phai 1a mét phuong phap duoc lua chon dé chan doan
sang loc hoac theo d6i GNM.

*  Chup cong hwong tir (Magnetic resonance imaging - MRI)

Chup MRI 1a mét ky thuat chinh xac va tuong dbi vuot tréi hon so véi
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siéu &m va chyup CT dé phat hién nhiing truong hop GNM nhe. MRI ¢6 thé
duoc st dung dé dinh tinh va dinh lugng chat béo trong nhu mé gan. Nguyén
tdc co ban cta chup cong huong tir 13 dua trén sy khac nhau vé ban chat hoa
hoc ciia nudc va chat béo do do cac proton nudc va chat béo tao ra céc tin
hiéu khac nhau trong tir truong tao ra céac tan sé cong huong tir khac nhau
gitta nudc va chat béo. Cac phuong phap dinh luong thuong duoc st dung
nhiéu nhat 1a goi 1a hinh anh giai doan ngoai va trong, trong dé cac tin hiéu tir
cac proton chat béo dugc thém hoac trir, twong Gng véi cc tin hiéu tir cac
proton trong nudc. Giam cua tin hiéu giai doan ra trén TIW 1a mot yéu t6 du
bao chinh xac vé noi dung chét béo gan so voi danh gia mé hoc [48], [56],
[63], [71]. K§ thuat MRI c6 d6 nhay va do dic hiéu cao trong chan doan va
do luong GNM. Nhiéu k¥ thuat MRI da duoc phét trién dé nang cao hiéu qua
ctia nd trong chan doan va dinh lugng chat béo trong GNM tuy nhién chup
MRI van kho phan biét duoc khi c6 viém va xo hoa gan, mit khac do chi phi
tén kém nén MRI van chua duoc st dung rong rai trén 1am sang dé chan doan
GNM.

* Céac ky thudt do dé dan héi gan

Céac ky thuat do d6 dan hoi gan déu dua trén nguyén 1y chung 1a do su
bién dang ctia mo gan dudi tac dong cua mot luc. Su bién dang nay tuy thudc
vao d6 cang cua gan. Ky thuat do d6 dan hdi ciia gan géom 3 budc: tao ra luc
tac dong 1én md gan gay ra su bién dang, ghi nhan van téc séng bién dang
bang siéu &m theo dbi, xur Iy va cho két qua do cing cua gan bang céac thuat
toan.

Cac phuong phap khac nhau s€ st dung cac ky thuat khac nhau tac dong
Ién 3 khau nay. C6 nhiéu ky thuat khac nhau dé do d6 dan hoi gan nhu: do do
dan hdi thoang qua (Transient elastography sir sung may Fibroscane), ki thuét
ghi hinh ARFI, k§ thuat do d6 dan hdi cong huong tir (MRE)... [40], [67],
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[30]. Gia tri chung cta cac phuong phap do d6 dan hoi gan trong bénh GNM
la cho phép danh gia dd xo hoa gan, Fibroscan ciing cho phép danh gia duoc
d6 nhiém md gan nhung khong danh gia chinh xac dugc cac giai doan ciing

nhu cac loai ton thuong trong bénh gan nhiém ma.

* Sinh thiét té bao gan

Phuong phap nay duoc xem 1a tiéu chuan vang dé chan doan GNM, tuy
nhién sinh thiét gan 1a mot xét nghiém xam nhéap co6 bién chimg va gia thanh
cao [7].

1.1.6. Piéu tri gan nhiém mé& khéng do ruwou

Pén nay, van chua c6 mot phac dd cu thé va théng nhat dé diéu tri gan
nhiém mé&, mic du viéc 1am giam cac yéu té nguy co nhu béo phi, ting md
mau, dai thdo dudng kiém soat kém... da duoc dé cip nhung vin chua c6 mot
liéu phap thuc su hiéu qua. Ba co nhiéu nghién ctiru danh gia hiéu qua cua céc
bién phap khac nhau, ké ca dung thude hoic khong dung thube. Hién tai, co 4
huéng chinh thuong ap dung gém: thay d6i 16i song, giam lipid mau, ting
nhay cam insulin va ding cac tac nhan chéng oxi héa [7], [9].

- Thay ddi 16i séng: Bao g@)m mot ché do van dong thé luc thich hop,
khau phﬁn an hop 1y va han ché céc yéu t6 ¢6 hai nhu ruou, bia...

Viéc giam can 1a hét strc can thiét, nhung can tir tlr, vi giam cén nhanh co
thé 1am cho bénh gan ning 1én. Nguoi ta cho rang muc do giam can khong
nén qua 1,6kg/ tudn ¢ ngudi 16n. Giam can va ting hoat dong thé luc co thé
gitip duy tri sy cai thién vé men gan, mo bénh hoc cta gan va muc insulin
huyét twong cling nhu chit lugng séng. Két qua nay duoc minh ching qua
mot nghién ctru trén 799 bénh nhan VGMKDR khi so sanh céac chi s6 sinh
hoa phan 4nh tinh trang viém gan, dé khang insulin giita nhom c6 va khong

tap aerobic. Sy cai thién vé tinh trang nhiém m& (nhung khong ¢6 viém va xo
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hoa) cung voi1 su gidam cac yéu td di€u hoa tong hop fibrinogen cua gan da

dugc quan sat trong mot nim ¢ nhiing ca phau thuét diéu tri béo phi. Trong

mot bao cdo khac, mirc d nhiém md va dé khang insulin ban dau da giam sau

khi phau thuat chita béo phi mot nim [68].

Bang 1.2. Cac yéu té caa cach tiép can 16i séng toan dién véi viée diéu tri

BGNMKDR [7]

Linh vuc

Can thiép dé nghi

Han ché vé nang

luong

- Khiém khuyét ning lugng 500- 1000 kcal, dé tao ra sy
giam can 500- 1000 g/ tuan.

- Muyc tiéu giam cén tong cong 7-10%

- Tiép can duy tri kéo dai, két hop hoat dong thé chat theo

nguyén tac cia diéu tri nhan thtrc- hanh vi.

Thanh phan dinh

dudng da lugng

Luong tiéu thu chat béo tr it dén trung binh va

carbohydrat tir trung binh dén cao.

Luong tiéu thuy

- Nhitng ché do an ketogenic it carbohydrat hodc nhiéu

fructose protein.
- Tranh cac d6 udng va thuc pham chua fructose

Uodng rugu Duy tri nghiém ngit viéc udng ruou dudi ngudng nguy co
(30g ¢ nam, 20 g & nir)

Ubng ca phé Khéng c6 gidi han ndo lién quan dén gan

Tap luyén/ hoat
dong thé chat

-Céc hoat dong thé chat aerobic cuong do trung binh 150-
200 phut/ tuan trong 3-5 dot thuong duoc wa thich hon (di
bo nhanh, dap xe tai chd).

-Tép luyén suc chiu dung cling c6 hi¢u qua va thac déy
sttc chju dung cta khung co- xuong voi nhimg yéu t6 tac

dong dén cac yéu t6 nguy co vé chuyén hoa.
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Linh vue Can thiép dé nghi

-Ty 1& cao vé mét moi do khong hoat dong va budn ngi

ban ngay lam giam vi€c tuan thu tap luyén.

- St dung thubc ha lipid mau: Vi¢c sur dung statin cling nhu fibrate & bénh
nhan gan nhiém md c6 2 muc tiéu 1a: vira kiém soat su ting lipid mau (yéu to
lién quan chit ché véi gan nhiém md) vira diéu tri gan nhiém md.

CAc statin, gdm ca pravastatin va atorvastatin déu co thé dung dé diéu tri
tang lipid mau & ddi tugng bi bénh gan man tinh voi nguy co nhiém doc gan &
murc toi thiéu [55]. Cac nghién ctru 1am sang da cho thay tinh an toan cia viéc
str dung statin ¢ nhitng ngudi bi cac bénh gan nhiém md khong do rugu .

- Cac thudc lam tang nhay cam insulin va mot s6 thude khac:

+ Metformin: Mgt thtr nghiém c6 kiém soat & 36 bénh nhan VGMKDR
duoc phan ngiu nhién vao mot trong hai nhom cé hoic khong dung
metformin (850 mg x 2 1an mdi ngay) két hop ché d6 an han ché lipid va calo
trong 6 thang. Nong d6 men gan va ndng do insulin, peptid C trung binh trong
huyét thanh da giam mot cach c6 y nghia ¢ ca 2 nhom, nhung uu thé hon &
nhém c6 dung metformin. Sy cai thién trong viém gan hoai tir cling da duoc
ghi nhan & nhém bénh nhan c6 dung metformin nhung két qua khong co y
nghia thong ké.

+ Pioglitazon: Nhiéu nghién ctru da danh gia vai trd cta pioglitazon khi
stt dung don thuan hay phdi hop véi tiét thuc hodc vitamin E & bénh nhan
VGMKDR. Nhitng nghién ctru nay da cho théy su cai thién vé mit sinh hoa
cling nhu mé bénh hoc nho pioglitazon nhung sy céai thién nay duong nhu
nguoc lai do gian doan. O mot nghién ctru, 74 bénh nhan VGMKDR khong bi
dai thao duong di duoc phan ngiu nhién vao mot trong hai nhom: dung gia

dugc hodc 30mg pioglitazon hiang ngay cung véi ché do dn chuan két hop tap
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thé duyc [55]. Pioglitazon lam ting can va giam muc glucose, HbAlc va cac xét
nghiém hoéa sinh gan ciing nhu giam thiéu qua trinh xo hoa va ton thuong té
bao gan.

Mot liéu trinh dicu trj dai han véi thiazolidinedions c6 thé s& dat dwoc loi
ich quan trong trén 1dm sang nhung no lai lam gia tang nguy co bénh tim.
Hon nita, viéc diéu tri nay cé thé lién doi dén sy tang can (do d6 lam ndng
thém tinh trang VGMKDR). Do viy, can can nhic k¥ ludng hon giita nguy co
va lo1 ich.

+ Rosiglitazon: Hi€u qua cua rosiglitazon da dugc danh gia trong mot
thir nghiém ngau nhién c6 kiém chung trén 63 bénh nhan VGMKDR giita
nhom dung gia dugc va rosiglitazon. Nhitng bénh nhan dung rosiglitazon da
c6 sy cai thién dang ké trong mirc do thoai hdéa md. Tuy nhién khong co su
cai thién ¢ nhiing ton thuong mé bénh hoc khac, bao gém ca su xo hoa. Tac
dung phu chi yéu 13 18n cin va sung dau 2 chan. Nhiéu loi ich noi bat hon da
dugc ghi nhan trong mot nghién ctru khong kiém chimg trude day [55].

+ Betain: Betain 1a mot thanh phan trong chu trinh chuyén hoa
methionin, ¢6 hiéu qua chdong lai sy thodi héa m& & cac miu dong vat thi
nghiém. Vai tro ndi bat ctia no trong diéu tri VGMKDR di dugc dé cap trong
mot nghién ciru ban dau ¢ 10 bénh nhan. Mot nam diéu tri gitp cai thién dang
ké vé muc men gan va mo hoc gan. Nhiing két qua nay can duoc khang dinh
thém bang cac thir nghiém c6 kiém ching tiép theo.

+ Acid Ursodeoxycholic (UDCA): Mot tac dung dang chu y cua UDCA
da dugc néu ra trong mdt nghién ctru ban dau & 40 bénh nhan. Tuy nhién, két
qua ctia mot thir nghiém cé kiém chung 16n hon lai khéng cho thay lgi ich
nao. Mot nghién ctru méi day lai cho rang co sy cai thién vé mat sinh hoa &
nhitng bénh nhan dung két hop UDCA va vitamin E [39].

+ Losartan: Angiotensin II lién quan t61 sinh bénh hoc ctia xo gan va
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lam ting sy ling dong sit ciing nhu dé khang insulin. M6t nghién ctru ban dau
vé chat d6i khang cu thé angiotensin II - losartan ¢ 7 bénh nhan VGMKDR da
cho thiy c6 tac dung trén cac chat chi diém xo gan trong mau va mirc men
gan [54]. Tuy nhién, can c6 nhiéu nghién ctru hon nira.

+ Pentoxifyllin: Pentoxifyllin rc ché su san xuit TNF anpha, yéu to
tham gia vao co ché VGMKDR. Su cai thién sinh hoa d3 duoc mo ta trong 2
nghién ctru khoi dau voi tong s6 38 bénh nhan. Tuy nhién, trong mot nghién
ctru [44], 9 trong 20 bénh nhan da bi dua ra khoi nghién ctru do nhiéu tac
dung phu.

+ Orlistat: Orlistat 1a chat vc ché lipase da day rudt, dugc str dung trong
diéu tri béo phi va dai thao duong typ 2. Mot thir nghiém c6 kiém chimg ngiu
nhién & nhitng bénh nhan VGMKDR cho thay sy giam dang ké khoi m& trong
gan khi danh gia qua siéu am. Mirc men gan huyét thanh ciing giam nhiéu hon
& nhom dung orlistat so v6i dung gia duoc. Hidu qua vé mo bénh hoc va sinh
hoéa cling dugc tim thiy & mot loat trudng hop bénh nhan VGMKDR béo phi.

- C4c tac nhan chdng oxi hoa

Vitamin E va C: dya trén vai tro lam gidm cdc stress oxi hoa cua vitamin
E, nguot ta da dung n6 cho bénh nhan VGMKDR. M6t tht nghiém khong
kiém soat & tré em cho thay rang ché do bo sung 400 - 1200 UI vitamin E mdi
ngay c6 thé lam giam mot cach c¢6 y nghia cdc men gan. Tac dung giam men
gan cua vitamin E cling dugc ghi nhan trong bdo cdo so by cua mot thur
nghiém c6 kiém soat khi so sanh gitta ding vitamin E don thuan voi ding két
hop vitamin E va pioglitazon; tuy nhién, su cai thién mo hoc chi thay trong
liéu phap két hop [64] dung gia dugc c6 kiém soat & 45 bénh nhan da két luan
rang lidu trinh diéu tri 6 thang v&i sy két hgp 10001U vitamin E va 1000mg
vitamin C mdi ngay lam cai thién dang ké tinh trang xo hoda gan nhung lai

khong ¢ 1oi vé phuong dién hoai tu.
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+ Probucol: Probucol 12 mot thudc 1am ha lipid v6i hoat tinh chéng 0x1
hoa, mot s6 nghién ctru 1am sang budc dau cho thay thudc c6 tac dung lam
giam men gan mdt cach c6 y nghia, tuy nhién hi¢u qua cta néd trén méd hoc

cua gan thi chua dugc chiing minh.

1.2. TONG QUAN VE GAN NHIEM MO THEO Y HQC CO TRUYEN
1.2.1. Bénh danh

Gan nhiém m& 1 bénh danh cta Ty y, trong cic y vin cb cta y hoc cd
truyén khoéng c6 bénh danh “gan nhiém md”. P6i ching véi dic diém giy
bénh va triéu chimg 14m sang “gan nhiém md” thudc cac ching bénh cia y
hoc ¢ truyén nhu hiép théng, tich tu, dam troc, bi man...
1.2.2. Nguyén nhan va co ché bénh sinh
1.2.2.1. Nguyén nhan

Theo tac gia Vuong Kién Nghi cho rang c¢6 3 nhom nguyén nhan gay ra
gan nhiém md bao gom: thtr nhat 13 do ché do an thich an d6 ddu md, udng
rugu bia, nhan rdi it van dong; thir hai 1a do tudi cao co thé suy nhuogc hodc
do bam thy bét thuong gay ra; thi ba la do ngii chi tht tinh noi thuong [77].

Ton Kién Quang thong qua viéc nghién ctru phan tich cac y tich co cho
rang, nguyén nhan dan dén gan nhiém md bao gdm:

- Ché d6 an udng khong lanh manh, an qua nhiéu d6 ngot béo dau md.

- Udng qua nhiéu ruou bia, 1au dan sinh thap nhiét.

- Lao dong va nghi ngoi khong diéu do, ngéi nhiéu it van dong.

- Théap nhiét doc ta luu trit khong hét.

- Nhitng nguoi thé trang béo phi, dam tré.

Mic du hiéu biét cia cac y gia hién dai dbi voi nguyén nhan gy bénh gan
nhiém m& khong hoan toan gidng nhau nhung tyu chung thi co thé thay,
nguyén nhin giy bénh ciing khéng ngoai cac yéu té sau: ché d6 an udng

khéng diéu do, lao dong va nghi ngoi khong can bang, tinh chi that diéu, thé
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trang dam tr¢, tang phu hu suy, ngoai cam thép troc, cac bénh khac diéu tri
khong dit diém [78].
1.2.2.2. Co ché bénh sinh

Pa s céc tac giad cho réng vi tri bénh tai Can, c6 lién quan mat thiét t6i
Ty va Than. Bénh co déu do cong ning tang phu that diéu, dam thap huyét &
két lai & ha suon ma gy bénh.

- Tang ty: Ty la ngudn sinh dam. Ty khi hu khong van hoa dugc thay thap
1am cho chat thanh kho thing 18n, chét troc kho giang xudng, chit tinh vi cta
thuy cdc khong thé van hoéa, luu chuyén dugc binh thuong, tu lai ma hoa
thanh dam troc gdy ra bénh. Mit khac, do ty tho suy yéu khong ché dugc thiy
thap khién thuy thap ngung dong lai trong kinh mach, tang phu, bi phu thanh
dam, can tr¢ Iuu thong khi huyét, tan dich, thuy cde.

Do luu thong khi huyét, tan dich, thuy cde giam sut, viéc dinh dudng cho
cac tang phu kém di,dan dén mét moi. Mét moi nhiéu 1am cho khi hoa tai phé,
bang quang giam st ma sinh ra doan khi, hao khi [4].

Theo Hai Thuong Lan Ong: “Pam sinh hoa 1a do ty, cin ban cua dam la
do ¢ than. H& c6 chting dam, khong ¢ tang no thi ¢ tang kia. Pam von 1a tan
dich trong co thé, nod tuy theo vi tri ta cam vao ma thanh tén bénh. Vi chinh
khi bi hu, khong c6 su cai quan, ta thtra co nhap vao, kich dong sinh ra dam
ma khong phai vi dam ma sinh bénh” [20].

Theo YHCT, “Pam do ty hu khéng van hoéa dugc thuy thip, than
duong hu khong 6n dudng ty duong nén khong van hoa dugc thuy coc va
khong khi hoa dugc nudce, phé khi hu khong tac giang thong diéu thuy dao,
trén 1am sang thay: dom nhiéu, nguc suon day tirc...” [4]

- Tang than: Thén 1a gc ctia dam. Than dwong hu suy, hoa khong on
am dugc ty thd, thuy thap tan dich khong héa khi duoc tran 1én thanh dam.

Than 4m hu, hu hoa & ha tiéu boc 1én hun niu tan dich ciling tao dam [18].
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- Tang can: cac chimg uat dam, khi dam, kinh dam, phong dam ma cb
nhan di néi khong co loai nao ma khéng co quan hé t6i can. Tinh chi uat két
gy ton thuong dén can, can khi uat két khac ty thd 1am ty thod ton thuong
khoéng van hoa dugc thuy thip gay dam tré [18].

1.2.3. Phan loai cac thé 1am sang theo YHCT [75]
1.2.3.1. Thé Pam thdp ngi tré

Triéu chimg: Hay an cac chét bo, ngot, beo; dau nang cang chudng; bung
nguc bi tic, budn ndn hoic nén khan, miéng kho khong khat, tir chi gay go,
co thé ning né té moi, bung chudng, réu ludi trang nhét, mach huyén hoat.

Phép diéu tri: Kién ty hoa dam trir thap.

Phuong: Nhij tran thang.

Cham curu cac huyét: Noi1 quan, Phong long, Trung quan, Giai khé.
1.2.3.2. Thé Pam nhigt phii thuc

Triéu chung: Hinh thé trang kién, dai tién bi két, nguc bung day chudng,
dau cing chudng, thuong cam thiy dau giat, tinh tinh cdu gat, miéng ding
tam phién, mat héng, mét do, réu ludi vang nhon, chat ludi héng, mach huyén
hoat ¢6 luc.

Phéap diéu tri: Thanh nhiét, hoa dam, théng phi.

Bai thudc: Tiéu ham hung thang va Tang dich thira khi thang.

Cham ctru cac huyét: Phé du, Xich trach, Phong long, Pai truong du, Hop
cde, Khuc tri.
1.2.3.3. Thé Ty thdn dwong hw

Triéu ching: Lung géi moi1 mét, chi lanh so han, tinh than mét moi, mat
phu chi nang, tir chi thiéu luc, dai tién 10ng nat, tiéu dém nhiéu, ludi béu nhot,
ria ludi c6 han rang, réu ludi trang day, mach tram tri.

Phép diéu tri: On bd ty than.

Phuong: Phy tir Iy trung thang.
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Cham ctru cac huyét: Ty du, Trung quan, Chuong mén, Than khuyét,
Thc tam ly, Ménh mén, Quan nguyén.
1.2.3.4. Thé Can thgn dm hw

Triéu chimg: Lung gbi dau moi, ngii tim phién nhiét, thé trang giy, hay
mét, dau dau, hoa méit chong mat, u tai, ty han, miéng kho, hong rao, ludi do,
it réu, mach té sac.

Phap diéu trj: Tu dudng can than.

Phuong: Ky ctc dia hoang hoan .

Cham ctru cac huyét: Can du, Than du, Huyén chung, Duong ling
tuyén.
1.2.3.5. Thé Pam i giao tré

Triéu ching: Thé trang béo, tlrc nguc, co thé nang né, t& moi; chat ludi

tia xam hodc c6 diém, ban @ huyét, réu nhon, mach huyén hoat hodc mach

sap.

Phép diéu tri: Kién ty hoa dam - hoat huyét khu @.

Phuong: Qua lau gi6i bach ban ha thang hop phuong Pao hong tir vat
thang.

Cham ctru cac huyét: Trung quan, Phong long, Huyét hai, Hanh gian.
1.2.3.6. Thé Can udt tp hw

Tri€u chung: Hay dau tirc mang suon, dau khong ¢ dinh, mét moi, an
kém, tinh than bt dinh, dai tién 16ng nat, kinh nguyét khong déu, dau vu
chuéng dau, réu ludi mong nhon, mach huyén.

Phép diéu tri: So can giai uat- kién ty dudng huyét.

Phuong: Tiéu dao tan .

Cham ctru céc huyét: Can du, Ty du, Chuong moén, Trung quan, Thién

khu, Tac tam ly.
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1.3. TINH HINH NGHIEN CUU VE PIEU TRI GAN NHIEM MO
TRONG NUOC VA TREN THE GIOl
1.3.1. Trén thé giéi

Thé gi6i di c6 nhiéu cong trinh nghién ctiru sir dung cac ché pham dang:
thude thang, thudc hoan, cao, vién nang, té... dé diéu tri GNM. Trong s6 nay,
c6 nhiéu ché pham c6 ngudn gdc tir thao duge vira dam bao tac dung diéu tri,
lai vira lam giam bét duge cac tac dung phu khong mong mudn do viée sir
dung thudc kéo dai va c6 do an toan twong ddi cao [81].

Nhitng nim gan ddy cic nghién ctiru vé bai thube diéu tri GNM tuong
d6i nhiéu, mot sd bai thude cd phwong kinh dién nhu Pai sai hd thang, Sai hd
so can tan... Thong qua bién chimg gia giam diéu tri GNM di duoc ching
minh hiéu qua trén 1am sang. Ngoai ra con co rat nhiéu y gia di dya vao kinh
nghiém 1am sang dua ra cac bai thudc diéu tri GNM ciing co két qua tbt.
Thach Théac va cs. [81] da nghién ctru ra bai thubc Hoa dam hoat huyét (Phap
ban ha, Toan qua lau, Hoang lién, Puong quy, Tho miét trung, Son tra, Phuc
linh...) diéu tri GNM khéng do rugu dem lai két qua tdt, diéu trj c6 két qua dat
92%, cao hon so v6i nhém d6i chimg sir dung thube Huyét chi khang (58%).

Thiéu Quang Tu va cs. (2008) da nghién ciru 13y bai thuéc Giam md bao
can thang (Sai h6 10g, Chi xac 10g, Xich thuoc 129, Bach thugc 129, Son tra
30g, Pan sam 30g, Trach ta 15g, Uat kim 129, Thao quyét minh 15g, Hoang
tinh 159, Cam thao 06g) 1am bai thudc nén, dua vao bién chimg 1am sang gia
giam dé diéu tri cho 58 truong hop gan nhiém m& va dat két qua tot véi ty 18
chiém 98% uu thé hon so voi nhém dbi ching sir dung thubc Haperin cta
cong ty dugc Dong Bao (chi dat 69%) [80].

Puong A Quan va cs. da tong két thanh phan cua nhing vi thuéc dong y
c6 tac dung trong diéu tri gan nhiém md thdy chu yéu 1a cac thanh phan sau:

Panax Ginseng Leaves Extract, Curcumin, Puerarin, total glucosides of
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paeonia, hawthorn leaf flavonoids, Reynoutria japonica Houtt, Osthole,
Lycium barbarum polysaccharides, Quercetin. Tom lai cac thudc dong y
thuong dung dé diéu tri gan nhiém mé& thudng 13 cac vi c6 tac dung tiéu dom
dao tr¢, kién ty loi thép, so can 1y khi, hoat huyét hoa @, tur dudng can than.
1.3.2. Tai Viét Nam

Cho dén nay cac ché pham thudc y hoc co truyén san xuit trong nudc
dung hd tro diéu tri bénh gan nhiém m& hién con han ché va chua c6 nhiéu dé
tai nghién ctru bai ban vé van dé nay. Mot s6 ché pham hién dang c6 mit trén
thi trudng nhu:

Hamomax bao gém cac thanh phan Cao ré Nan Vang (Dioscorea
collettii), Cao 14 P6 Ngon (Cratoxylum pruniflorum), Cao Gido C6 Lam
(Gynostemma pentaphyllum), Cao nu Hoa hoe (Styphnolobium japonicum)
co tac dung diéu tri hiéu qua gan nhiém m&, m& mau cao. Trong d6 thanh
phan chu yéu dugc chiét xuat tir Nan vang (Nan nghé) tén khoa hoc Dioscorea
collettii Hook.f; Ho Cu nau (Dioscoreaceae) mot thao duoc quy dugc nguoi
Dao ¢ khu vuc cao nguyén Moc Chau, Son La st dung dé chita hét béo bung.
Nan ngh¢ cling duoc y hoc hién dai chirng minh c6 tac dung ha md thira trong
gan, trong mau, giam md ndi tang rat tot, giup phuc hdi chic ning gan; sir
dung kéo dai khong gdy doc cho gan, than khong gy tac dung phu. San pham
1a cong trinh nghién ciru cia PGS.TS. Tran Vian On, TS. Luong Y Nguyén
Hoang, Ds. Lé Dinh Bich la cac chuyén gia ctia cong ty Dugc khoa, truong
bai hoc Duoc Ha Noi da ung dung diéu tri trén 35.000 bénh nhéan cho két qua
t6t, hiéu qua giam md gan nhanh, khong giy ting men gan va khong gip phai
bat ky tac dung phu nao.

“Vién t6t gan loi hoa” ciia cong ty TNHH MTV Binh Phong véi céc
thanh phﬁn chu yéu la Atiso, Di¢p ha chau, Ban chi lién, Bach hoa xa thiét

thao, Ca gai leo, Nhan tran, Chi tir, Kim ngan hoa...C6 tac dung trong diéu tri
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gan nhiém m&, m& mau cao, giup ting cuong chirc ning thai doc cua gan, bao
vé té bao gan. Ngoai ra con ¢6 cic san pham: Cao dic Diép ha chau ctia cong
ty Duoc Hai Duong, Essenciale forte c6 thanh phan 1a phospholipid thiét yéu
chiét xuat tir ddu nanh cua cong ty Sanofi - Aventis ciing ¢ tac dung trong
diéu tri gan nhiém m3.

Nhu vay cac nghién ctru vé cac bai thude, cac ché pham thudc dong
dugc phong va hd tro diéu tri gan nhiém m& & Viét Nam con rat it nén viée
nghién ctru va ung dung cac thudc dong duoc trong diéu tri bénh gan nhiém
m& & Viét Nam 1a can thiét.

1.4. TONG QUAN VE THUOC NGHIEN CUU
Bénh vién y hoc ¢ truyén B6 cong an, chung t61 da ing dung bai thube
nghiém phuong ciia bac si Pham Ba Tuyén dudi dang thube sic dé diéu tri cac

chung trong bénh gan nhiém md& khong do ruou va thu dugc két qua kha

quan.

1.4.1. C4u tao vién nén GANMO
- Thanh phan:
Tran bi 10g Thao quyét minh 15g
Bach truat 129 Trach ta 12¢g
Cotkhi  15g Ha thu 6 12g
Ha diép 15¢ Son tra 10g
Hai tao 15¢g Pai hoang ché  04g

- Cong dung : Thanh nhiét, loi thap, hoa dam, nhuyén kién.

- Bao ché dudi dang vién nén bao film trong lugng 0,5g/ vién (quy
trinh san xuat phy luc 2)

- Phan tich: Vién nén GANMO dugc cau thanh tir 3 nhém thude

+ Nhém c¢6 tac dung loi thép, hoéa dam, tiét troc: Son tra c6 tac dung

tiéu thuc, dao tré, tiéu tich. Tran bi: van dung nguyén 1y “tri dam tién tri khi,
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khi thuan dam tu tiéu” ma ly khi, kién ty dé hoa dam.

+ Nhom thanh nhiét trur thép: Trach ta: loi ni€u, trur thép, hoa dam.
Thao quyét minh: nhuan trang ma thai dam qua dudng tiéu héa. C6t khi, Ha
diép: thanh thép nhiét héa dam. Bach truat: ki¢n ty tdo thép.

+ Nhém thude nhuyén kién tan két: Pai hoang: ti€u tich tr¢, pha U
huyét, nhuan trang. Hai tdo: nhuyén kién, tiéu dom, loi niéu.
1.4.2. Qué trinh nghién ciu caa vien GANMO

Két qua nghién ctru trén thuc nghiém [16]:

1.4.2.1. Péc tinh cdp va djc tinh bdn trwong dién cia vien GANMO

- Chuét nhat trang udng GANMO véi liéu tdi da 75ml/kg twong duong
10.789 gam duoc lidu/kg (gap 29,7 lan liéu du kién trén 1am sang), khong co
chudt nao chét va khong thay co dau hiéu bat thuong. Chua xac dinh duoc
LD50 trén chudt nhit trang cta thudc thir vién nén GANMO theo duong

uong.

- Vién nén GANMO liéu 15,1 g duogc liéuw/kg/ngay (twong duong lidu
dung trén nguoi) va lidu cao gip 3 1an (45,3 g duoc liéu/kg/ngdy) udng lién
tuc trong 90 ngay khong giy doc tinh ban trudng dién trén chudt cong trang,
khong anh huong dén tinh trang chung cta chudt, khong 1am thay di trong
luong co thé, cac chi sb danh gia chic ning tao mau, chitc ning gan, chirc
nang than, khong gay ton thuong cau tric gan, than cia chudt.

1.4.2.2. Tac dung cia vien GANMO trén mé hinh gay réi logn lipid mau

- Trén md hinh gdy RLLPM bang P-407, GANMO & c4 hai liéu déu
lam giam c6 y nghia thong ké cac chi sé TC, TG, non-HDL-C va 1am ting c6
¥y nghia théng ké chi s6 HLD-C (& liéu 30,2g/kg/ ngay lam giam 25,5% chi s6
TC, giam 36,6% chi s6 non-HDL-C, giam 26,7% chi s6 TG va ting 13,7% chi
s6 HDL-C va ¢ lidu 90,2g/kg/ngay lam giam 27,1% chi s6TC, giam 38,1%
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chi s6 non-HDL-C, giam 39,9% chi s6 TG va tiang 11,8% chi sé HDL-C) so
v6i1 16 mo hinh.

- GANMO 6 ca 2 liéu 15,1g/kg/ngay (liéu twong duong 1am sang) va
45 3g/kg/ngay (lidu gap 3 liéu 1am sang) c6 tac dung diéu chinh réi loan lipid
mau trén md hinh RLLPM ngoai sinh ¢ chudt cbng tring sau 4 tudn déu tac
dung giam chi s6 TC va LDL-C c6 y nghia thong ké véi p < 0,01 va p < 0,05
(lidu 15,1g/kg/ngay TC giam 20,6%, LDL-C giam 33% va liéu 45,3g/kg/ngay
TC giam 15,2%, LDL-C giam 35,8%) so v61 16 mo hinh.

CHUONG 2. CHAT LIEU, POI TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1. CHAT LIEU NGHIEN CUU
2.1.1. Thudc nghién ciru
GANMO dang vién nén bao phim, 1 thang thudc twong duong 12 vién.

Bang 2.1. Thanh phan, liéu lweng thudc nghién ciu

TT Tenﬂvg Tén khoa hoc B? Licu SAL du:(.z'c
thuoc : phan | lwgng | liéu/ vién
1 Tran bi Citrus deliciosa Tenore | Vo qua | 10g 0,83g
A Atractyllodes x
2 BaC’h truat macrocephala Koidz Re cu 129 19
3 Cotkhi | Reynoutriajaponica Houtt | Cu 159 1,259
4 Ha diép Folium Nelumbilis L4 15g 1,259
5 Hai tao Sargassum Toanbd | 15¢ 1,25¢




30

g | Thao quyet cassia tora L Hat | 159 1,259
minh
, Alisma plantago- Than,
7| Trachta aquatical ré 129 19
NP Polygonum multiflorum x
8 | Hathuo Thunb Ré cu 129 19
Crataegus pinnatifida Qua
9 Son tra Bunge chin 10g 0,83¢g
10 Dalci%ang Rheum sp RE | 04g | 0,34g

2.1.2. Quy trinh san xuat va liéu dung
2.1.2.1. Quy trinh s@n xudt
TAt ca cac dugce lidu trén dat tiéu chuan Duoc dién Viét Nam IV, Thudce
nghién ctiru dugc san xuat dudi dang vién nén bao film trong lugng 0,5g gitip
thuan tién trong str dung va bao quan thudc. Thude duge bao ché va san xuat
tai Khoa Duoc va bao ché thuc Bénh vién Y hoc co truyén B6 Cong an, dat
tiéu chuan co so [2].
2.1.2.2. Liéu dung trén 1am sang
- 12 vién/ngay, tuong duong 120g duoc liéu/ngay, (ngay dung 12 vién
chia 3 lan).
- Tho1i gian dung 90 ngay.
2.1.3. Quy trinh bao ché
Thudc dugc ché dudi dang vién nén, ham lugng 0,5 gram /vién, lo 60
vién, cc vi thube duogc kiém nghié¢m va bao ché theo chuén dugc liéu do Bo
y té quy dinh (phu luc 2).
2.2. POI TUQNG NGHIEN CUU
- C4c bénh nhan dugc chan doan gan nhiém mé& khong do ruou, diéu
tri tai Bénh vién YHCT B¢ Cong an tur thang 04/2019 dén thang 10/2019.
- C& mAu: 50 bénh nhan. Trong qua trinh nghién ctru chiing t6i thay 67

bénh nhan ¢ du tiéu chuan do vay sé lugng bénh nhan tong hop 13 67.
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2.2.1. Tiéu chuan chon bénh nhan

* Tiéu chuan chon bénh nhén theo Y hoc hién dai:

- T4t ca cac bénh nhan 18 - 70 tudi, khong phan biét gi6i tinh, thoi gian
phat hién bénh.

- Siéu &m: gan nhiém m& d6 2 trd 1én

- Xét nghiém: céc chi s6 Cholesterol, Triglycerit, HDL- C, LDL- C
tang theo tiéu chuan chan doan réi loan lipid mau theo Phan loai rbi loan lipid
mau theo Khuyén cdo ciia NCEP/ ATP III [21], [ 59].

+ Cholesterol toan phan > 5.2 mmol/l

+ Triglycerid > 2,26 mmol/I|

+ HDL- C <0,9 mmol/I

+ LDL- C > 3,4 mmol/l

- BN diéu tri ndi trd, ngoai tra tai bénh vién YHCT BCA

- BN tuén thu diéu tri theo dung phac do.

- BN tinh nguyén tham gia nghién ctru.

* Tiéu chuin chon bénh nhan theo Y hoc ¢o truyén:

- Puoc chan doan thudc thé dam thap noi tré theo YHCT [ 4], [75].

Bang 2.2. Triéu chirng ciia thé dam thap ndi tré theo tir chan

T chan Thé dam thap

Vong Réu ludi tring nhdt

Vin Budn nén, ndn khan

Vén Pau ning cang truong, bung nguc bi tirc, miéng kho khong
khat, tir chi gay g0, co thé ning né,an kém, bung chudng.

Thiét Mach huyen hoat

2.2.2. Tiéu chuan loai trir bénh nhan ra khéi dién nghién ciru (YHHD)
- Bénh nhan gan nhiém m& do ruou, dai thao dudng, tim mach
- Bénh nhén xo gan, ung thu gan.
- Bénh nhan c6 két hop viém gan céc loai virus (viém gan virus).

- Phu nir ¢6 thai va cho con bu.
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- Bénh nhan khong tuan thu diéu trj.
2.2.3. Pia diém thuc hién nghién ciru

Nghién ctru duoc tién hanh tai Bénh vién Y hoc ¢ truyén Bo Cong an,
thoi gian nghién ctru 4/2019 - 10/2019.
2.2.4. Hoa chat phwong tién sir dung trong nghién ciéu

- Dung cu, mdy moc phuc vu xét nghiém can lam sang: bom kim tiém,
pipet, 6ng nghiém, can dong ho.

- May huyét hoc tu dong Cell - dyn 1700 ctia hing ABBOT (My).

- May sinh hoéa ban ty dong photometer 4010 cuia hang Boehringer-
Mannheim.

- Hoa chat: Hoa chat cua hang J.T. Baker (Thuy Pién); Kit thir ciia hing
Celtrolic va hang Easylab (Dtrc).

- May siéu &m ALOKA 06 - Nhat

2.3. PHUONG PHAP NGHIEN CUU
2.3.1. Thiét ké nghién ciru

* Phwong phap nghién ctru

Nghién ctru thir nghiém 1am sang, so sanh trudc sau diéu tri.

* Tién hanh nghién ciru

- Bénh nhan du tiéu chuan nghién ciru duge danh sé th ty theo thoi gian
vao bénh vién y hoc cb truyén B Cong an tir thang 4/2019 - 10/2019.

- S6 luong: 67 bénh nhan duoc chan doan xac dinh gan nhiém m& khong
do ruou, do rdi loan chuyén hoa lipid.

- T4t ca bénh nhan dugc hudng dan tuan tha ché d6 an danh cho ngudi co
RLLPM (phu luc 3).

- Lam bénh an: Bénh nhan dugc kham lam sang, xét nghiém can 1am sang
theo mau bénh an théng nhét (phu luc 1).

- Tién hanh diéu tri: GANMO x 4 vién /lan x 3 1an/ ngay, udng trude in
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30 phut, lién tuc trong 90 ngay.

- Trong qua trinh diéu trj bénh nhan duoc khdm va theo ddi dién bién
bénh 1y thuong xuyén ciing nhu cac tac dung khong mong mudn cia thude dé
diéu chinh kip thoi.

2.3.2. Céc chi sb nghién ciu
2.3.2.1. Phwong phdp xdc dinh cac chi sé lipid mau

- BN duoc lay mau tinh mach dinh luong lipid mau vao budi sang khi
chua 3n va cach bira t6i hom trude 12 gid.

- Céc chi s6 lipid mau dugc danh gia dua theo hang sb sinh hoc & ngudi
binh thuong. Réi loan lipid mau khi c6 mdgt hoac nhiéu cac rdi loan sau:

+ Cholesterol > 5,2 mmol/l

+ Triglycerid > 2,26 mmol/I

+ LDL-C > 3,4 mmol/I

+ HDL-C < 0.9 mmol/l.

- Réi loan lipid 13 bién dinh luong, don vi mmol/l, bién nay co bién
thanh phan 1a: Cholesterol, Triglycerid, LDL-C va HDL-C.

-Chi s6 TC, TG, HDL-C, LDL-C duoc danh gia tai 4 thoi diém trudce
diéu tri, sau diéu tri 30 ngay, sau diéu tri 60 ngdy va sau diéu tri 90 ngay.
2.3.2.2. Chdn dodn gan nhiém mé qua siéu am

Theo tac gia Hagen-Ansert va mot so tac gia khac c6 thé chia GNM thanh
3 murc dg chinh trén si€éu am [23], [48]:

- b6 1: Gan tang nhe do hdi &m lan toa ctia nhu md, mic d6 hat 4m chua
dang ké nén van con xac dinh dugc co hoanh va dudng bd cac tinh mach trong
gan.

- b6 2: Gan tang lan toa do hoi &m va do hat am, kha nang nhin théy co
hoanh va dudng bo cac tinh mach trong gan bi giam nhiéu.

- b0 3: Gia tang 1o rét murc d6 hoi am, tang do hat Am dén mirc khong con
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nhan dién dugc co hoanh va dudong bo cac tinh mach trong gan, va mdt phﬁn
nhu mo gan & phan thiy sau gan phai - trén mit cit dudi suon

Bénh nhan nghién ctru qua siéu &m c6 gan nhiém ma do 2 tro 1én.

Siéu am 6 bung danh gia thoi diém DO, D30 va D9O.
2.3.2.3. Theo dbi tac dung khdng mong muén cia thuéc:

- Bt ctr triéu chimg 1am sang khong mong mudn (mét moi, man ngira,
roi loan tiéu hoa, kho tiéu) trong qua trinh diéu tri déu dugc ghi trong bénh
an.

- Céc chi s6 huyét hoc:

S6 luong hdng cau, bach ciu, tiéu cau duoc 1am trén may dém tu dong.
Theo nguyén tic ky thuat dém té bao ty dong theo dong dua trén kich thudc
ctia té bao. Cac budc tién hanh: bénh nhan dugc ldy mau tinh mach bang
xilanh 1ml, vao budi sang trudc khi an, chéng dong bang citrat 3,8%, cac mau
mau dugc bao quan ¢ nhié¢t do 4 do C, sau d6 dua vao phan tich tu dong, sau
1 phit cho két qua (méu 14y xong khong dé qué 6 gid). Cac chi sé huyét hoc
dugc xét nghiém trude, sau 30 ngay va sau 90 ngay diéu tri.

- Céc chi s6 hoa sinh méu:

Bénh nhan duogc 14y méau tinh mach vao budi sang trudc khi an, sau do ly
tam tach huyét thanh. Cac k¥ thuat dinh luong hoat do AST, ALT, GGT, dinh
luong ure, creatinin, glucose trén may tu dong, dugc xét nghiém trudce, sau 30
ngay va sau 90 ngay diéu tri.

2.3.3. Phuong phap danh gia két qua diéu tri
2.3.3.1. Tiéu chudn ddnh gid theo YHHD
- Danh gia sy thay d6i ting chi sb lipid mau, chi sb AST, ALT, GGT,
hinh 4nh siéu 4m nhu mé gan trudc va sau diéu tri.
- Panh gia anh hudng cta thuéc dén mot sb chi tidu sinh hod va huyét

hoc.
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Hiéu luc cua thude duoc danh gia qua su thay ddi cia cic thanh phan

lipid mau, men gan, hinh anh nhu mo6 gan trén si€u am trudc va sau
diéu tri.
- Panh gia hiéu qua diéu tri gan nhidm md: sy chuyén d6 gan nhiém md
trén siéu am.
- Panh gig hiéu qua diéu tri RLLPM: Tiéu chuan danh gia dya theo tiéu
chuan nghién ctru 14m sang ctia Bo y té Trung Qudc [57], [ 76].
* Hiéu qua ré rét (Tot): Khi dat duoc mot trong cac chi tidu sau:
+ CT giam > 20%
+ TG giam > 40 %
+ HDL- C tang > 0,26mmol/l so véi trude diéu tri
+ LDL- C gidm dat < 3,9mmol/l
* Co hiéu qua (kha): khi dat dugc mdt trong cac chi ti€u sau
+ CT giam 10 — < 20%
+ TG giam 20 - <40 %
+ HDL-C ting 0,104mmol/l — 0,26mmol/1 so véi trude diéu tri
+ LDL-C giam dat 3,9 — 4,9 mmol/I
* Khong hiéu qua: Cac chi sd lipid mau khong dat dugc cac chi tiéu
trén.
2.3.3.2. Tiéu chudn ddnh gid theo YHCT
+ Hiéu qua tdt: Céc triéu chung 1am sang duoc cai thién rd rét. Muc do
giam cac triéu chung dat > 70%.
+ Hi€u qua kha: Céac tri€u ching 1am sang duogc cai thién ro. Muc do
giam cac tri¢u ching dat 30% - 70%.
+ Khong hi¢u qua: Cac tri¢u chirng 1am sang giam it hoac khong thay
d6i. Murc do giam < 30%.

+ Hi¢u qua xau: Cac triéu chirng 1am sang nang lén.
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2.4. XU LY SO LIEU

S lidu duoc nhap va xtr Iy bang phuong phap théng ké y sinh hoc trén
phan mém SPSS 20.

S liéu duoc biéu dién dudi dang X + SD. Kiém dinh cac gia tri bang test
T- student, Chi-square test, Wilcoxon test.

Céc s6 lidu duoce xir 1y véi cac thuat toan:

- Tinh ti 1¢ %.

- Tinh s6 trung binh (X))

- Tinh d6 1éch chuén (SD).

- So sanh ddi chung dua trén cac gia tri trung binh.

- Test 2, so sanh 2 ty I¢.

- Test Student so sanh 2 gi4 tri trung binh.

- Wilcoxon test dé so sanh ghép cip trudc sau.

Su khéc biét co y nghia thdng ké khi p < 0,05.

2.5. KIEM SOAT SAI SO
- Phat t& hudéng dan ché d6 an cho bénh nhén (phu luc 3)
- Hudng dan ché do tap luyén thé luc cho bénh nhan.
- Thubc cap cho bénh nhan hoan toan mién phi. Khi bénh nhan udng

hét thude (30 ngay) thi mang tra vo thudc va phat tiép thude cho dot sau.

2.6. KHIA CANH PAO PUC CUA PE TAI

- Nghién ctru d3 duoc théng qua hoi dong chidm dé cuong luan vin thac
sy tai Hoc vién y duoc hoc ) truyén Viét Nam.

- Nghién ctru dugc sy chip thuan ctia Hoi dong khoa hoc Bénh vién va
dao duc Bénh vién YHCT- B6 Cong an.

- Tt ca cac bénh nhan ty nguyén hop tac tham gia nghién ciru.

- Nghién ctiru nham béao vé, nang cao stic khoe cho bénh nhan, khong
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nhim muc dich khac. Trong qua trinh nghién ctru néu ¢ phan tmg bat lgi cho

strc khoe nguoi bénh thi ngimg dung thude nghién ctru va diéu tri kip thoi.



38

CHUONG 3. KET QUA NGHIEN CUU

3.1. MOQT SO PAC PIEM CUA CAC BENH NHAN NGHIEN CUU

3.1.1. Mét s6 dic diém chung ciia cac bénh nhan nghién ciéu

Prnam-~i > 0,09

44.1%

45%
40%
35%
30%
. 24.2% 24.2%

6
20%
15%
10% 6.2%

5%

0.0%

0%
<30 31-40 41 - 50 51-60 >61

®E Nam BN

Biéu dé 3.1. Phan bé bénh nhan theo tugi va gidi
Nhan xét:
Két qua biéu @6 3.1 cho thay, & ca 2 gigi lra tudi > 50 chiém ty 1& cao
nhat 1a 61,2 %.
S6 bénh nhan nir va nam tham gia nghién ctu ty 1é twong duong nhau,
trong d6 bénh nhan nam chiém 49,2%, bénh nhan nit chiém 50,8%. Su khac

biét vé& phan bé tudi ¢ 2 gidi khong ¢ ¥ nghia théng ké p > 0,05.
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¥ CB huu
B Cong chirc

¥ Lao dong chan tay

Biéu dé 3.2. Phan bé bénh nhan nghién cizu theo nghé nghigp
Nhan xét: Két qua biéu db 3.2 cho thiy, bénh nhan tham gia nghién cau 1a
can bo huu chiém ty 18 cao nhit vai 52,2%
3.1.2. Mt s6 yéu t6 nguy co & bénh nhan BGNMKDR

Prnam-na > 0,05

40% 36.4%
35%

30%

23.5%

25%
20%
15%
10% 6.2% 5.9%

5%

0%
Thé trang gay Binh thuong Nguy co béo phi Béo phi do 1 Béo phi d¢ 2

® Nam =N

Biéu dé 3.3. Phén b6 bénh nhéin theo BMI va gidi
Nhan xét:
Két qua biéu do 3.3 cho thay, bénh nhan cé chi s6 BMI thira can béo phi
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theo tiéu chuan T6 chic Y té thé gigi danh cho nguodi Chau A & ca hai gidi
chiém ty 18 cao nhét 58,2%.

So sanh ty 1¢ bénh nhan dya vao chi sé BMI giira 2 gigi thay su khac biét
khong c6 ¥ nghia thdng ké, p> 0,05.

Bdng 3.1. Thdi quen sinh hogt ciia bénh nhan nghién ciu

Théi quen sinh hoat S6 BN (n=67) Ty 18 (%)
it van dong 32 478
Thoi quen an d6 dau ma 26 38,8
Khong lam dung bia ruou 19 28,3
Nhan xét:

Két qua bang 3.1 cho thay, s6 bénh nhan nghién ciru cé thdi quen it van
dong chiém ty 18 cao nhat: 47,8%.

Bdng 3.2. Phan bé bénh nhan theo tinh trang réi logn chuyén héa lipid

theo gigi
Gi6i tinh | Nam (n =33) (X +SD)| Nir (n=34) X+SD) | p
Mo mau
Total cholesterol 6,02 + 1,32 592 +1.26 > 0,05
Triglycerid 3,58 +1,88 3,55+1,63 > 0,05
HDL- C 0,93+0,31 0,92 + 0,29 > 0,05
LDL-C 3,46 + 1,50 3,39 +1,54 > 0,05

Nhan xét: Két qua bang 3.2 cho thay, tri s6 trung binh céc thanh phan
Cholesterol, Triglycerid, HDL-C, LDL-C trudc diéu tri cua hai gigi. Su khac
biét khong co y nghia thong ké p>0,05.
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3.1.3. Pic diém can 1am sang

PNam—Nfr > 0705

70%
60%
50%

40%
33.3% _32.4%

30%

20%

10%

0.0% 0.0% 0.0% 0.0%
0%
Binh thuong Nhiem md do 1 Nhifmmd ddo2 Nhiém md do 3

ENam =N

Biéu d6 3.4. Phan bo bénh nhin theo tinh trang gan nhiém mé
Nhan xét:
Qua biéu d6 3.4 cho thay da s6 BN mac gan nhiém mé& d6 2 chiém ty 1é
trung binh & 2 giéi 1a (67,15%). Ty 1é¢ BN gan nhiém m& do 3 trung binh & ca
2 gidi 1a 32,85%. Su khéc biét khong c6 ¥ nghia théng ké p > 0,05.
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3.2. KET QUA NGHIEN CUU TAC DUNG CUA VIEN GANMO TREN
LAM SANG

3.2.1. Thay déi cAc triéu chirng 1am sang truéc va sau diéu tri
p <0,05
Mach hoat
Réu lwdi trang nhét
Bung chwéng
Té bi chan tay
Chi thé ning né
Miéng kho khong khat
Buon nén hodc nén

Bung nguc bi tirc

Dau nang

(=]
X

10% 20% 30% 40% 50% 60% 70%

= Trude diéu tri ™ Sau diéu tri 30 ngay ™ Sau didu tri 60 ngay ™ Sau diéu tri 90 ngay

Biéu dé 3.5. Sw thay doi trigu chizng 1am sang theo YHCT
Nhan xét két qua biéu d6 3.5 cho thay:
- Trude lac diéu tri bénh nhan cé biéu hién triéu chitng budn ndn hoic
non,
mach hoat chiém ty 1& cao nhat.
- Trong 30 ngay, 60 ngay, 90 ngay: cé4c triéu chimg trén déu giam. Su
khé&c biét co y nghia thong ké, p< 0,05.
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Bing 3.3. Sw thay doi tong diém cdc trigu chirng theo YHCT

Thoi diém ‘
Trwéce dieu tri |Sau 30 ngay |Sau 60 ngay Sau 90 ngay
So sanh
Gia tri (X + SD) 5,19 +£ 2,46 391+228 [2,58+1,71 |1,54+1,27
Muc giam
Ngay 0,94-163 [2,16-3,06 |3,08-4,23
(95% ClI)
0
p < 0,05 < 0,05 <0,01
Muc giam
Ngay 0,96-1,70 [1,81-2,94
(95% ClI)
30
P <0,05 <0,05
Mie giam 0,69 -1,40
NG3Y | 9506 CIy DA
60
P < 0,05

Nhan xét két qua bang 3.3 cho thay:

Bénh nhan tham gia nghién ciu c6 xuat hién trung binh khoang 5/9 triéu

chtng. Sau diéu tri 90 ngay bénh nhan ton tai trung binh hon 1 triéu ching, su

kh&c biét trude sau diéu tri c6 ¥ nghia thong ké (p < 0,01).

3.2.2. Bién d6i c4c chi s6 cian 1Am sang trudc va sau diéu tri

Bdng 3.4. Néng dé cholesterol toan phan cia cac bénh nhan nghién ciru
truoc va sau diéu tri

Thoi diém .
) Trwée dieu tri |Sau 30 ngay | Sau 60 ngay | Sau 90 ngay
So sanh
Giatri (X £ SD) 597+122 |574+089 | 559+0,75 | 5,28 +0,96
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Muc giam
Nga
o (95% CI)
0
P
Muc giam
Nga
% (95% CI)
30
P
Muc giam
Nga
o (95% CI)
60
P

-0,02-0,47| 0,14-0,61 | 0,32-1,06
> 0,05 < 0,05 <0,01
0,01-0,30 | 0,15-0,78
< 0,05 <0,01
0,02 - 0,60
< 0,05

Nhan xét: Két qua & bang 3.4 cho thay sau 60 ngdy va 90 ngay diéu tri

RLLPM bing vién GANMO, sy thay d6i ndng d6 TC mau cua cac BN giam
v6i khoang tin cdy 95%. Su khac biét nay 6 ¥ nghia thong ké (p<0,05- 0,01).

truwde va sau diéu tri

Bdng 3.5. Néng dé Triglycerid ciia cac bgnh nhan nghién cizu

Thoi diém ‘ \ ‘ ‘
] Trwéc dieu tri [Sau 30 ngay | Sau 60 ngay | Sau 90 ngay
So sanh
Gia tri (X £ SD) 357+1,74 |322+135| 297+£0,94 | 261+£1,32
Mtrc giam
Ngay 0,01-0,68 | 0,24-0,95 | 0,46 —1,46
0 (95% CI)
P < 0,05 < 0,05 <0,01
Mtrc giam
Ngay 0,10-0,40 | 0,23-1,00
(95% CI)
30
P <0,05 <0,05
Ngay | Muc giam 0,02-0,71




60 | (95% CI)

P
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<0,05

Nhan xét: Két qua ¢ bang 3.5 cho thay sau 30 ngay, 60 ngay va 90
ngay diéu tri RLLPM bang vién GANMO, sy thay do6i nong d6 TG méu

cua cac BN giam vdi khoang tin cay 95%. Sy khac biét nay co6 y nghia
théng ké (p<0,05- 0,01).
Bdng 3.6. Nong dé HDL-C cia cac bénh nhan nghién cru

trwdc va sau diéu tri

Thoi diém

) Trwéc diéu tri |Sau 30 ngay | Sau 60 ngay | Sau 90 ngay
So sanh
Giatri (X + SD) 0,92+0,29 |1,06+0,26 | 1,18+0,29 | 1,29+0,29
Muc tang
Ngay 0,04-0,23 | 0,16-0,36 | 0,27 -0,46
0 (95% CI)
p < 0,05 < 0,05 <0,01
Murc tang
Ngay 0,06 -0,18 | 0,17 -0,28
(95% CI)
30
p < 0,05 <0,05
Muc tang
Ngay 0,05-0,16
(95% CiI)
60
P <0,05

Nhan xét: Két qua ¢ bang 3.6 cho thay sau 30 ngay, 60 ngay va 90
ngay diéu tri RLLPM bang vién GANMO, su thay d6i nong d6 HDL-C méau

ctia cac BN ting voi khoang tin cay 95%. Su khac biét nay c6 ¥ nghia thong

ké (p<0,05- 0,01).
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Bdng 3.7. Néng dé LDL-C cuia cac bénh nhan nghién ciru

trwéc va sau diéu tri

Thoi diém

) Truwée didu tri |[Sau 30 ngay | Sau 60 ngay | Sau 90 ngay
So sanh
Giatri (X = SD) 342+151 |321+£093| 305+0,79 | 2,81+1,12
Mtrc giam -0,09 —
Ngay 0,07-0,66 | 0,15-1,08
0 (95% CI) 0,51
p > 0,05 <0,05 <0,01
Muc giam -0,01—
Ngay 0,08 - 0,74
(95% CI) 0,32
30
P > 0,05 <0,05
Mtrc giam
Ngay -0,06 - 0,56
(95% CI)
60
P > 0,05

Nhan xét: Qua bang 3.7 cho thay sau 60 va 90 ngay diéu tri RLLPM

bang vién GANMO, sy thay doi ndng d6 LDL-C méu cta cac BN giam voi

khoang tin cay 95%. Su khac biét nay khdng co y nghia théng ké (p>0,05).
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Bdng 3.8. Bién doi chitc ning gan truwde va sau diéu tri

Thoi diém
Chi sb DO D30 D90 p
S6 | Tyle | S6 | Tyle| So6 | Tyle
BN | (%) | BN | (%) | BN | (%)
Tang 14 20,9 13 19,4 9 13,4
AST Do_30>0,05
BT 53 79,1 54 80,6 58 86,6
un) — Po-90<0,05
X+SD | 31,61 +£16,75 | 30,51 +16,30| 26,98 +8,43
Téng 14 1209 | 7 [104 | 4 6,0
ALT Po-30>0,05
BT 53 79,1 60 89,6 63 94,0
ufn) — Po-90<0,01
X+SD | 29,57 +11,69 | 30,42 £18,54 | 25,07 +7,61
Tang 3 45 4 6,0 1 1,5
GGT Po-30>0,05
BT 64 95,5 63 94,0 66 98,5
un) — Po-90>0,05
X+SD | 34,21 +15,92 | 33,08 +16,17 | 31,03+ 11,73

Nhan xét: Két qua bang 3.8 cho thay sau 90 ngay, ty 18 BN ¢ hoat do
AST va ALT tang cao giam tir 20,9% va 20,9% xuéng 13,4% va 6,0%, su
khac biét c6 ¥ nghia thong ké véi p < 0,05 - 0,01. Con hoat 46 GGT bién d6i
khong ¢ ¥ nghia thong ké (p > 0,05).
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Ptrwee - sau 90 ngay < 0!05

70%
60%
50%
40%
30%
20%

10% 3.0%

Binh thuong Do 1 Do 2 Do 3

0.0%

0%

® Trude didu tri ™ Sau diéu tri 90 ngay

Biéu d6 3.6. Mirc d¢ thay déi hinh danh gan nhiém mé trén siéu am ciia cdc
bénh nhdn nghién civu truwée va sau diéu tri
Nhan xét biéu do 3.6 két qua cho thay:
- Sau diéu tri 90 ngay, hinh anh gan nhiém m& trén siéu am cé su thay
d6i vé& d0, c6 3% bénh nhan di hoi phuc vé binh thudng, 22,4% gan nhiém
md do 1, 47,8% gan nhiém m& d6 2 va con 26,9% gan nhiém md do 3.

- Su khac biét co y nghia thong ké p<0,05
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3.2.3. Két qua diéu tri chung RLLPM

60%

50%

40%

30%

20%

10%

0%

P30-60 < 0.05, Pgo.gp < 0.05, P3p.g9 < 0.05

58.2% 56 79

41.8%

26.8%
16.4%
5%
3.0% 150302
a8
Kém Trung binh Kha T6t

® Sau 30 ngay Sau 60 ngay = Sau 90 ngay

Biéu dé 3.7. Pdnh gid két qud diéu tri chung

Nhan xét: Biéu d6 3.7 két qua cho thdy sau 90 ngay dung vién nén

GANMO diéu tri, ty 1¢ bénh nhan dat hiéu qua t6t chiém 26,8%, kha chiém ty
1¢ 41,8%, trung binh chiém ty 18 28,4%, kém chiém ty 1& 3%.

3.2.4. Tac dung khéng mong muon

3.2.4.1. Tac dung khdng mong muén cia vién nén GANMO trén 1am sang
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Bing 3.9. Mgt sé tic dung khéng mong muén

Tri€u chiing Nhom nghién ctru (n= 67)
S6 BN Ty 1& %
Pau co 0 0
Mét moi 0 0
San nglra 0 0
An kém 0 0
Pay bung 0 0
Tiéu chay 0 0
Tao bén 0 0

Nhén xét: bang 3.9 cho thay sau 90 ngay udng thudc khong co bénh nhan

xuat hién dau co, mé¢t moi, san nglra, an kém, day bung, ti€u chay, tdo bon.

3.2.4.2. Tac dung khdng mong muén cia vién nén GANMO trén can 1am

sang

Bdang 3.10. Thay déi céc chi sé vé xét nghiém cong thirc mau

Chi so Thoi diém ( X + SD) p
DO D30 D90
SL hong cau (T/) | 4,85+0,42 | 484+0,39 | 4,78+0,40 Po-30>0,05
Po-90>0,05
Hemaglobin (g/l) | 143,18 + 13,92| 142,13 + 14,68(141,10 + 14,43 Po-20"00
Po-90>0,05
Hematocrit (V) | 42.72+4,13 | 4335+347 | 4304+339 | Po-2700°
Po-90>0,05
SL bach ciu (G/l) | 7,19+188 | 687+158 | 6,79+1,60 | Po-0700

Po-90>0,05
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SL tiéu cau (G/I)

264,70 + 58,17

264,76 + 51,65

267,93 £ 54,10

Po-30>0,05
Po-90>0,05

Nhén xét: Két qua & bang 3.10 cho thiy sau 30 ngay va 90 ngay diéu tri
RLLPM bang vién GANMO, chi sé huyét hoc ctia cac BN bién doi khong c6

¥ nghia thong ké (p>0,05) va nim trong gidi han binh thudng.

Bdng 3.11. Thay déi cac chi sé sinh héa mau

Chi s6 Thoi diém ( X + SD) p
DO D30 D90

Po-30>0,05
Ure (mmol/l) | 5,53+ 1,25 5,68 +1,08 5,63 + 0,96

Po-90>0,05

Creatinin Po_30>0,05

76,11 +£16,69 | 76,69 +£ 14,79 | 75,98 + 12,17

(umol/l) Po_90>0,05

Glucose Po_30>0,05
5,34 £ 0,65 532+0,78 5,26 £ 0,52

(mmol/l) Po-0>0,05

Nhan xét: Két qua & bang 3.11 cho thay sau 30 ngay va 90 ngay diéu tri
RLLPM bang vién GANMO, cic chi s6 héa sinh mau danh gia chirc nang

than cta cac BN bién doi khong co ¥ nghia thong ké (p>0,05) va nam trong

gi61 han binh thuong.

Nhu vay chua phat hién tac dung khong mong mudn cua vién nén

GANMO trén l1am sang va can 1am sang.
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CHUONG 4. BAN LUAN

Vién nén bao phim GANMO duoc san xuat tir bai thudc YHCT gom:
Tran bi, Bach trudt, Cot khi, Ha diép, Hai tao, Thao quyét minh, Trach ta, Ha
thii 6, Son tra, Pai hoang ché. Day 1a bai thudc kinh nghiém cta bac sy Pham
B4 Tuyén duoc xay dung dua trén co sé 1y ludn ctia Y hoc co truyén, c6 tac
dung diéu tri chimg Pam thép - mot chung hau c6 lién hé mat thiét v4i bénh
gan nhiém m& cua y hoc hi¢n dai.

Vién nén GANMO d3 gop phan hién dai hoa thuéc YHCT, mang lai su
thuan tién cho nguoi bénh trong qua trinh st dung. Vién nén GANMO duogc
san xuat tai Khoa Duoc va bao ché thudc Bénh vién Y hoc ¢b truyén Bo Cong
an dat tiéu chuan co so. Liéu dung trén nguoi cia GANMO 1a 12 vién/ngay,
mdi vién co trong lugong trung binh 1a 0,5g ~ 125,88 g duoc li¢u/ngay, mdt
nguoi trung binh ning 50kg. Do d6 lidu trung binh trén nguoi 1a 2,52g duoc
liéu /kg/ngay.

4.1. MOT SO PAC PIEM LAM SANG CUA BENH NHAN BGNMKD
CO ROI LOAN LIPID MAU

4.1.1. Tuéi, giéi va nghé nghiép

4.1.1.1. Tudi

Qua nghién ctru thay tudi phan 16n bénh nhéan 1a > 50 tudi (61,2%), (Biéu
d6 3.1).

Két qua nay tuong tu véi két qua nghién ctru ctia Ta Thu Thay (2016)
[29]: phan 16n BN 1a nguoi cao tudi, tir >60 tudi (66,7%). Nghién ctru cua
Tran Thi Hong Ngii (2019) phan 16n bénh nhan 13 nguoi trong do tudi tir 50-
70 tudi (73.3%). P Linh Quyén (2019) [24] nhém tudi mic bénh nhiéu nhat
tir 50-59 tudi: 46,7%. Nguyén Thi Ngoc Chau (2019) [5] nghién ctru 112 BN
RLLPM thiy ty 1é cao nhat & d6 tudi tir trén 60 tudi 1a 43,8%; tiép dén 1a 50 -
59 tudi: 40,2%; tudi 40 - 49 14 16,1%. Pham Thanh Tung (2019) [34] thay
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tudi mic bénh cao nhat tir 60-69 12 42%.

Theo 1y luan cta YHCT, phy nit 7 tudi thién quy dén, 49 tudi thién quy
kiét, cong ning cua cac tang phu bat dau suy giam, dic biét 1a tang ty (chu
van hoa) 1am cong ning van héa thuy thap dé bi dinh tré tir d6 gdy ra ching
dam thap. Nam gioi 8 tudi than khi sung tic, 16ng toc dai ra, rang thay; .... 48
tudi duong khi & phﬁn trén suy kiét, sic mat kho réo tiéu tuy, toc diém bac, 64
tudi rang rung dan, toc ciing rung thwa [18]. Theo “Té Van - Thuong cd thién
chan luan” c6 viét: “Nit 49 tudi, nam 64 tudi manh nham hu, mach xung suy,
thién quy suy kiét, cong nang tang phu suy giam”. Nhu vay, con nguoi bat
dau do tudi trung nién & ca 2 gidi cong nang tang phu déu co su suy giam, su
véan hoa ciia ty vi cling kém di. Liic nay co thé chuyén tir thinh sang suy, cong
nang tang phu bi suy giam, khi hu huyét .[25]

Theo YHHD, ltra tudi ngoai 40 tudi, lac nay nir gidi budce vao giai doan
tién man kinh, nam giéi ciing c6 nhiéu thay doi trong chu ki sinh hoc, 1am cho
sttc dé khang cua co thé yéu di dan dén giam hoat dong, chic ning chuyén
hoa ctia cac co quan trong co thé giam sit, sitc dé khang suy giam dan t6i su
phat sinh ctia nhiéu bénh tat 4nh huong boi qua trinh 130 hoa. Piéu nay da
ching t6 duoc phén nao moi quan h¢ mat thiét gifra do tudi mic bénh cua
chtng dam thap theo YHCT va RLLPM theo YHHD.
4.1.1.2. Gigi

O d6 tudi > 60 ddi v6i nam va > 55 ddi véi nit déu 1a mot yéu té nguy co
ctia bénh tim mach, chuyén hoa va c6 nguy co twong dwong nhau vé mac cac
bénh tim mach va chuyén hdéa nhu BPTD, GNM va RLLPM.

Qua nghién ctru (Biéu do 3.1) thay ty 16 BGNMKDR ¢6 RLLPM ¢ nir
gidi (50,7%) tuong duong véi nam gidi (49,3%).Ty 1€ nay it hon so védi cac
nghién ctru cia Ta Thu Thuy (2016) [29]: ty 1¢ RLLPM 6 nit gidi (71,7%) cao
hon so véi nam gidi (28,3%). Tran Thi Hong Ngii (2019) [15] thay ty 1&
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RLLPM ¢ nit gid1 cao hon nam gidi, véi nhém dung cao 16ng HSN thi ty 1€
Nit/Nam 13 64%/36%, nhom phdi hop 13 62%/38%; trong khi ty 1& nay &
nhom Fibrat 14 58%/42%. Db Linh Quyén (2019) [24] thdy dic diém vé gidi:
Trong 120 bénh nhan nghién ctru c6 ty 16 réi loan lipid mau ¢ nam gidi 40%
thap hon nit gidi 60%. Nguyén Thi Ngoc Chau (2019) [5] thay ty 16 RLLPM
& nit gidg1 (60,7%) cao hon so v&i nam gidi (39,3%). Pham Thanh Tung
(2019) [34] nghién ctru 100 bénh nhan thay ty 18 réi loan lipid méu & nam gidi
36% thap hon nit gidi 64%, ta thay su khac biét khong co ¥ nghia théng ké
(p>0,05).

4.1.1.3. Nghé nghiép

Bénh nhan tham gia nghién ctru 1a cdn bd huu chiém ty 1& cao nhat véi
52,2%, dung thr 2 1a cong chirc chiém 38,3%. Tham gia nghién ctru chiém ti
1¢ thap nhat 13 nhom nguoi lao dong chan tay voi 9% (Biéu d6 3.2).

Két qua nay phu hop véi nghién clru cua céac tac gia D6 Qudc Huong
(2016) [10] huu tri chiém ty 1€ 48,9%,43,3% la can bo cong chirc, lao dong
chan tay la 7,8 %. Pham Thanh Tung(2019) [34] 61% la can by cong chirc,
lao dong chan tay 13 11%, huu tri chiém ty 1& 28%.

Theo tac gia, két qua nay 1a hop 1y boi nguoi nghi huu ciing nhu can bo
cong chirc 1a nhitg ngudi it van dong chan tay. Trong cac y vin ¢ cta Y hoc
cb truyénnhu sach T6 Véan Thién "Tuyén minh ngii khi luan" di viét: "Ciru
ngoa thuong khi, ctru toa thuong nhuc" ¢ nghia 1 thuong khi dan dén ty hu,
ty khi hu suy ma gy bénh [25].

4.1.2. Mot sb yéu t6 nguy co & bénh nhan rdi loan lipid mau
4.1.2.1. Thara can, béo phi

Qua nghién ctru thay ty 18 BN thira can va béo phi & ca hai gi6i 1a 58,2%
(Biéu db 3.3).

Két qua nay tuong tu két qua nghién ctru cia Ta Thu Thay (2016) [29]:
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chi s6 BMI BN thira can va béo phi ty 18 1 45,0%. Tran Thi Hong Ngii
(2019) [15] thay ty 18 thira can, béo phi 1a 40,1%. B Linh Quyén (2019) [24]
thay ty 186 BN c6 chi s6 BMI & muc thira can (c6 nguy co va béo phi) cao hon
ty 1¢ bénh nhén c6 chi s6 BMI ¢ muc binh thudng & ca 2 nhém: 65% & nhom
HVT va 56,6% & nhom atorvastatin. Pham Thanh Tung (2019) [34] thay ty 1¢
thtra can 1a 42,0%, ty 1€ béo phi 1a 34,0%.

Nguyén nhan khién BN thira cin, béo phi chiém ty 1é cao c6 thé do ngay
nay cing v&i su phat trién cta kinh t& xa hoi, ché d6 an udng c6 nhiéu thay
d6i nhu giau protein va nhiéu acid béo bdo hoa, du thira ning luong va 16i
song tinh tai. Theo y hoc ¢ truyén ching béo phi thudéc pham vi chimg dam
am, vi vay diéu tri chimg béo phi ciing gop phan 1am giam lipid mau.
4.1.2.2. Théi quen sinh hoat

Qua nghién ctru (bang 3.1) thiy ty 16 BN c6 cac thoi quen sinh hoat lién
quan dén BGNMKDR c6 RLLPM lan luot 13 it van dong (47,8%), th6i quen
an dd dau md 1a 38,8% va khong lam dung bia, rugu (28,3%).

P4 Qubc Huong (2016) [10] ty 1& cao nhat 1a nhom luoi van dong, trong
d6 nhém A: 51,1%, nhom B:60%. Thoi quen dn nhiéu md dong vat nhém A
48,9%, nhom B: 42,9%.

Ty 1& nay it hon két qua nghién ctru ciia Tran Thi Hong Ngii (2019)
[15]: théi quen luoi van dong (64,67%) va Ta Thu Thuy (2016) [29]: 60,8%
bénh nhan ludi van dong. DS Linh Quyén (2019) [24] thiy trén 70% sb bénh
nhan it hoat dong thé duc thé thao. P4 Linh Quyén (2019) [24] thdy chiém ty
1& cao nhét 13 nhém bénh nhan c6 thoéi quen khong luyén tap thé duc thé thao
thuong xuyén, trong d6 & nhéom HVT: 73.3%, nhom atorvastatin: 78.3%. Tiép
theo dén thoi quen an mo&: nhom HVT: 43.3%,nhom atorvastatin: 48.3%, thoi
quen an ngot: nhdm HVT: 38.3%, nhoém atorvastatin: 28.3%, thdoi quen an

man: nhom HVT: 31.7%, nhém atorvastatin: 35%.
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Nguyén nhan c6 thé do dic thu cong viée, gidi tinh song it van dong van
chiém ty 1& cao so véi cac thoi quen sinh hoat khéc.
4.1.3. Pac diém can 1am sang theo y hec hién dai

* R6i loan lipid méau:

Bang 3.2 cho thay khong co sy khac biét tri so cac thanh phan lipid mau
ctia hai gidi trudc diéu tri. Sy khac biét khong co y nghia thong ké p>0,05.

Tuong tu két qua nghién ctu cua DS Qudc Huong (2016) [10], Nhém A
co gia tri trung binh TC: 6,14+ 0,79 (mmol/l), TG: 3,57+ 2,11 (mmol/l),
HDL- C: 0,97+ 0,26 (mmol/l), LDL- C: 4,00+ 0,82 (mmol/l), Nhém B cé gia
tri trung binh TC: 5,91+ 0,75 (mmol/l), TG: 2,82+ 1,89 (mmol/l), HDL- C:
1,10+ 0,91 (mmol/l), LDL- C: 4,01+ 0,91 (mmol/l).

Nghién ctru cia Pham Thanh Tung (2019) [34], Nhom A c6 gia tri trung
binh TC: 5,99+ 1,03 (mmol/l), TG: 3,48+ 1,64 (mmol/l), HDL- C: 1,10+ 0,15
(mmol/l), LDL- C: 4,05+ 1,09 (mmol/l), Nhém B ¢6 gia tri trung binh TC:
5,91+ 1,08 (mmol/l), TG: 3,47+ 1,88 (mmol/l), HDL- C: 1,11+ 0,14 (mmol/l),
LDL- C: 4,03+ 0,85 (mmol/l).

* Siéu am:

Qua biéu do 3.4 cho thy da s6 BN gan nhiém m& & ca 2 gidi, do 2 chiém
ty 1€ trung binh 1a (67,15%), trong d6 nam cé ty 1€ 66,7% va nir la 67,6%. Ty
I&¢ BN gan nhiém md do 3 & ca 2 gidi 1a 32,85% trong d6 nam c6 ty 1& 33,3%
va nit 12 32,4%. Su khac biét khong c6 ¥ nghia thong ké p>0,05.

4.2. PANH GIA KET QUA CHUNG
4.2.1. Tac dung cai thién cac triéu chirng 1am sang cia vien GANMO

Két qua nghién ctru cho thay trude diéu tri, & BN ¢ cac bicu hién cia
ching dam thap noi tré nhu: réu ludi trang nhot, bung trudng, té bi chan tay,
chi thé nang né, miéng kho khong khat, budn noén va non, bung nguc bi tuc,

dau nang va dac biét s6 bénh nhan c6 mach hoat 1a chiing dién hinh ctia dam
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tré chiém ty 16 cao ( Biéu d6 3.5).

Bang 3.3 cho thiy bénh nhan tham gia nghién cu ¢ xuat hién trung
binh khoang 5/9 triéu chtng. Sau diéu tri 90 ngay bénh nhan ton tai trung
binh hon 1 triéu ching sy khac biét trude sau diéu tri c6 y nghia théng ké (p <
0,01).

Két qua ciing cho thdy sau 30 ngdy diéu tri bénh nhan s& giam tuong
duong 1 triéu ching 1am sang, su khéc biét trude sau diéu tri tai cac thoi diém
déu co y nghia thong ké (p < 0,05)

So sanh v&i cac nghién ctru gan ddy, chung toi thay hiéu qua cai thién
cac triéu chirng lam sang cua viéen GANMO tuong duong:

Nguyén Thi Ngoc Chau (2019) [5] thay sau 30 ngay diéu tri com ha md
mau (Trﬁn bi, Ban ha, Bach linh, Cam thao, Nguu tat va Cu ray) théy trudc
diéu tri c6 16,1% BN dau ddu murc do ning va 55,4% dau ddu mac do vira,
sau diéu tri khong con BN nao (0%) dau dau muc do ning va vira va co
64,3% BN khong con dau ning dau. Chan tay té bi trude diéu tri 1a 98,2%
BN, sau diéu trj c6 80,4% BN hét té bi chan tay. Triéu chirmg mét moéi 1a
94,6% BN, ttrc nguc 12 96,4%; sau diéu tri 50% BN hét cam giac tirc nguc va
48,2% BN hét cam giac mét moi. Chong mit gap & 87,5% BN, sau diéu tri
67,9% BN. Ty 1¢ bénh nhan mit nga 13 76,8% BN, sau diéu tri 30 ngdy c6
51,8% BN hét mat ngt hoan toan va khong con BN nao mat ngii ning.

Nghién ctru cua Tran Thi Hong Ngi (2019) [15] cho thdy sau 30 ngay
dung thudc cao 1ong HSN (gom: ci mop, 14 sen, tdo méo, vo quyt, ngil vi
tr va cam thao dit) cac triéu chting 1am sang di giam rd rét. Boi voi cac
bénh nhan nhom Bam troc U tré ty 1€ hét va gidm cua dau dau 13 91,7%:; an
kém 13 93,8%% va 81% bénh nhan c¢6 mach trd vé binh thuong (mach nhu
hoén). D6i v6i cac bénh nhan nhom Ty than dwong hu va Can than 4m hu

cac bi€u hién cua ty hu nhu mét moi, an kém, chong mat da gidm dang keé:
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ty 18hét va giam mét moi 1a 100%.

P4 Linh Quyén (2019) [24] thdy cao long HVT (Ha diép, Ny vdi va Tran
bi) thay ¢ thoi diém Dy 1a 48/60 bénh nhan, chiém ty 1& 80%, sau 30 ngay
diéu tri vao thoi diém D khong con bénh nhan dau dau murc d6 vira va nang,
chi con 30 bénh nhan dau dau mirc d6 nhe, chiém ty 1€ 50%.

Pham Thanh Tung (2019) [34] nghién ctu tac dung diéu tri RLLPM cua
vién nang cing Vinatan 500mg (Bot cao kho Gido cd lam: 350mg; Bot
polyphenol ché xanh 150mg) thiy céc triéu chimng bung diy chudng, dai tién
nat, ludi béu nhdt, chan tay lanh dugc cai thién 1 rét so voi trude diéu tri.
Triéu chimg co thé nang né duoc cai thién rd rét: hét triéu ching 1a 63,3% va
gidm triéu ching 1a 23,3%. Tri¢u chimg moéi mét cling cai thién ro: hét va
gidm tri¢u ching 1a 71,4%.

Theo YHCT, ty c6 chic ning van hoa thuy thap va chu vé co nhuc,chi
khi ctia hau thién. Ty hu khong van hoa dugc thuy thap cho nén dam thap
ngém vao bi phu co nhuc, kinh mach, nén théy nguoi mét moéi, bung dﬁy
chuéng, ludi béu nhot. [18] Két qua trén cho thdy vien GANMO c6 tac dung
manh ty khi ndng cao chinh khi, gitip ty van héa thuy thap.

4.2.2. Két qua diéu tri cia vién nén GANMO trén can 1am sang

Qua nghién ctru thay sau 90 ngay diéu tri, ty 16 BN GNM do 3 giam tir
32,8% xudng 26,9%; GNM do 2 giam tir 67,.2% xudng 47,8%, c6 22,4%
GNM dd 1 va c¢6 3% BN gan d3 hdi phuc vé binh thuong, su khac biét ¢ y
nghia thong ké voi p<0,05 (biéu d6 3.6).

Cin ctr vao tiéu chuan nghién ctru, chling t6i phan chia hiéu qua diéu tri
RLLPM thanh 03 loai: tot, kha va khong hiéu qua. Két qua cho thay sau 90
ngay diéu tri RLLPM bang vién GANMO, ty 1¢ BN dat hiéu qua tot 1a 28,8%,
hiéu qua kha 13 70,2% va 3% khong dat hiéu qua (biéu d6 3.7).

So sanh két qua diéu tri RLLPM vé&i mot s6 nghién ciru khac thay vién
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GANMO c6 hi¢u qua tuong ty (bang 4.1).
Bang 4.1. Higu qua diéu tri RLLPM cia vién nén GANMO

s0 véi mot sé thudc khéc.

Tén thudc Tac gia Hi¢u qua (%)
Tét | Kha | Khéng HQ

Pai an hoang | Ta Thu Thuy (2016) [29] 31,7 31,7 36,7
Com ha m& | Nguyén Thi Ngoc Chau

e (2018) [5] 19,6 55,4 25,0
Cao long HSN | Tran T. H. Ngii (2019) [15] 58,0 26,0 16,0
Cao 1éng HVT | Do Linh Quyén (2019) [24] 51,7 433 5,0
Vinatan Pham Thanh Tung (2019)[34] | 84,0 16,0

Lipidan Pd Qudc Huong (2016) [10] 96,7 3,3
Vién GANMO | Két qua nghién ciru 26,8 70,2 3,0

Ngoai ra, vien GANMO con c6 tac dung ha men gan. Két qua nghién ctru
cho théy sau 90 ngay diéu tri, hoat 30 AST va hoat do ALT déu giam, sy khac
biét c6 ¥ nghia théng ké voi p<0,05- 0,01. Con hoat d6 GGT bién d6i khong
c6 y nghia thong ké (p>0,05), (bang 3.8).

4.2.3. Tac dung khéng mong mudn cia vién nén GANMO

Tat ca céac loai thudc khi vao trong co thé déu dugc chuyén hoa qua gan
va than. Vi thé, dé danh gia tac dung khéng mong mudn cua thudc, chung toi
da lam cac xét nghiém cong thuc mau, ALT, AST, ure, creatinin...

Gan 1a mdt co quan quan trong boi ndé dam nhéan nhiéu chirc nang nhu:
chuyén ho4, bai tiét, khir doc.... Cac thuong ton & gan dan dén su phan giai,
hoai tir té bao gan lam giai phong cac enzym. Do vay, do hoat do cic enzym
trong huyét tuong dugc sir dung dé danh gia su ton hai ciia té bao gan va dé
chan doan phan biét bénh cta t& bao gan véi bénh tic mat. Cac enzym phd

bién thuong dugc dinh luong trong cac ton thuong té bao gan nhu: alanin
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aminotransferase  (ALT), aspartat aminotransferase (AST), alkalin
phosphatase (ALP).... Amino transaferase gdom AST, ALT 1a 2 enzym duoc
str dung rong rdi dé danh gia sy ton thuong cua té bao gan. Khi cac té bao gan
bi ton thuong thi cac enzym nay ting 1én dang ké. Vi vay, d6 chinh 1a xét
nghiém thuong dung trén thyc té dé khao sat su ton thuong té bao gan.

Panh gia tac dung khéng mong mudn cua vién nén GANMO trén 1am
sang thong qua mot sb triéu ching nhu man ngira, dau thuong vi, nén - budn
nén, ia chdy, tao bon hodc cac triéu chimg bat thudng khac xuit hiéntrong
thoi gian udng thubc. Khong phat hién trudng hop nao xuat hién man ngua,
budn nén, ndn hay réi loan tiéu hoa trong sudt 90 ngay diéu tri. Ngoai ra,
chung t6i ciing chua phat hién duoc cac tac dung khong mong muén nao khac
trén lam sang.

Qua nghién ctru thay sau 30 ngay va 90 ngay diéu tri RLLPM bang vién
GANMO, cac chi s6 huyét hoc va héa sinh mau cta cac BN bién doi khong
c6 ¥ nghia théng ké (p>0,05) va nim trong gii han binh thudng (bang 3.9va
3.10).

Két qua nay ciing twong ty v&i két qua nghién ciru ciia nhiéu bai thudc
diéu tri RLLPM bang YHCT.

Tran Thi Hong Ngai (2019) [15] danh gia tic dung khong mong mudn cia
cao long HSN thong qua cac xét nghiém danh gia chirc nang nhu cong thirc
mau (chi sé hong ciu, bach cau, tiéu cau va hemoglobin) ciing nhu cac xét
nghiém vé Glusose, Ure, Creatinin, AST, ALT. Sau 30 ngay dung cao léng
HSN, théy khong c6 su thay ddi nhiéu vé cac chi sd trén, su khac biét 1a
khong cé y nghia thong ké véi p > 0,05,

P4 Linh Quyén (2019) [24] thay cao long HVT c6 tinh an toan, chua
thiy tac dung khong mong muén trén 14m sang. Nguyén Thi Ngoc Chau
(2019) [5] thay com ha m& mau c6 tinh an toan, chua thdy tac dung khong
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mong mudn trén 14m sang.

Pham Thanh Tung (2019) [34] nghién ctu tac dung diéu tri RLLPM cia
vién nang cing Vinatan chua thay tic dung khong mong muén trén 1am sang
va can lam sang thé hién qua cac x¢ét nghi¢m huyét hoc, sinh hoa trudc va sau
diéu tri thay d6i khong c6 ¥ nghia thong ké p>0,05.

DS Qubc Huong (2016) [10] nghién ctu tac dung diéu tri RLLPM cua
vién nang nén Lipidan chua thiy tac dung khong mong mudn trén 1am sang
va can lam sang thé hién qua cac x€t nghi¢m huyét hoc, sinh hoa trudc va sau
42 ngay diéu trj thay d6i khong c6 ¥ nghia thong ké p> 0,05.

Nhu vay, két qua nghién ctru cho thidy 100% bénh nhan sau 90 ngay
ding vién nén GANMO khong c6 biéu hién tac dung khong mong mudn nao

trén 1am sang va cén 1am sang.

4.3. CO CHE TAC DUNG CUA BAI THUOC GANMO
4.3.1. Co ché tac dung ciaia vién nén GANMO theo y hec hién dai [35]

Viém thodi héa m& gan khéng do rugu 13 tinh trang tich tu bat thuong
md trong cac té bao gan. Mot thude diéu trj tot viém gan thoai hoa m& phai
dap tng viéc vira kiém soat su ting lipid méau (yéu t6 lién quan chit ché véi
GNM) bang viéc giam cac chi sd triglycerid, cholesterol toan phan, LDL-C
(hoic danh gia chi s6 non-HDL-C) va lam ting HDL-C vira diéu tri GNM.

Trudc day trén thé gisi va & Viét Nam, chua c6 nghién ciru nao danh gia
hiéu qua diéu tri ri loan lipid mau cta vién nén GANMO trén 1am sang. Tuy
nhién, mot sé dugc liéu thanh phr:in ctia bai thude di duge cac nha nghién ciru
trén thé giéi khao sat hiéu luc don 1¢ d6i voi cac thanh phan lipid mau.

Tran bi, Ha diép, Son tra ¢4 ham lugng flavonoid rat cao [1]. Theo nhiéu
nghién ctru flavonoid co tac dung tot trong viéc diéu chinh rdi loan lipid mau
va phong chéng bénh 1y tim mach. Flavonoid c6 thé oxy hoa cac gdc tu do,

phong chong xo vira dong mach. Mot vai nghién ctru 1am sang da chi ra rang
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c6 su tuong quan ti 1 nghich gitta lwong flavonoid va cholesterol toan phan
trong méu. Citrus flavonoid 1a nhitng hop chét polyphenolic voi dic tinh sinh
hoc manh mé, c¢6 tac dung ngan chan gan nhiém md, roi loan lipid méau thong
qua sy tc ché téng hop acid béo & gan va lam ting qua trinh oxy héa acid
béo. Ngoai ra, acid Oleanolic va acid ursolic ¢6 trong Son tra dugc cho 1a ¢o
tac dung giam nong do VLDL va LDL cholesterol trong huyét twong bang
cach trc ché enzym acyl CoA-cholesterol acyl-tranferase tai rudt [54]. Tran bi
v6i thanh phan hoa hoc chinh 14 ursolic acid va quercetin da dugc chimg minh
la c6 kha ning 1am giam nong do cholesterol va LDL-C. Thanh phan
quercetin c6 kha ning trc ché tong hop cholesterol ndi bao c6 thé do tac dung
{rc ché hoat dong cuia HMG-CoA reductase; trong khi do, ursolic acid ¢6 kha
nang lam ting sé luong cic mRNA ciia enzym cholesterol 7o-hydroxylase
(C7aH), thuc day qua trinh chuyén cholesterol thanh acid mat, lam giam duogc
noéng do cholesterol trong gan ciing nhu trong huyét tuong [6]. Nhu vay c6
thé giai thich co ché tac dung diéu chinh lipid mau & mé hinh noi sinh cua
GANMO la do bai thudc chita cac vi thude co hoat chat c6 kha ning chong
oxy hoa cac gbc tu do, trc ché enzym HMG-CoA reductase, 1am can tré qua
trinh sinh téng hop cholesterol, lam ting tong hop cac hip thu thé LDL-C dé
lam ting thoai giang LDL-C (co ché nay tuong tu voi nhom statin).

GANMO c6 tac dung trong diéu chinh réi loan lipid mau & md hinh
ngoai sinh, thé hién & viéc giam co y nghia théng ké néng dd TC, LDL-C, c6
xu hudng giam TG va c6 xu hudéng ting HDL-C. Ta c6 thé giai thich co ché
tac dung ndy nhu sau: Phan 16n lipid tir thire dn két hop v6i mudi mat thanh
dang nhii tuong (chylomicron), ttr do6 hép thu qua duong bach mach rudt dé
vao tuan hoan chung [6], [10]. Mit khéc, trong thanh phan bai thudc c¢6 vi
Thao quyét minh, c6 chira hoat chat anthranoid c6 tac dung nhuén trang dan

dén giam thoi gian luu giir thire an tai rudt va c6 tac dung te ché lipase tuy
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lam giam nhil trong hoa lipid [82]. Nhu vdy, c6 thé dinh huéng co ché tac
dung 1am han ché gy ra rdi loan lipid mau trén mo hinh ngoai sinh ctia bai
thudc GANMO mét phan 1a do giam hap thu tai éng tiéu hoa.

Tém lai, bai thubc GANMO c¢6 tac dung diéu chinh rdi loan lipid mau
nhd viéc lam giam hap thu tai dng tiéu hoa, dong thoi tic dong 1én chuyén
hoa té bao, (rc ché enzym HMG-CoA reductase, 1am can tré qué trinh sinh
tong hop cholesterol, lam ting tong hop cac hap thu thé LDL-C dé 1am ting
thodi giang LDL-C. Vi vay, thudc c6 tic dung diéu chinh lipid mau trén ca
mo hinh ndi sinh va ngoai sinh.

4.3.2. Co ché tac dung caa viéen nén GANMO theo y hec cé truyén

Vién nén GANMO c6 xuét sir tir bai thudc nghiém phuong cua bac sy
Pham Ba Tuyén co tac dung diéu tri tot chirg Pam thép - mot chung hau co
lién hé mat thiét voi bénh gan nhiém md cta y hoc hién dai. Thanh phan gém:
Tran bi, Bach truat, Cot khi, Ha diép, Hai tdo, Thao quyét minh, Trach ta, Ha
thu 6, Son tra, Pai hoang ché. Cong dung la: Thanh nhiét, lgi thép, hoa dam,
nhuyén kién tan két. Chu tri trong thé dam thap ndi trd: hay an cac chat bo,
ngot, béo; dau ning cing chudng; bung nguc bi tirc, budn non hoic non khan,
miéng kho khong khat, tir chi gy g0, co thé ning né t& méi, bung chudng, réu
ludi trang nhét, mach huyén hoat. Chig trang ndy c6 twong quan véi bénh
gan nhiém m& cua y hoc hién dai.

Phan tich bai thudc: Son tra ¢ tac dung tiéu thuc, dao tré, tiéu tich. Tran
bi: van dung nguyén ly “tri dam tién tri khi, khi thuan dam tu tiéu” ma ly khi,
kién ty dé hoa dam. Trach ta: loi niéu, trir th?ip, hoéa dam. Thao quyét minh:
nhuan trang ma thai dam qua dudng tiéu hoa.Cot khi, Ha diép: thanh théo
nhiét héa dam. Pai hoang: tiéu tich tré, pha huyét, nhuén trang. Hai tdo:
nhuyén kién, ti€u dom, loi ni¢u. Bach truat: ki¢n ty tdo thép. Ca bai thudc ¢o

tac dung: Thanh nhiét, loi thap, hoa dam, tan két
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Pam ngung thi khi co lai tré tré. Cho nén dung Tran bi 1y khi hoa dam,
lam cho khi thuén thi dam gidng. Khi hoa thi dam cling giang. Lién h¢ voi y
hoc hién dai, trong Tran bi c6 chira hoat chat citrus flavonoid c6 tac dung
giam lipid mau va phong chéng xo vita dong mach. Thanh phan hoéa hoc
chinh 1a ursolic acid va quercetin da dugc chung minh 1a c6 kha ning lam
giam ndng d6 cholesterol va LDL-C.

Pam do thap sinh ra. Thap khu thi dam tiéu. Vi thé dung vi Trach ta, c6
tac dung loi thity tham thap, dua thip troc ra ngoai qua dudng tiéu tién.

Son tra, Ha di€p c6 chira flavonoid c6 tdc dung oxy hoda céc géc tu do,
lam giam s6 luong HMG-CoA reductase, 1am can trd qua trinh sinh tong hop
cholesterol, lam gidm lipid méu. Tac dung nay tuong duong vdi cong dung
thanh hoa nhiét dam cua y hoc ¢ truyén.

Mit khac, trong thanh phan bai thudc ¢ vi Pai hoang, Thao quyét minh
tac dung nhuan trang ma thai dam qua dudng tiéu hoéa. Trong Thao quyét
minh ¢6 chtra hoat chét anthranoid c6 tic dung nhuan trang dan dén giam thoi
gian luu gitr thire an tai rudt va co tac dung e ché lipase tuy 1am giam nhil
tuong hoa lipid, nho d6 ha lipid mau [6].

Nhu véy, cong dung trir dam, héa thap ciia bai thubc GANMO c¢6 lién hé
mat thiét voi y hoc hién dai. Nghién ctru ctia chiing toi da cho thay vién nén

GANMO c6 tac dung trong diéu chinh cac thanh phan réi loan lipid mau.
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KET LUAN

Vién nén GANMO dugc san xuét tir cac vi thude YHCT véi muc dich
diéu tri gan nhiém md c6 réi loan lipid mau. Bénh nhan ubng lién tuc trong 90
ngay, ngay 12 vién chia 3 1an tir 46 danh gia tac dung cua vién GANMO trén
]am sang, can 1am sang va tac dung khong mong mudn cua thude.

1. Tac dung cia vién nén GAMMO

- Vién GANMO c¢6 tac dung cai thién cac triéu ching lam sang theo tr
chan. BN tham gia nghién ctru c¢6 xuat hién trung binh khoang 5/9 triéu
chtng, sau diéu tri 90 ngay bénh nhan chi ton tai trung binh hon 1 triéu
ching.

- Vién GANMO c¢6 tac dung 1am giam nong d6 TC, TG, HDL-C, LDL-C
sau 90 ngay diéu tri. Vi két qua diéu tri chung: dat hi€u qua tdt chiém 26,8%,
kha chiém ty 1& 70,2%, kém chiém ty 18 3% .

- Vién GANMO c0 tac dung cai thién gan nhiém md: 3% BN gan nhu md
vé binh thuong, c6 22,4% GNM do 1.

- Vién GANMO c6 tac dung giam hoat do AST va hoat do0 ALT.

2. Tac dung khéng mong muén

- Trong 90 ngay diéu tri bang vién nén GANMO khong thdy xuat hién

cac triéu chimg khong mong mudn trén 1am sang, cac chi s huyét hoc va hoa

sinh mau cua cac BN nam trong gidi han binh thuong.
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KIEN NGHI

Bénh gan nhiém mé khong do rugu 1a bénh 1y ngay cang phd bién trén
thé gidi ciing nhu tai Viét Nam. Viéc tim va ap dung cac phuong thudc méi
c6 hiéu qua, an toan, gia thanh hop 1y trong viéc diéu tri bénh gan nhiém md
khéng do ruou 1a rat can thiét. Trong nghién ctru ctia chung t6i da cho thay
vién nén GANMO c6 tinh an toan cao trén thuc nghiém va trén lam sang, co
tac dung trong diéu chinh rdi loan lipid mau trén bénh nhan bénh gan nhiém
md khong do ruou, dang vién nén bao phim dé st dung. Véi mong mudn cé
thé dua vién nén GANMO vao ung dung thuc tién, ching t6i kién nghi :

Tiép tuc thir nghiém 1am sang thoi gian va sd lugng bénh nhan gan
nhiém m& 16n hon, c6 réi loan lipid mau dé danh gia hiéu qua diéu tri, do an

toan cua vién nén GANMO & cac thé khac cua YHCT.
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PHU LUC

PHU LUC 1. BENH AN

S6 bénh én ciia Bénhvién: .......... . STTNC:......
BENH AN

|. PHAN HANH CHINH
1. Hovatén: . ......ooouvuunnnnnn Tubi: ...  Giditinh: Nam/Nit
2. NghEnghip: . ..ottt
3. DPiachi:. ... .
4, Diénthoai: .. ..o
5. Ngayvaovién:.................. Ngayravién: ................
6. Lydovao VIEn: . ...
7. Chan doan TaC VAO VIBN: . . oo ot e,
8. Chan dodan [AC 1a VIBN: . . .\ oo vttt

Bénh str (ghi 10 dd qua Bénh viénnao): . ................ ... ....

Tién st bénh:

- Tiénstgiadinh: ... ... :
- Tiensubanthan: .. ... ...
9. Thubc dung phdi hop: Co O Khong O

Tén thudc, lidu luong, thoi giandung: .. ......................

Mot s6 bénh 1y va théi quen khac lién quan dén nghién ctru:
THA Co 0O Khéng 0O
bTb Co 0O Khéng 0O
Bénh mach vanh: Cé 0O Khéng 0O



Thoi quen n udng: Anman O Anmd O  KiéngO
Nghién thudce 14: co 0O Khong O
Thé duc, thé thao: cée 0O Khong 0O
An nhiéu chét ngot: Co 0O Khéng 0O
Hay udng ruou, bia: cée 0O Khong 0O
II.  PHAN KHAM BENH VA THEO DOI LAM SANG
1. Kham y hoc hién dai
1.1 Khdmtoan than: ... ..o
1.2 Kham cac bd phan:
-Timmach: . ...
CHODAD: « o
C Tt MIBU-SD: . . v
-Cacbophankhdc: ........ ... .. .
Triéu ching DO D30 D60 D90
Co nang
Mach
Huyét ap

Chiéu cao

Can ndang

Vong bung

Chi s6 BMI

Dau ttrc ha suon phai

An udng

Day chuéng bung

DPai tién

2. Kham bénh theo YHCT: (Tt chén)




Y hoc cb truyén DO D30 D60 D90
Thén,séc
Vong .
Ludi
Khi,vi
Van
Nghe
Han,nhiét
Pau
, Am thuc
Van
Nhi tién
Khac
’ Mach chan
Thiét : .
Phdc chan
3. Can lam sang
Can lam sang DO D30 D60 D90
Hong cau (T/L)
Bach cau (G/L)
) o Tiéu cau(G/L)
Cong thirc mau :
Hemoglobin(g/L)
Hematocrit
ALT
AST
GGT
Creatinin
Ure
Sinh héa mau Cholesterol
Triglycerid
HDL-C
LDL-C
Glucose




Siéu am

4. Chéan doan
4.1. Chén doian YHHD

I11. PANH GIA KET QUA PIEU TRI
1. Danh gia theo YHHD

Bac sy diéu tri




PHU LUC 2. CAC GIAI POAN SAN XUAT VIEN NEN GANMO

Tran bi, bach truat, c6t khi cu, ha diép, hai

tao, thao quyét minh, trach ta, Son tra, dai

Rura sach —
Ndu dich chiét, c6 dic —»
Tron véi magiecarbonat, —
Say khé —
A\ 4
Cao kho
Xay bot min —
Talc, magiestearat —
Ddap vién, kiém sodt khéi -
Bao phim -
v
Ban thanh
Dong goi, dan nhan —
A\ 4
Thanh pham

l

Nhap kho

—» Kiem nghiém

—» Kiem nghiém



|




PHU LUC 3. CHE PQ AN CHO NGUOI CO CHOLESTEROL MO
MAU CAO

(Vién dinh dudng Qudc gia)
Nguyeén tac xay dung ché do an:
- Giam, b6 cac thae an giau cholesterol va khong qua 300 mg cholesterol
moi ngay.
- Tang cudng rau qua, nhiéu chat xo.
- Han ché chat béo nhat 1a m& dong vat, han ché duong, bot, banh keo.
- Phan bé thtrc dn nén nhu sau:
+ Tong sb nang luong 1600 - 2000 Kcal.
Protein  15% =270 Kcal ~70 g
Glucid 70% = 1260 Kcal =300 g
Lipid 15% =270 Kcal  =30g
Cong = 1800 Kcal/ngay
Néu bénh nhan trong tinh trang béo phi, can giam sb calo xuéng 1600
calo/ngay.
Nhiing thirc an nén dung:
- Rau cai, rau mudng, rau dén, dua chudt, dua gang, xa lach, mudp,
mung toi, rau day, bi xanh, gia do.
- Cam, budi, quyt, man, dao.
- Thit bo, thit ga, thit lon nac.
- Céanac, ca it mo.
- Stra dau nanh, tao pha, dau phy, tuong.
- Gao té, banh mi, khoai céc loai.
Nhitng thte dn can han ché:

- buong, banh, keo.



- Sita dic c6 duong, sita bot toan phan.

- Tring cac loai.

- Phu tang gia stc (dc, tim, gan, 16ng, bd duc)
- Thit ma.

- M& céac loai.

- Bo, phomat, socola



PHU LUC 4. MO TA CAC VI THUOC CO TRONG THANH PHAN
VIEN NEN GANMO

* Son tra:

+ Tén khoa hoc: Crataegus pinnatifida Bunge

+ B phan dung: Qua chin duoc phoi siy kho.

+ Tinh vi qui kinh: C6 vi chua, ngot, tinh 6n vao 3 kinh ty vi va can

+ Cong dung: Tiéu thuc, dao tré

+ Tac dung duoc 1y: xtc tién qué trinh chuyén héa md, dong thoi 1am ting
kha ning bai tiét men tiéu hoa, 1am giam néng d6 cholesterol, LDL-C, va ting
HDL-C trén dong vat thuc nghiém, han ché sy rdi loan chuyén hoa mo. Mot
nghién ctru trén thuc nghiém cua qua Son tra cho thay tac dung lam giam cac
yéu tb kich thich té bao 3T3-L1 hoat dong. Té bao nay ting hoat dong chat
béo trung tinh, rat nhay cam véi cac kich thich va thudc tang tong hop hoic
phan huy lipid.

+ Liéu dung: 3 - 10g

* Pai hoang:

+Tén khoa hoc: Rheum sp. Thudc ho rau ram

+ B0 phan dung: Than ré

+ Tinh vi qui kinh: C6 vi déng, tinh han, qui vao 5 kinh ty, vi, can, tim
bao, va dai trang.

+ Cong dung: Thong dai tién, tiéu tich tré, phad o huyét, két bang & bung.

+ Téc dung dugc ly: Khang khuén, loi niéu, kich thich co bop rudt. Co tac
dung 1am giam m& mau, giam kha niang hap thy dudng va md, giam ndng do
cholesterol mau, lam giam kha ning ngung két va két dinh tiéu cau.

+ Liéu dung: 3-10g

* COt Khi:



+ Tén khoa hoc: Reynoutria japonica Houtt

+ B0 phan dung: RE.

+ Tinh vi qui kinh: C6t khi ¢6 vi dang, tinh mét, qui vao kinh can

+ Coéng dung: Khu phong trir thap, hoat huyét, thong kinh, thanh thap
nhiét.

+ Téac dung duoc ly: Chéng viém, giam cholesterol mau dac biét la
Triglycerit trén thyc nghiém, déng thoi c6 tic dung ha men gan.

+ Liéu dung: 8-20g

* Hai tao:

+ Tén khoa hoc: Sargassum

+ Tén khac: Rong mo, Rong bién

+ B0 phan dung: Toan cay.

+ Tinh vi qui kinh: Vi ding, man, tinh han, qui kinh phé, vi, than.

+ Cong dung: Nhuyeén kién, tiéu dam, loi thuy.

+ Téac dung dugc 1y: Chéng viém, tang kha nang hoat dong cua dai thuc
bao, giam cholesterol, Triglycerit trong mau chudt, lam gidm ham luong mo
trong gan va luong md dudi da cta co thé.

+ Liéu dung: 6 - 15g.

* Ha Diép:

+ Tén khoa hoc: Folium Nelumbilis

+ B0 phan dung: La cay sen

+ Tinh vi qui kinh: Vi déng tinh binh, vao kinh can, ty vi

+ Cong dung: Thang thanh, tan .

+ Tac dung dugc 1y: ¢6 tac dung xuc tién qua trinh chuyén héa md, 1am
giam cholesterol, Triglycerit, LDL-C trén dong vat thuc nghiém, d6i véi
HDL-C tac dung chua rd rang, diéu tri béo phi c6 hiéu qua kha quan.

+ Liéu dung: 10 - 15¢g



* Ha thu 6 do:

+ Tén khoa hoc: Polygonum multiflorum Thunb

+ B6 phan dung: RE ct thu hdi vao mua thu

+ Tinh vi qui kinh: Vi déng, nhat, hoi ngot, tinh Am.

+ Cong dung: B6 mau, bd gan than, ich tinh tuy, hoa khi huyét, chtra than
yéu, dau lung méi gdi, suy nhugce than kinh. ..

+ Tac dung dugc ly: Tac dung ha m& mau, chéng vita xo dong mach, ha
triglycerit trén dong vat thuc nghiém, dac biét lam tang néng do HDL-C trong
mau chudt, ngoai ra nd con co tic dung chong viém, tc ché té bao ung thu,
chéng thiéu mau cuc bo co tim, bao vé té bao gan...

+ Liéu dung: 10 - 20g

* Tran bi:

+ Tén khoa hoc: Citrus deliciosa Tenore

+ B0 phan dung: Vo cta quyt chin phoi kho (Tran bi).

+ Tinh vi qui kinh: C6 vi cay, déng tinh 6n vao 2 kinh can va dom

+ Cong dung: Chira bénh an khong tiéu, ho tirc nguc nhiéu dom.

+ Tac dung duoc 1y: trong thanh phan cua trdn bi c6 Hesperidin,
Methylhesperidin c6 tac dung chéng viém, lo1 mat, chéng vita xo dong mach.
C6 tac dung 1am giam md& mau rat 16 dét, 1am giam néng d6 md trong té bao
gan, lam giam nong do cholesterol, Triglycerit, LDL-C, dy phong xo vira
d6ng mach, khang ngung tap tiéu cau va giam do két dinh cia mau.

- Tran bi: san pham chiét tir Tran bi lam giam lugng chat béo trung tinh,
giam TC, LDL-C dong vat thuc nghi¢ém duogc an ché do co cholesterol cao
nhung khong lam anh huéng dén hoat d6 enzym AST va ALT trong mau
[16].

+ Liéu dung: 4 - 129

* Trach ta:



+ Tén khoa hoc: Alisma plantago- aquatica L

+ B0 phan dung: Than ré.

+ Tinh vi qui kinh: Vi ngot, tinh han, vao 2 kinh than va bang quang.

+ Cong dung: Lo1 thay, tham thép, thanh nhét. chita cdc bénh thuy thiing,
viém than, tiéu kho.

+ Tac dung duoc 1y: tac dung loi tiéu, tic dung anh hudng dén chuyén hoa
md (ha lipid mau va chéng XVDM 10 rét trén dong vat thuc nghi¢ém, trc ché
ester hoa cholesterol & rudt non chudt nhét tring dong thoi lam giam ty 1¢ hap
thu cholesterol ¢ rudt dat 34%, lam giam lugng lipid trong gan.

+ Liéu dung: 10 - 20g.

* Bach truat:

+ Tén khoa hoc: Atractyllodes macrocephala Koidz

+ B0 phan dung: RE cu.

+ Tinh vi qui kinh: Vi ngot, déng, mui thom nhe, tinh 4m

+ Cong dung: Ki¢n ty, tao thép, chi ta, hoa trung, an thai.

+ Tac dung duoc 1y: loi tiéu, giam phu, e ché sy dong mau, giam suy
giam chitc phan gan. Mot s6 nghién ctru sang loc budce dau da chi tac dung
diéu chinh RLLPM cua than, r& Bach truat trén cic mo hinh gdy RLLPM noi
sinh va ngoai sinh.

+ Liéu dung: 5 - 15¢

* Thao quyét minh:

+ Tén khoa hoc: Cassia tora L.

+ Tén khac: Mudng lac, mudng ngu, mudng dong tién

+ B6 phan dung: Hat. Qua thu hai vé phoi kho rdi tach vo, lay hat phoi
say kho.

+ Tinh vi qui kinh: Vi nhat, ho1 d.'fmg, tinh mat, vao hai kinh can, than

+ Cong dung: Thanh can hda, tdn phong nhiét, minh muc, nhuan trang, loi



thity thong tién. Dung chita mot s6 bénh vé mat, ting huyét ap, dau dau mat ngu.

+ Tac dung duogc Iy: Ha m& mau, giam ndng d6 cholesterol, triglycerit, trc
ché té bao ung thu, bao vé té bao gan... trén dong vat thuc nghiém. Thong
qua tic dung nhuén trang din dén giam thoi gian luu gitt thie an tai rudt va
tac dung trc ché lipase tuy 1am giam nhii tuong hoa lipid.

+ Liéu dung: 10 - 15g.
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17 | LE THIN 46 NU |CA Thanh Tri- HN | 03/04/2019 17

18 | PHAN VAN N 59 NAM [ CA NamTu Liém- | 03/04/2019 18
HN

19 | TRIEU THIN 54 NU ND Thanh Tri- HN | 04/04/2019 19

20 | NGUYEN THI H 70 NU ND Nam Tir Liém- | 06/04/2019 20
HN

21 | NGUYENTHIT 57 NU NT NamTu Liém- 06/04/2019 21




HN

22 | LUONG MINH N 28 NAM | CA Thanh Xuan- 06/04/2019 22
23 | DUONG THANH L 38 NAM | CA IIanNmTfr Liém- | 06/04/2019 23
24 | NGUYEN THU H 48 NU | KT 'I|_'Irl1\:;1nh Xuan- 07/04/2019 24
25 | TRINH THI N 39 NU | CA g\leH CT 07/04/2019 25
26 | LEDUY L 47 NAM | TD Thanh Xuan- 07/04/2019 26
27 | NGUYEN CONG T 42 NAM | TD 'll_'|r|1\;nh Xuén- 07/04/2019 27
28 | NGUYEN THIT 58 NU | ND IleaNmTfr Liém- | 09/04/2019 28
29 | TRAN THI P 57 NU |[CA 'Il_'|rl:1nh Tri- HN | 11/04/2020 29
30 [ NGUYEN THI HONG | 62 NU | NT NamTir Liém- | 11/04/2019 30
31 IE\IGUYEN THIL 48 NU | ND IleaNmTfI Liém- | 12/04/2019 31
32 | TRAN VAN H 31 NAM | CA ESYHCT 12/04/2019 32
33 [ NGUYEN THI X 60 NU | HT Thuong Tin- 15/04/2019 33
34 | TRAN THIM 54 NU | NT ?lll\luc‘mg Tin- 15/04/2019 34
35 | NGUYEN THI T 59 NU | NT IIanNmTir Liém- | 16/04/2019 35
36 | NGUYEN THI T 59 NU | ND ;I:ac Tho- HN | 16/04/2019 36
37 | NGHIEM THI L 57 NU | NT Thanh Xuan 16/04/2019 37
38 [ NGUYEN SY C 70 NAM | CA NamTir Liém- | 16/04/2019 38
39 | NGUYEN NGOC T 42 NAM | CA ;zlmTu: Liém- | 17/04/2019 39
40 | PO VAN Q 46 NAM [ CA ?rlm\;nh Xuén- 17/04/2019 40
41 | NGUYEN TATH 37 NAM | KS ;?mm Liém- | 18/04/2019 41
42 | NGUYEN VONG C 44 NAM | TD IIjIEImTfI Liém- | 19/04/2019 42
43 | TRINH THI V 62 NU | NT ;zlmTu Liém- | 19/04/2019 43
44 | DINH THI XUAN P 58 NU | BS ‘|I_'|rl1\|anh Xuén- 22/04/2019 44
45 [ VUTAN 57 NAM | KS ?rlm\;nh Xuén- 26/04/2019 45

HN




46 | NGUYEN THI T 60 NU | NT Thanh Xuan- 26/04/2019 46
47 | NGUYEN THI T 70 NU | NT ;aNmTir Liém- | 26/04/2019 47
48 | DPAO THIN 64 NU [NT IleaNmTfr Liém- | 28/04/2019 48
49 | NGO BAI HAI 62 NAM | BV '|I_'Ir|1\:;1nh Xuan- 02/05/2019 49
50 | NGUYEN VAN X 61 NAM [ HT ?rlu\;nh Xuan- 02/05/2019 50
51 | NGUYEN HUU H 56 NAM | BV IleaNmTfr Liém- | 03/05/2019 51
52 | DUONG MINH 65 NAM | ND ElTng Yén 03/05/2019 52
THUAN
53 [ PAOVANT 49 NAM | CA BVYHCT 07/05/2019 53
54 | PHAM DUC T 35 NAM | CA NamTuw Liém- | 07/05/2019 54
55 | VO XUAN T 40 NAM | CA E\N/YH CT 14/05/2019 55
56 | QUACH THI M 62 NU | NT NamTir Liém- | 28/05/2019 56
57 | NGUYEN THI L 59 NU | NT IleaNmTir Liém- | 04/06/2019 57
58 | NGUYEN THANHM | 35 NAM | GV ;aNmTl‘I Liém- | 08/06/2019 58
59 [ NGO TRUNG H 35 NAM | CA 'Il_'|t|1\;nh Xuan- 10/06/2019 59
60 | PHAN KIM S 69 NAM | HT '|I_'|t|1\;nh Xuan- 10/06/2019 60
61 | NGUYEN THIN 70 NU |NT Eglm Tir Liém - | 12/06/2019 61
62 | NGUYEN THI T 66 NU |NT IleaNm Tir Liém - | 12/06/2019 62
63 | LE MANHH 45 NAM | CA ;aNmTu Liém- | 19/06/2019 63
64 | PO VAN C 51 NAM | KS IIanNmTfI Liém- | 27/06/2019 64
65 | PINH THI B 63 NU HT '|I_'|r|1\;nh Tri- HN | 27/06/2019 65
66 | NGUYEN THI T 51 NU |NT Nam Tir Liém - | 27/06/2019 66
67 | DO THIH 48 NU |KD ItlIaNm Tir Liém - | 27/06/2019 67

HN




XAC NHAN CUA BENH VIEN XAC NHAN CUA PHONG KHTH

PHU LUC 6. HINH ANH CAC VI THUOC NGHIEN CUU

Tran Bi Ha Tha O Hai Tao

Ha Diép Thao Quyét Minh Trach Ta



Son Tra



