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LOI CAM ON

Pé hoan thanh luan vin nay, t6i d3 nhan duoc rat nhiéu sy gitp dd, hd tro cua
cac quy thay co, ddng nghiép, va cac co quan, hoc vién cing gia dinh va ban be.

T6i xin bay to su biét on sau sic téi:

Ban Giam hiéu, phong Dao tao Sau Pai hoc, Hoc vién Y Duoc hoc ¢6 truyén
Viét Nam d3 trang bi kién thic, trang thiét bi, tao diéu kién thuan loi cho toi trong
suét thoi gian hoc tap va nghién cuu.

B6 mén Duoc Iy,Vién Pao tao Dugc, Hoc vién Quan Y, 1a dia diém dé tai
nghién ctru cua téi duoc thuc hién.

Pic biét, toi xin gui 161 cam on, 10ng kinh trong sau sac dén:

Thay TS.Pham Thai Hung — gido vién hudéng dan, truc tiép huéng dan chi day
tan tinh, chi ra sai sot, hd tro vé kién thic chuyén mén, hoc thuat gitp toi hoan thanh
luan van nay.

Co6 PGS.TS. Boan Minh Thuy —Trudong phong Pao tao Sau DPai hoc —Hoc vién
Y Duoc hoc ¢ truyén Viét Nam, 1a ngudi cd tan tdm, hét 1ong truyén thu, tao diéu
kién thuan loi gilp tdi trong thoi gian hoc tap tai truong va trong luan van nghién ctru.

Thay GS. TS. Truong Viét Binh — Chu tich Hoi Nam y Viét Nam, Pho chu tich
Hiép hoi Pao tao Trung y Thé gisi, nguyén Giam déc Hoc vién Y Duoc hoc ¢o truyén
Viét Nam 1a nguoi thay da chi bao giang day va hd trg mot phan tai chinh gitp toi
thuc hién cac nghién cuu trong luan van.

bai ta. PGS. TS. Nguyén Hoang Ngan —Chu nhi¢m B§ mén Dugc 1y, Vién Dao
tao Dugc, Hoc vién Quan y, di tan tinh gitp d& toi trong sudt qua trinh nghién ctru
duoc thuc hién.

T6i xin bay t6 long biét on sdu sac tdi cac Thay Co trong Hoi dong thong qua
dé cuong va Hoi dong chim luan vin d3 dong gop nhimg ¥ kién rat quy bau dé toi
hoan thién luan vin ndy. Pong bay t6 10ng biét on vo han t&i quy thay co, dong nghiép,
gia dinh, ban bé va nguoi than da ddng vién, chia sé, gitp do va ludn sat canh bén toi,

danh cho t6i nhitng diéu kién thuan loi nhat dé toi yén tam thyc hién luan van nay.



Trong qué trinh thyuc hién luan vin khong tranh khoi nhirng thiéu sot; tac gia rat
mong nhan dugc su thong cam, chi dan, giup d& va dong gop ¥ kién cua cac nha khoa
hoc, ctia quy thay cd, cac can bd quan 1y va cac ban déng nghiép.

Xin tran trong cam on!

Ha N¢gi ,ngay thang nam 2025

TAac gia luan van

Phan Thi Quynh An



LOI CAM POAN

T6i tén la: Phan Thi Quynh An, Hoc vién Cao hoc Khéa 15— Hoc vién Y Duoc
hoc ¢6 truyén Viét Nam chuyén nganh Bac si Y hoc ¢6 truyén, xin cam doan:
1. Pay la luan van do ban than t61 truc tiép thyc hién dudi sy hudéng dan cua TS.
Pham Thai Hung va PGS.TS. Poan Minh Thuy.
2. Cong trinh nay khong trung 13p voi bit ky nghién ctiru nao khac di cong bd
tai Viét Nam.
3. Cac s6 lidu thong tin trong nghién ctru 12 hoan toan chinh xéc, trung thuc va
khach quan, da dugc xac nhan va chép thuan cua co s& nghién cuu.
T6i xin chiu hoan toan trach nhiém trudc phap luat vé nhitng cam két nay.
Ha N¢i, ngay thang nam 2025
Ngudi viét cam doan

(Ky va ghi ré ho tén)

Phan Thi Quynh An
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TNF
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Bach cau.

Bénh nhan.

Bacterial permeability increasing protein: Protein tang tinh
tham diét khuan

Cyclo-oxygenase.

Duogc dién Viét Nam -V,

Déi chung.

Interleukin.

Leucotrien.

Lipo-polysaccharid .

ARN théng tin.

Nhém ching.

Nitric oxide.

Nonsteroidal anti-inflammation drug: Thudc chéng viém khong

steroid.

Organization for Economic Cooperation and Development To
chtrc Hop tac va Phét trién Kinh té.

Chat Pain.

Platelet activating factor: Yéu t6 hoat hoa tiéu cau.
Prostaglandin.

Tiéu chuan co so.

Tumor necrosis factor: Yéu tb hoai tir khdi u.

Y hoc hién dai.

Y hoc c6 truyén.
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PAT VAN PE

Bénh co xuwong khép 1a mot trong nhitng nguyén nhan hang dau gay ra tinh
trang khuyét tat trén toan cau. Dua theo dir liéu nim 2019, khoang 1,71 ty nguoi trén
toan thé gigi mic chiing rdi loan co xwong [1], va dau 1a triéu chiang phd bién
nhét. Pau co xwong khép ciing 1a mot trong nhirg nguyén nhan hang dau gay ra ganh
nang bénh 1y co xuong khép [2] viém thuong di kém dau trong cac bénh Iy vé co
xuong khép. Pau c6 thé do hdu qua cua viém nhung ciing c6 thé do ton thuong bién
dang khép, ton thuong sun, bao hoat dich, ... [3].

Cac thuéc giam dau chong viém khong steroid (Nonsteroidal —anti-
infflammation drug ~N'SAID) dudng toan than diéu tri dau va viém trong mot sé bénh
1y co xwong khép thong thuong cé hiéu qua. Tuy nhién, viéc ding kéo dai cac thude
NSAID duodng uéng cé thé gay ra cac tac dung phu khdng mong mudn va cé thé
khong phi hgp & nhitng bénh nhan do ¢ nguy co gap tac dung phu cao hon, chang
han nhu céc bién ¢6 vé duong tiéu hoa va tim mach [4], [5]. T goc d6 duoc dong
hoc va duoc luc hoc, bdi tai chd lam giam dang ké ham luong thudc toan than va co
thé an toan hon NSAID dudng udng nén ngay cang duogc sir dung nhiéu hon dé diéu
tri dau co xuong cap tinh va man tinh [6], [7] va duoc khuyén céo trong mot s6
huéng dan quan Iy bénh co xwong khép [8], [9], [10], [11]. Tuy vay, viéc ding
NSAID dudng udng hay duong tai chd déu c6 nhitng mit han ché, vay nén viéc quay
vé nghién ctu va sir dung thudc y hoc ¢6 truyén (YHCT) lai dang 1 xu huéng giai
phap an toan va dugc quan tim dé diéu tri dau va viém trong bénh Iy co xuong khaop.

Nhitng nam gan ddy, sy phat trién cua cong nghé duoc va bao ché caa YHCT
c6 nhitng budc phat trién vuot bac, nhitng ché pham YHCT véi da dang hinh thic
bao ché di duoc nghién ctru va dem vao sir dung. Canh dé, thubc YHCT ding ngoai
la mot phuong phép sir dung don gian va dem lai hiéu qua diéu trj cao, ruou con xoa
bop 1a san pham duoc st dung phd bién. Cac vi thudc Qué nhuc, Dia lién, Thién nién
kién, Té moc, Nhii huong, trong y hoc ¢6 truyén cé tac dung chi thong, hanh khi hoat
huyét, thong kinh lac [12], [13], [14]. Céc vi thudc trén ciing d& dugc nghién ciu va
chang minh ¢ tac dung giam dau, chdng viém [15], [16], [17], [18], [19]. Viéc phdi



hop céc vi thudc trén trong ché pham XOA BOP GS-TVB duoc ki vong Vé tac dung
giam dau, chong viém theo co ché caa y hoc hién dai (YHHD). Khi dung tai chd dung
dich tham thau qua da, thiic day tuan hoan huyét dich tai chd tir 46 dem lai hiéu qua
diéu tri. Sy thim thau cua duoc liéu qua da kho cd thé danh gia dwoc t6i vu do ciu
trdc phan tir 6n, mot sé san pham co thé gay kich tmg ban do trén da, ché pham XOA
BOP GS-TVB di dem Nano bac trng dung vao cdng nghé bao ché va san xuat nham
tang tinh 6n dinh va an toan trén da.
Vi thé chling t6i thuc hién nghién ciu ndy véi 2 muc tiéu sau:

1. Péanh gid kha nang gdy kich vng da cua ché pham XOA BOP GS-TVB trén thuc
nghiém.

2. Ddnh gid tac dung gidm dau, chong viém cua ché pham XOA BOP GS-TVB trén

thuc nghiém.



Chuong 1
TONG QUAN TAI LIEU

1.1. DPAU-Y HQC HIEN DAl
1.1.1. Khai niém dau

Theo t6 chuc Y té thé gigi (WHO): Dau la mot trang thai kho chiu vé cam giac
va cam xuc c6 lién quan dén nhiing ton thwong thuc thé hay tiém tang caa co thé,
hoac 14 su thé hién cua chinh nhitng ton thuong d6, né tao nén mot dap ang nham
tranh tac nhan gay dau [20].

Dau 12 mot co ché tu bao vé cua co thé. Cam giac nay xay ra ¢ bat ct md nao
dang bi t6n thuong, khién co thé phai phan ung loai bo cac tac nhan gay dau. Cac
kich thich doc hai cap tinh (vi du nhu ndng, lanh, luc co hoc hoic kich thich héa hoc)
kich hoat cac thu thé dau [21]. Pau c6 thé xuat hién & moi noi trong co thé, co rat
nhiéu tinh chat nhu dau néng, dau sau, dau 4m i, dau choi, dau tai chd, ... [20], [21].
1.1.2. Phan loai dau

C6 nhiéu cach phan loai dau nhu: phan loai dau theo co ché gay dau, theo thoi
gian va tinh chat dau, phan loai theo vi tri dau.
1.1.2.1.  Phan logi dau theo co ché gdy dau:

D3 Pau do cam thy than kinh (nociceptive pain).

- Pau do cam thu than kinh 1 dau do thai qua vé su kich thich nhan cam dau
t6n thwong ma bat dau tir cac thy cam thé nhan cam dau ton thuong roi dan truyén
huéng tdm vé than kinh trung uong; 1a co ché thudng gap nhat trong phan 16n céc
chang dau cip tinh (chan thuong, nhidm tring, thoai héa...). O giai doan man tinh,
ngudi ta nhan thay co ché nay cé trong nhitng bénh Iy ton thuong dai dang, vi du nhu
trong cac bénh ly khép man, hay trong ung thu [22]

- Pau do cam thy than kinh thuong nhay cam véi cac thudc giam dau ngoai vi

hay trung wong va cac phuong phap phong bé vé cam.



o Pau do nguyén nhdn than kinh (neuropathic pain).

- M6t s trudng hop dau than kinh do bi chén ép than, ré hay dam rdi than kinh
(nhu dau than kinh toa do thoat vi dia dém, hoi chiing éng, u budu...). Cac truong
hop nay thuc chét 1a dau c6 nguyén nhan thyc thé (dau ton thuong).

- M6t s6 truong hop khac dau khong do chén ép kéo dai ma xay ra trong bénh
canh di chiing ton thuong hay cit doan than kinh ngoai vi (nhu trong hién twgng chi
ma, zona, dau ddy V, cit doan than kinh, liét hai chan...), giai thich bang co ché lac
duong dan truyén vao. Pay 1a mot dién hinh vé co ché dau trung uong, d6i 1ap voi
dau do thai qua nhan cam dau ton thuong do kich thich ngoai vi [22].

¢ Dau do can nguyén tam ly (psychogenic pain).

- Pau do cin nguyén tdm ly c6 dic diém: 1a nhitng cam giac ban thé hay noi
tang, &m anh nhiéu hon 1 dau thuc thy, thudc chéng dau khong cé tac dung véi loai
dau nay. Gap trong: bénh hysteri, bénh rdi loan cam xtc (tram cam), tu ky am thi vé
bénh tat, bénh tdm than phan liét... [22].

- Pau trong bénh tram cam (depression) la hoi ching rat hay gap. Bénh nhan cé
thé ¢ triéu chimg dau rat da dang, khéng phd hop véi ton thuong thyuc thé san cd,
kém theo mét mai, lo au, mat ngu, giam kha nang 1am viéc. Diéu tri can ding thubc

chéng tram cam két hop vai tam ly liéu phap [22].

1.1.2.2. Phan logi dau theo théi gian va tinh chdt dau:
D3 Pau cap tinh (acute pain): 1a dau mdi xut hién, c6 cuong dé manh mé,

c6 thé duoc coi 1a mot dau hiéu bao dong hitu ich [22]. Pau cap tinh bao gom: Pau
sau phau thuat (post operative pain); Pau sau chan thuong (pain following trauma);
DPau sau bong (pain following burn); Bau san khoa (obstetric pain).

< Pau man tinh (chronic pain) 1a ching dau dai dang tai di tai lai nhiéu
lan. N6 1am cho co thé bi pha hay vé thé luc va ca vé tam Iy va xa hoi [22]. Pau man
tinh bao gdm: Pau lung va cb (back and neck pain); Pau co (muscular pain); Pau seo
(scar pain); Pau mat (facial pain); Pau khung chdu man tinh (chronic pelvic pain).
Pau do nguyén nhan than kinh (neuropathic pain) ...

Theo quy wdc ¢ dién, nguoi ta 4n dinh giéi han phan cach dau cap va man tinh

la gitra 3 va 6 thang.



> Dau ung thu va HIV

- Bau ung thu: Co thé 13 dau man tinh hodc cép tinh do sy xam 14n va dé ¢p cua
té bao ung thu vao mo lanh gay ton thuong mé va kich thich thu cam thé than thé va
ndi tang. Pau c6 tinh chit dau nhuec, dap néy, dao dam, chat choi, day dut... C6 thé
nhu ching dau than kinh (trung wong hodc ngoai vi): dau bong rat, u tai hodc té liét,
dau x¢, dau dién giat...

- Pau do bénh HIV: H¢ tiéu hoa: dau miéng, hong, nim miéng, loét miéng, dau
va kho nubt, di 1ong...; Hé than kinh: dau dau, dau than kinh ngoai vi khéng dbi xtng,
dau da day than kinh; Hé co xwong: viém khép, dau khdp va co do nhidu nguyén
nhan khac [22]...
1.1.2.3.  Phdn logi theo dau khu tru

Phan loai dau theo khu trii duoc chia thanh cac loai dau sau:

- Pau cuc bg (Local pain): La khi khu tra dau cam thay tring véi khu trd qué
trinh bénh ly.

- Pau xuat chiéu (referred pain): La khu tra dau khong tring v6i khu tri cia
kich thich tai chd trong hé cam giéc.

- Pau lan xién: La cam giac dau gy ra do su lan téa tir mot nhanh ddy than
kinh nay sang mot nhanh than kinh khac.

- Pau phan chiéu (reflected pain): Ciing 13 mot kiéu dau lan xién, nhung ¢ ddy
kich thich dau xuét phat tir ndi tang dugc lan xién dén mot vung da nao d6. Hién
tugng ndy dugc giai thich bang thuyét phan chiéu (con goi 14 co ché phan xa d6t doan)
[22].

1.1.3. Co ché bénh sinh dau
1.1.3.1. Receptor dau:

e Vitri: Receptor dau & da, md 1a nhirg dau tu do caa day than kinh, duoc phan
bd rong trén 16p ndng cia da, niém mac va cac mod bén trong nhu mang xuong, thanh
dong mach, mit khép, mang néo, 1a thanh bao quanh cac tang, duong dan mat [20].

o CAc loai receptor: Cac kich thich 1én receptor dau la cac kich thich co, nhiét,

hoa hoc.



1.1.3.2.  Cé&c chdt trung gian hda hoc

Co ché nhan cam dau cua cac receptor chua duoc biét rd rang. C6 thé cac tac
nhan giy dau di kich thich cac té bao tai chd giai phong ra cac chat trung gian hoa
hoc nhu cac kinin (bradykinin, serotonin, histamin), mot sé prostaglandin, chat P...
Cac chat trung gian nay sé& tac dong Ién thu cam thé nhan cam dau lam khir cuc cac
thu cam thé nay va gay ra cam giac dau.

- Bradykinin: 12 mét trong c4c kinin huyét twong, c6 vai trd quan trong trong
phan ang viém (gay gidn mach, ting tinh thAm mao mach, va gay dau); cung véi
histamin, leucotrien. prostaglandin, cac kinin ciing 13 chét trung gian hda hoc cua qué
trinh viém.

- Prostaglandin (PG): PG dugc sinh tong hop ngay tai mang té bao tur
phospholipid, va khong phai 12 mot chat don. Ngay nay da biét dén hon 20 loai PG,
la nhitng nhdm céc acid béo khong bdo hoa, dan chat caa acid prostanoic, gom 20
nguyeén tir cacbon c6 cdu tric trong ti nhau nhung c6 hoat tinh sinh hoc khéac nhau.
Cac PG duoc tong hop dé dung ngay tai md, nong do rat thap chi khoang vai
nanogam/gam md. Ching c6 mit & khip noi trong co thé va ¢ pham vi tac dung sinh
ly rat rong 16n nén con dugc goi 1a hormon to chirc. Trong d6, mot s6 PG c6 tac dung
gdy viém va gay dau, dac biét 1a PGE: duoc giai phong do kich thich co hoc, hoa hoc,
nhiét, vi khuan c6 tac dung lam gi&in mach, ting tinh thAm thanh mach gay viém va
dau. PGF1 giy dau xuat hién cham nhung kéo dai. PGI; gdy dau xuat hién nhanh
nhung nhanh hét. PG con 1am ting cam thu cua thu cam thé vai cac chat gay dau nhu
bradykinin.

Cac thuéc NSAID tc ché cyclo-oxygenase (COX), cac thudc corticoid @c ché
phospholipase 1am giam tong hop PG nén c6 tac dung chdng viém giam dau; cac chat
acid antrinilic, mefenamic, flunamic d4i khang véi tac dung cua PG.

- Chat P (pain): 1a mét peptid c6 11 acid amin duoc tiét ra & tuy séng khi 6
xung dong tir soi AS va C, tir 1au duge xem nhu chat trung gian than kinh vé dau.
Nguoi ta ciing dd chimg minh duoc rang, cac kich thich nhan cam dau ton thuong c6

thé gay giai phong cling mat lc glutamate va chat P [21], [23].



1.1.3.3.  Pwong ddn truyén cim gidc dau

Gom 3 neuron.

e Dan truyén tir ngoai vi vao tiry séng: Neuron thtr nhat dan truyén cam giac dau
tir ngoai Vi vao sing sau tay séng. Céc soi hudng tdm nay c6 kich thude va tée do
dan truyén khac nhau (soi A8 co myelin, soi C khdng c6 myelin) dan truyén cam giac
dau khac nhau. Cam giac dau cap dwoc truyén vé sing sau tay theo cac soi Ad voi
téc do 6-30 m/gidy. Cam gidc dau man duoc truyén theo soi C véi toc do 0.5-2 m/giay.

e Dan truyén tir tiry séng Ién ndo: Neuron thir hai bat chéo sang cot trang trudc-
bén ddi dién va 1én ndo theo nhiéu duong: bé tay sdng— doi thi, bé tay sdng— cau tao
ludi tan clng & hanh ndo, cau ndo, ndo gitta ¢ ca hai bén.

« Nhan cam ¢ vo ndo: Neuron thir ba tir di thi 1én nhiéu viing & nén ndo va ving
cam giac dau ¢ vo ndo [20], [21], [23].
1.1.3.4. Trung tam nhdn thec cdm gidc dau

Puong dan truyén cam giac dau tan cing & ciu trac ludi cua than ndo, trung
tam dudi vo nhu nhan 14 trong cua ddi thi va ving SI, SII, ving dinh, ving tran cua
ndo. Céu trac ludi va trung tdm dudi vo vira c6 chirc ning nhan thire dau, vira tao ra
dap tng vé tam Iy khi dau. V6 ndo c6 chirc ning phan tich cam giac dau tinh vi, danh
gid mtrc 6 dau [20].

1.2. VIEM-Y HOC HIEN PAl
1.2.1. Khéi niém

Viém dugc xem 12 mot phan tng phuc tap cua co thé khai phat sau khi bi ton
thuong gay chét hodc khong gay chét té bao. Viém co thé duoc khai phét khi co sy
hién dién cua té bao chét cua tac chy, vi khuan hoic té bao chét caa ky sinh tring,
song du do bat cir nguyén nhan nao, viém ciing c6 cac biéu hién 1am sang: sung, néng,
d06, dau va kém theo cac rdi loan chirc nang ctia co quan bi viém [24].

Viém duogc phan thanh 2 loai: viém cip va viém man.

Dién tién qua trinh viém (inflammatory process): duoc trinh bay tém tat trong
so d6 (Hinh 1.1).



Ton thuong
té bao

b
Viém
cip tinh

| _Lanh
l vet thuong

Viém
man tinh

_ Lanh
l vét thuong

Thanh lip
u hat

k.

Lanh
vét thuong

Hinh 1.1: So do dién tién qua trinh viém [24].

1.2.2. Nguyén nhan gay viém
- Nguyén nhan tir bén ngoai: do vi sinh vat nhu vi khuan , ki sinh tring , nim ,
virus trong d6 vi khuan 13 tac nhan gay viém thuong thiy nhat, ngoai ra con c6 cac
yéu td gay viem khac: vat ly, hda hoc, co hoc, sinh hoc (viém gay ra do dap tng mién
dich: su két hop khang nguyén - khang thé).
- Nguyén nhan tir bén trong: sy hoai tir to chic do nghén mach, xuat huyét, viém tic
dong mach, rdi loan than kinh dinh dudng, mién dich (bénh tu mién).
1.2.3. Viém cép tinh
Trong viém cap, cac rbi loan tuan hoan xay ra sém nhét, sy co cac tiéu dong
mach xay ra trong khoang thoi gian rat ngan, sau d6 1a su gidn cac tiéu dong mach va
tang tinh tham thanh mach do c6 sy co that té bao noi mé tao thanh khoang ho giira
c4c té bao tao diéu kién cho su thoat mach té bao va céc protein huyét trong. Ching
giit 2 vai tro (1) kich thich va diéu khién qué trinh viém va (2) tac dong qua lai véi
c4c thanh phan cua dap tng mién dich.
C4c té bao gom:
- Bach cau (BC) trung tinh, BC don nhén giir vai trd thuc bao.
- BC 4i toan gitr vai trd kiém ché phan ang viém.
Céc té bao khac bao gom BC 4i kiém c6 vai tro nhu té bao mast, tiéu cau gitr

vai tro cam mau. Céc té bao va tiéu cau thyuc hién cac chire ning vai su hd tro cua 3



hé thong protein huyét twong (plasma protein system) d6 1a hé thong bé thé, hé thong
d6ng mau, hé thdng kinin.

- Hé thdng bo thé ching nhitng hoat hda, hd trg viém va mién dich, ddng thoi
giit vai trd quan trong trong pha huy té bao (vi khuan).

- Hé théng dong mau gitr vai trd bao vay vi khuan va tac dong qua lai vai tiéu
cau chdng chay mau.

- Hé théng Kinin gitp cho kiém soat tinh thAm thanh mach.

- Globuline mién dich Ia thanh phan tht tu tham gia vao qué trinh viém [24].
*Nhitng bién déi chi yéu trong viém:

e Réi logn tudn hoan tgi ¢ viém: Thuong sém, dé thiy nhat; xay ra ngay khi
yéu to gy viém tac dong 1én co thé. Conheim da mé ta hién tuong nay khi dng gay
viém thuc nghiém trén mac treo rudt éch, hoic mang chan éch. Theo dng, c6 thé nhin
thay 4 hién tugng sau day cua roi loan tuan hoan:

(1) Roi logn vdn mach: xay ra sém nhat ngay sau khi yéu té giy viém tac dong,

tai chd lan luot c6 cac hién twong: co mach —sung huyét dong mach —sung huyét
tinh mach —@ mau.

= Co mach xay ra sém va rat ngan, do than kinh co mach hung phan lam co céc
tiéu dong mach chi thay trén thuc nghiém.

= Sung huyét dong mach: thoat dau do co ché than kinh, sau d6 dugc duy tri va
phét trién bang co ché thity dich. Giai phong céc hoa chat trung gian cé hoat tinh tir
mastocyt va bach cau (histamin, bradykinin, prostaglandin - PG, leucotrien - LT...);
hay cac san pham hoat dong thuc bao caa bach cau (protease, ion Hi, Ki...); cac
cytokin: tumor necrosis factor — TNF, interleukin I - IL-1, platelet activating factor -
PAF...). Bic biét 1 sy c6 mit cua nitric oxide (NO) do NOsynthetase cua céc té bao
viém (nhat 1a t& bao noi mo thanh mach) hoat héa, sinh ra. Giai doan nay quan sét
duoc trén 1am sang.

= Sung huyét tinh mach: qué trinh thuc bao bat dau yéu di, giam sung huyét
do6ng mach, chuyén dan sang sung huyét tinh mach. Cac mao tinh mach gién rong,
méu chay cham khién “truc té bao” tir trung tm dong chay hoa véi 16p huyét tuong

bao quanh. Muon hon. dong mau c6 lac chay nguoc (hién tugng dong dua). Co ché
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la than kinh van mach bi té liét, cac chat gay gian mach @ lai nhiéu hon tai 6 viém.
Trén 1am sang, sung huyét tinh mach c6 biéu hién bén ngoai: 6 viém bét nong, tir
mau dé tuoi chuyén sang mau tim sam, pht chii yéu do ting thAm nén do cang giam;
cam giac dau giam, chuyén sang dau am i, chu yéu do hda chit trung gian va ion K*,
H* tich lai. Vai trd 1a don sach 6 viém, chuan bj cho qué trinh sta chira va cd 1ap 6
viém, ngéan can su lan rong cua tac nhan gay bénh.

= U méu: Sau sung huyét tinh mach 13 giai doan & mau ma co ché 1a do: Than
kinh van mach cua huyét quan bi té liét, tic dung cta nhitng chat gidn mach nhu NO,
histamin, PG, LT... 1am ting tinh thAm dén mirc mau quanh dic. PO nhét mau ting rat
cao, tao ma sat I6n. Bach cau bam thanh mach, hoat hoa va phi dai t& bao noi mé, hinh
thanh huyét khi, ...co vai trd ¢o 1ap 6 viém, khién yéu td gay bénh khdng thé lan rong,
d6ng thoi tang cuong qua trinh sta chira.

(2) Tao dich ri viém: do 3 yéu té:

= Tang ap luc thuy tinh tai 6 viém, vai tro gy phu tai 6 viém & giai doan sung
huyét dong mach.

= Tang ap luc keo: cac chat c6 hoat tinh nhu ion H*, NO, histamin, PG,
TNF ...vv... tac dong vao thanh mach 1am gi&n cac khe giira cac té bao noi mé thanh
mach, 1am tang thim mach, gay thodt protein (va ca cac thanh phan hitu hinh). C6 vai
tro rat Ion & giai doan sung huyét tinh mach va lam cho dich ri viém giau protein.

= Tang ap luc tham thau ¢ 6 viém: vai trd quan trong gy phu trong giai doan @
mau.

Thanh phan dich ri viém: géom 2 thanh phan chu yéu:

- Céc thanh phan binh thuong thoét ra tir méu: nuéc, mudi, protein huyét tuong,
hong cau, hiéu cau, bach cau, ...

- C4c chat mai duoc hinh thanh: histamine, serotonin, acetylcholine, kinin huyét
tuong, leucotrien, C5a, PAF, cytokine 1L-1,6,8, PG, TNF, cac acid nhan va cac
enzym, ...

Dich ri viém ¢ tinh chit bao vé nhung néu lwong quéa nhiéu s& gay chén ép mo

xung quanh gdy dau nhirc hozc han ché hoat dong cua cac co quan [25].
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(3) Bach cau xuyén mach: tinh thim thanh mach ting, c6 su thoat mach, mau chay

cham, 1c nay bach cau roi khoi dong truc, tién vé phia ngoai vi téi bé mat ndi mo
thanh mach. Tai ddy hién tuong 14n xay ra, bach cau bam dinh va xuyén mach [25].

(4) Hién twong thyc bao: 1a hién tuwong bach cau bét gitr va tiéu hoa ddi twong. C6 2

co ché chinh gilp tiéu diét yéu t6 gay viém:

= Co ché khdng phu thuoc Oxy: nhd hoat dong cua cac enzym trong lysosom
nhu hydrolase acid. Ching phan huy yéu té gy viém va ciing c6 thé ca té bao thuc
bao khi enzym nay thoat ra khoi hc thuc bao. Nhitng hat trung tinh trong tiéu thuc
bao (bach cau da nhan trung tinh) c6 chia lysosym, lactoferrin3, BPI (bacterial
permeability increasing protein) cé tac dung duc thing mang vi khuan, té bao la, ...
pha huy ching twong tu nhu phuc tan cdng mang (C5 - C9) cua bo thé. Trén thuc té
doi séng bach cau ngén lai khi ching hoat dong thuc bao.

= Co ché phy thugc Oxy: thudng co kém theo su bling no oxy hda do hoat dong
cua 3 hé théng enzyme chinh.

- NADPH oxydase: khir O (phan tir) thanh O (nguyén tir, rat doc);

- Myeloperoxydase: véi sy ¢6 mat caa Cl, chuyén H, O, thanh HOCI-

Céc gbc oxy tu do nay la chat oxy hoa, dac biét HOCI 1a chat oxy hda manh ¢ tac
dung diét vi khuan hiéu qua. Nam trong cac hoc thuc bao ching kéo electron ma
khéng kém proton nén lam giam pH trong héc, hoat hda protease gitp tiéu diét vi
khuan manh hon [25].

- NO- synthetase: tir arginin va O, tao ra NO giup chdng yéu té gay viém thong
qua viéc lam huy hoai protein, acid nhan ... cia vi khuan.

e Réi logn chuyén hoa: Trong 6 viém chuyén héa wa khi chi xay ra trong giai
doan xung huyét dong mach, sau d6 1a xung huyét tinh mach lam ting chuyén hod ky
khi gay nhiém acid (nong d6 H* ting), 1am & dong c4c san pham chuyén hoé cua
protid, acid nhan, lipid... tir 6 ting 4p luc thim thau giy dau. Cac phan ¢ng tai 6
viém 1am ting st dung O2 tao ra cac goc ty do tir Oz, chding c6 vai trd quan trong
trong viéc diét khuan nhung dong thoi ciing 13 nhitng chat tham gia tao viém va lam
t6n thuong mé [24], [25].
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e Ton thwong mé va ting sinh té bao: Ting sinh té bao va tai tao md 1a giai
doan cudi clng cua qué trinh viém. Viém duoc két thic bang mot qua trinh phat trién
té bao va tai tao md. Hinh anh dic trung 13 tin tao cAc mach mau, cac soi cuia mo lién
két duoc san xuét, tao co s& dé hinh thanh md seo thay thé cho nhu mé cii bi ton
thuong va han gin 6 viém [25].

Do céc réi loan trén ma triéu ching dic trung cua viém la sung, noéng, do, dau.

- Sung 14 do qua trinh xut tiét tao dich ri viém va cac san pham cua réi loan
chuyén hoa trong qua trinh viém. Mic d6 sung phu thugc vao mirc do viém va mic
d6 huy hoai té bao.

- Néng, d6 la do gi&n mach, rdi loan van mach, thoat mach cac phan ta hiru hinh,
Iwu lwgng tuan hoan ting, chuyén hoa tai chd ting.

- Pau 13 do viém lam t6n thuong té bao pha huy mé giy dau, ddng thoi cac san
pham chuyén hda ciia qua trinh viém kich thich vao ngon cac day than kinh gay dau.
1.2.4. Viém man tinh

Viém man tinh 1a viém c6 thoi gian kéo dai hang tuan, hang thang hoic nhiéu
nam, va trong thoi gian d6 viém van tiép tuc hoat dong vai hai qué trinh pha huy mé
va han gan ton thuong.

Dic diém cta viém man: Xam nhap bach cau don nhan gdm dai thuc bao,
lympho va twong bao; Pha huy mé chu yéu do cac té bao viém gay ra; Stra chira bang
mo lién két ma chu yéu 14 ting sinh mach va xo hoa.

Biéu hién cua viém man tinh gom: Tiét dich, nhung sung, d6 va nong thi khdng
rd rét, hoac khong co; Churc nang moé va co quan it bi anh huong, hoac chi suy giam
cham chap; Hién tugng huy dong bach cAu van con, nhung khong 16n, tinh trang tang
bach cau trung tinh khong rd rét; tuy van cé thuc bao tai 6 viém nhung khong manh
mé: chi dua stc khéng ché yéu té gay viém ma khong loai trir duoc; trong khi d6 co
thé du thoi gian dé huy dong céc bién phap bao vé bang lympho bao va thuc hién sy
han gan tirng phan bang tham nhap té bao xo non (fibroblast) vao 6 viém; tuy nhién

han gan rat cham [25].
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1.3. MOI QUAN HE CUA VIEM VA PAU TRONG BENH LY CO
XUONG KHOP.

Céc receptor dau ¢ da va cac md 1a nhitng dau tu do cua day than kinh. Puoc phan
bd rong trén 16p ndng cua da, niém mac va ¢ cac mod bén trong nhu mang xuong
[12], ... Cac tac nhan giy dau kich thich cac té bao tai chd giai phéng ra cac chat
trung gian héa hoc nhu cac kinin (bradykinin, serotonin, histamin), mot s
prostaglandin, chat P [23]... CAc chét trung gian nay sé tac dong 1én thu cam thé nhan
cam dau lam khir cuc céc thu cam thé nay va gy ra cam giac dau. Céac chat trung
gian hoa hoc nay c¢6 vai tro quan trong trong phan tng viém (gay gidn mach, tang tinh
tham mao mach, va gy dau); va déng thoi cac histamin, leucotrien, prostaglandin,
cac kinin cling 13 cac chat trung gian hda hoc caa quéa trinh viém. Qua trinh viém khi
hinh thanh dich ri viém quéa nhiéu s& gay chén ép mé va cac to chirc xung quanh va
gay dau [23], [25].

Pau xuong va khép cd thé xay ra do nhiéu tinh trang bao gom chan thuong,
nhiém trang, viém, bénh ty mién, tinh trang bénh do di truyén, bénh Iy vé xuong va
khép lién quan dén 130 hoa va ung thu. Bénh 1y xuong hoic khép thuong di kém véi
su giai phong cuc b céc cytokine gay viém, cac yéu to tang trudng va chat dan truyén
than kinh kich hoat va lam nhay cam céc day than kinh cam gi4c dan dén tin hiéu dau
dugc khuéch dai. Viéc diéu ché tin hiéu dau trong tiry sdng va ndo dan dén ting cudng
su thuan loi thuc sy dugc cho 1a gop phan vao sy phat trién cua ching dau méan tinh
[26].

Cac nghién ctru ban dau trén meéo da chung minh rang khép gbi duoc phan b
boi cac soi giao cam ciing nhu cac soi huéng tdm cam giac, chi yéu 1a cac soi ¢6
myelin hda (A-8) min va cé4c té bao than kinh huéng tam cam giac khong c6 myelin
(soi C dan truyén cham)[27].

Qua trinh viém tiém an trong céc bénh thap khop 1a mot chudi cac sy kién phirc
tap lién quan dén mot s chat trung gian, dan dén tinh trang dau mén tinh va céc triéu
ching tuong quan anh huong dén chat lugng cudc song. Nguoc lai véi con dau sinh
Iy, con dau do viém phat sinh do ton thuong mé thong qua sy nhay cam cua céc thu

thé dau (co quan cam nhan dau). Sy nhay cam dan dén viéc giam ngudng kich hoat
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c4c thu thé dau va ting phan tng dau ddi véi mét kich thich nhét dinh va c6 thé xay
ra & ca cap do ngoai vi va trung tdm [28]. Sau chan thuong hoic chan thuong ngoai
bién, cac chat trung gian gdy viém nhu phospholipase A duoc diéu hoa tang 1én, tao
ra su giai phong axit arachidonic, sau d6 duoc chuyén thanh cac chat tuyén tién liét
nhu prostaglandin E, PGE thong qua hoat dong ctia enzyme cyclo-oxygenase (COX)-
2, PGE, chat prostanoid phd bién nhat dwgc tim thay trong cac mé bj ton thuong,
duogc cho la chat trung gian chinh gay ra hién twong qua man va c6 lién quan dén qué
trinh ting cam giac dau nguyén phat va tha phat. O cap do ngoai vi, PGE tuong tac
Vi cac chat trung gian gay viém khac dé 1am nhay cam céc thiét bi dau cudi ngoai vi
cua cac thu thé dau huéng tdm chinh (ting cam gidc dau nguyén phat). Ngoai tac
dung dbi voi con dau ngoai bién, & cap do trung tam PGE con tang cudng truyén
glutaminergic bi kich thich va diéu hoa giam su truyén glycinergic &c ché théng qua
su phong téa cia mot phan nhom thu thé glycine (GlyR a-3). Cac co ché trung tam
nay dong vai tro quan trong trong viéc tang d6 nhay cam véi con dau sau khi bi viém
va la nguyén nhan gay ra tinh trang tang cam giac dau thtr phat & cac vung ngoai mo
bi ton thuong[28].

Viém & khép gay ra su nhay cam ngoai bién (ting d6 nhay cam cua cac té bao
than kinh hudng tam nguyén phat nhan cam dau) va sy nhay cam trung tam (kha ning
tang kich thich cua cac té bao than kinh nhan cam dau trong hé than kinh trung
wong). C4c qué trinh nhay cam duoc cho 13 co sé ciia con dau khép xuat hién dudi
dang dau tu phat (khap khi nghi ngoi) va ting cam giac dau (tang phan tng dau khi
kich thich doc hai va dau khi kich thich binh thuong khong gay dau). Sy nhay cam
cling tao diéu kién thuan loi cho céc qua trinh than kinh ly tim ma qua d6 hé thng
than kinh anh hudéng dén qua trinh viém. Sy nhay cam ngoai bién dugc tao ra boi
hoat dong ciia cAc chat trung gian gay viém nhu bradykinin, prostaglandin, peptide
than kinh va cytokine kich hoat cac thu thé twong tng theo ty Ié soi than kinh [29].
Nhitng yéu t6 nay co thé thuc day su tién trién cua bénh va bénh ly ¢ cac tinh trang

bénh nhu viém khdp hodc dau xuong.
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1.4. CAC THUOC GIAM PAU, CHONG VIEM.

Dung dich XOA BOP GS-TVB la ché pham dung ngoai da, md hinh thiét ké nghién
ctru chu yéu danh gia tac dung giam dau, chdng viém tai chd, thuc tham chiéu 1a
thudc Voltaren gel (Diclofenac) thuoc nhdm chéng viém khéng steroid, va thudc
Betamethasone- nhoém glucocorticoid, nén phan duéi chi trinh bay vé 2 nhém thuéc
nay.

1.4.1. Thuédc chdng viém khong steroid (Nonsteroidal anti-inflammation
drug-NSAID)

Céc thudc chdng viém khong steroid déu c6 tac dung chong viém, ha sét, giam
dau. Thudc &rc ché enzyme cyclooxygenase (COX), lam giam tong hop prostaglandin
la nhitng chét trung gian hda hoc c6 vai trd quan trong trong viéc 1am ting va kéo dai
dap (ng viém ¢ mo sau ton thuong. Gan ddy, cac nghién ctru da cho thay co hai loai
COX, COX - 1 can thiét dé tong hop prostaglandin (bao vé niém mac da day),
thromboxan can thiét cho tiéu cau két dinh, va COX - 2 tham gia tao ra prostaglandin
khi 6 viém [4], [30], [31].

a. Thuac chang viém khong steroid logi izc ché COX khdng chon loc, bao gom:Aspirin,
Ibuprofen, Indometacin, Phenulbutazon, Naproxen, Oxicam, Diclofenac, Ketoprofen,
Tolmetin...
b. Céc thusc NSAID ¢ ché wu tién va chon loc COX - 2 gom cd Etodolac, Rofecoxib,
Celecoxib, Meloxicam, Nimesulid...

Téc dung chong viém tuy khéng khéac nhau Ién giita cac thude d6, nhung dap
g va dung nap véi thude bién d6i nhiéu tuy theo timg ngudi bénh.

Khoang 60% ngudi bénh dap tng bat cir mot thube NSAID nao, con lai 6 thé khong
dap tmg véi mot thude nay nhung lai dap Gng véi mot thude kia.

Su khac nhau gitra cac thubc NSAID cha yéu 1a ty 1é va cac biéu hién cua tac dung
khéng mong mudn. Céc thudc ¢ tinh chon loc it gay cac tac dung phu, con tac dung chong
viém, giam dau giéng nhu cac thudc khdng chon loc cii. Do d6 cac chdng chi dinh va than

trong khi dung thuong ciing giéng nhau [30].
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1.4.2. Thuéc chéng viém steroid.

Corticoid 12 hormone vo thugng than, xuat phat tir chix (adrenal) cortex. Do
cong thic hoa hoc ¢ nhén sterol nén con goi l1a corticosteroid. Do 1a tén chung cho
cac hormone cua vo thugng than. Trong thuc hanh, nguoi ta thuong ding lan 16n cac
tir glucocorticoid, corticoid, steroid dé chi cortisol va cac dan chat [31].

a. Phan loqi:
* Glucocorticoid tu nhién:

Cac Glucocorticoid ty nhién bao gom Hydrocortison (Cortisol) va Cortison
duoc tiét ra tir vo thuong than theo co ché phan hdi &m tinh. Tuy nhién do hoat tinh
khang viém thap va doc tinh con cao nén cac Glucocorticoid tong hop ra doi.

* Glucocorticoid tong hop:

Trong 1am sang nguoi ta s dung cac thude glucocorticosteroid tong hop hoac

ban tong hop c6 hoat tinh chdng viém va chira nhan steroid ¢6 17 phan tir carbon véi
vu diém c6 tac dung chdng viém manh va it tac dung phu hon [30].
b. Tac dung phu cuia thudc: Téc dung tan tao duong cd thé gay tang duong huyét. Tac
dung ctia mineralcorticoid nén c6 khuynh hudng gitr Na, gitt nudc gay phu. Tac dung
thay giai ma, tich trit lipid dudi da c6, mat “tring ram” (Moonface). Lam x40 tron
chuyén hoa Ca: Giam hap thu ¢ rudt va giam tai hap thu, ting bai thai qua than, ding
lau dai s¢ gay loang xuong. Giam hoat dong cua cac moé lympho va hoat dong san
xuat khang thé, suy yéu hé mién dich. Tac dung &c ché mién dich c6 thé lam giam
stre dé khang cua co thé, 1am ting nguy co nhidm khuan hoic boc 16 mot bénh lao
tiém tang. Gay loét dudng tiéu hoa, loét da day. Gay nhuoc co va teo co [30], [31]...
1.4.3. Nguyén tic sir dung thudc giam dau

- Can két hop diéu tri nguyén nhan gay dau (diéu tri dic hiéu, diéu tri co ban
bénh).

- Ton trong so d6 bac thang cua T6 chic Y té Thé gigi (WHO).

- Dung duong uéng la chinh nham don gian hoa cach thic st dung.

- Tim liéu hiéu qua nhat, dung nap cao nhat (tén trong chong chi dinh, twong

tac thudc, tang dan lidu, luu y su phu thudc thube...).
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C6 thé két hop cac diéu tri hd trg nhu treong hop dau c6 ngudn gde than kinh
nén két hop thudc vitamin nhém B va cac thudc giam dau than kinh. C6 thé két hop
cac thude chdng tram cam & cac truong hop dau kéo dai, dau do ung thu vv...

- So' d6 bac thang chi dinh thudc giam dau theo khuyén cdo cua to chic Y té thé
giéi (WHO).

+ Bac 1: Thubc khdng opioid (paracetamol, thuéc chéng viém khéong steroid

licu thap, noramidopyrin, floctafenin...).

+ Bac 2: Opioid yéu (codein, dextropropoxyphen, buprenorphin, tramadol).

+ Bac 3: Opioid manh nhu morphin [32].

1.5. Y HQC CO TRUYEN- PAU VA VIEM TRONG BENH CO
XUONG KHOP VA CHE PHAM DUNG DICH XOA BOP GS-TVB.
1.5.1. Quan diém vé dau va viém trong bénh ly co xwong khép theo YHCT
1.5.1.1. Dai cwong

Pau theo y hoc ¢6 truyén c6 nghia 1a “thng”, 1a do “bat thong” cua khi huyét
trong kinh mach [22]. Théng (dau) va Ty (dau, t&, sung, moi, nang ...) trong bénh co
xuong khép tly thudc vao mdi vi tri trong co thé s& c6 cac bénh danh twong (g
nhu Phong ty, Han ty, Thap ty, Nhiét ty, Tich béi thong, Kién théng, Yéu théng, Hac
tat phong, Lich tiét phong, Bach hé lich tiét phong,... [33].

Viém khong phai mot bénh cu thé ma 1a mot qué trinh bénh ly chung. Viém
khong cé tén trong y vin cua YHCT, nhung viém thuong 1 do thap két hop voi nhiét
c6 biéu hién sung nong do, sung khong nong do thudc vé han thap. Nhin chung cé
thé hiéu co ché gay viém theo YHCT la sy tich tu va hinh thanh thap trong co thé c6
thé do nguyén nhan noi nhan hozc ngoai nhan.

Dau thuong di kém véi viem. Theo YHCT, khi c6 dau " thdng " 4t phai c6 su
“pat thong” cua khi huyét trong kinh mach, va diéu trj 1a phai 1am cho théng thi s&
giam dau. Hay n6i cach khac mudn chita dugc ching dau (chi thong) thi phai 1am
cho khi va huyét luu théng, con mudn huyét théng (hanh huyét) thi phai hanh khi (khi
hanh thi huyét hanh, khi khong hanh thi huyét tac, huyét tic thi gay dau)[34]. Quan

diém nay da duoc Hai Thuong L&n Ong néu va phan tich kha cu thé trong tac pham
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Hai Thuong Y t6n tim linh vé bénh xwong khdp 1a “ Théng tic bat théng, thdng tic
bat thong” [35].

Céc chtng dau cua YHCT rat rong 16n, dé phi hop véi muc tiéu nghién ctu, ¢
day chi dé cap dén chiang bénh bén ngoai co thé (phan biéu) goi 1a “chung ty”. “Ching
ty”” 1 cac ching dau ¢ nhuc, cbt, bi (nhu dau khdp, dau lung, dau vai gy, dau day than
kinh toa...) do kinh mach bi bé tic gay ra ,... [22].
1.5.1.2. Quan diém vé nguyén nhén va co ché bénh sinh Pau theo YHCT

e Ngogi nhan

Trong bénh xuong khép, nguyén nhan giy dau thudng duge cic y gia xua dé
cap trong cac y vin 13 do ba thtr khi Phong — Han —Thap phdi hop vao co thé ma gay
bénh, goi Ia Tam ty. Nhu trong sach Chu bénh nguyén hau luan cé noéi: “Ty la ba thir
phong, han, thdp cing xap nhap vao ma thanh ty, bién chiing 1a: co nhuc cing day
hodc dau, vi than thé hu, tau Iy mé ra cho nén bj ta xam nhap” [36].

Thién 43 Nbi kinh c6 néi: “Ba khi “phong, han, thap” 1an 16n don dén, hop lai
thanh ching ty. Trong 3 khi d6, néu phong khi thang thoi goi la hanh-ty; han khi
thang thoi 12 théng-ty; thap-khi thang thoi 1a trude- ty” [37].

Ngoai ra, dl Phong, Han, Thap Ia 3 chi khi gay bénh Tam Ty, nhung phong khi
dé thay d6i va thuong hay phdi hop céc nguyén nhan khéc, trong Tam ty c6 khi lai
dién bién thanh Nhiét ty triéu ching: cac khop sung mém, 4n dau chéi, khong dam
nhlc nhich van dong, toan than cd sot, nhirc nhéi co bap, mét mai, ...

Do vay, Phong, Han, Thap, cé thé cd Nhiét xam nhap qua co nhuc, kinh mach
lam rdi loan sy van hanh cua Khi-Huyét, gay & dong, sung hoic dau, t&, méi nang &
viing bap thit hoic xuwong khdp chinh 1a nhitng yéu té ngoai nhan gy dau va viém
trong bénh co xuong khap.

e Bdt ngi ngogi nhan:

Chin thuong, dung dép, sung dau tai chd tham chi bong gan, trat khop, tring th
can, noc tring — thl cén gay sung dau tai cac bap thit xuong khép. An udng that diéu,
nhiéu dau m&, béo ngot 1am khi huyét hu suy, dam thap noi sinh gay bi tac kinh lac,

co nhuc, bi phu.
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e Ngi nhan

That tinh ( Hy, N&, Ai, O, Ai, Lac, Duc) 1a nhitng nguyén nhan gay bénh bén
trong lam t6n thuong tang phu, Can Than bat tlc gy anh hudng dén can xwong va
hé van dong, ...Tuy nhién, trén 1am sang c6 khi thuong ¢ su phdi hop qua lai gitta cac
yéu t6 noi nhan, ngoai nhan ciing gay dau 1én hé co xwong khép [33], [34], [36].
1.5.1.3. Quan nigm YHCT vé diéu tri dau va viém trong bénh Iy co xwong khdp.

Diéu tri dau va viém trong bénh 1y co xuwong khép theo YHCT can trai qua bién
chang luan tri dé phan biét va chan doan chinh xéc cac thé bénh thong qua cac ching
trang. Pau co xuwong khép von 1a dic trung cua bénh nhung tiy thudc vao tinh chat
dau ma nguyén nhan gay bénh co thé khac nhau nhu: dau di chuyén la do Phong ty,
dau nang né t& moi 1a do Thap ty, dau kich liét kém theo bién dang khép 1a do Han
ty, dau c6 sung, nong, do 1a do Nhiét ty, hoic sang thuong bam dap, sung tim 13 do
Huyét @, ...thi phép tri theo d6 ma c6 nhitng diém khac biét. Tuy nhién bénh 1y co
xuong khép gy dau, kho van dong khép 1a cha yéu nén trong tri phap luén can thiét
phai thdng kinh hoat lac, hanh khi hoat huyét dé giam dau va phuc héi van dong khop.

e Nguyén tic diéu tri chitng Ty- Thong theo y vin luu truyén lai bao gom: Hanh
khi — Hoat huyét; On thong kinh lac; Khu Phong- Tan Han — Trir Thap — Thanh Nhiét;
B6 hu; Bo Can Than [33].

Tir xa Xua, rat nhiéu phuong phap YHCT da duoc phéi hop sir dung dé diéu tri
dau va viém trong bénh 1y co xuong khép bao gom:

e Phuong phap khong dung thudc: Xoa bop-bam huyét; Cham ctu, giac hoi, .. .;
Dudng sinh: Ché @6 dinh dudng, tap luyén, thai do tinh than- tam ly.

e Phuong phap dung thudc: Dung trong: thudc thang, thudc bot, hoan mém,
thudc cao,...; Dung ngoai: thudc chudm, x6ng, thude dip, ruou xoa bap, ...

Trén thuc té viéc dung thude tly thudc vao thé chat, co dia,... ma thay thudc
linh d6ng str dung thudc theo kinh nghiém hoic c6 phuong hoic két hop cac phuong
phap udng trong, dip, boi ngoai,... Cac y gia Viét Nam nhu Tué Tinh va Hai Thuong
Lan Ong ciing c6 nhitng kinh nghiém sir dung thudc diéu tri dau va viém trong bénh

1y co xwong khdp nhu:
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Tué Tinh, trong Nam dugc than hiéu cho rang nguyén nhan gay ching ty 1a do
nguyén khi hu suy ma cac yéu té gay bénh bén ngoai (phong, han, thap) xam pham
vao kinh mach can cbt bén trong co thé ma phat bénh. Tué Tinh trong dung cac vi
thudc Nam dé chita chimg Ty nhu Co xudc, Tang Ky sinh, Thién nién kién, Hy thiém,
Ngii gia bi, Thé phuc linh [33].

Hai Thuong Lan Ong cho rang néu phong thap xam pham vao co thé lam bé tic
su van hanh khi huyét trong kinh mach dan d¢én Chang Ty. Do d6, cu Hai Thuong
trong dung cac vi thudc nhu Ba kich, Cét khi, Uy linh tién [33].

1.5.2. Tinh hinh nghién ciru mt s6 thudc cé tac dung giam dau, chong viém
ding ngoai trén thé giéi va Viét Nam.

Nhin chung trén thé gisi va Viét Nam cac nghién ctru vé cac san pham thuéc
YHCT dung ngoai dé diéu tri dau va viém trong mét s6 bénh 1y co xuwong khép thuong
gap kha phong phu va da dang. Céc nghién ctiu c6 thé ké dén nhu:
1.5.2.1. Trén thé gi6i

Tirndm 1994, ché pham con ddp Boneal Cét thong linh ciia Cong ty Dugc Dién
Hong, thanh phé Con Minh, tinh Van Nam, Trung Qudc dugc nghién ctru trén thuc
nghiém va mot sé thir nghiém 1am sang tai cac co s y té Trung Quéc. Két qua : thude
c6 tac dung cai thién tuan hoan mau, giam « huyét, giam dau, chong viém, giam phu
né, cai thién vi tudn hoan [38].

Tiéu Son Son, Hang Vi va cong su (2021) nghién ciru danh gia tac dung giam dau
tai chd Tinh dau Borneol (BEO, 18,2% v/v borneol) 1a san pham phu ciia qué trinh
chung cét hoi nudce tir Long ndo (t8n goi khéac cua Bang phién) dé tao ra borneol dang
tinh thé tu nhién (NCB, 98,4% v/v borneol. Két qua cho thay: khdng cé kich tng cap
tinh va kich @ng da hoac mét khi Tinh dau Borneol duoc bdi tryc tiép, néu néng do
Tinh dau Borneol dudi 50%. Tac dung giam dau cua Tinh dau Borneol di dugc danh
gi4 bang md hinh dau quan quai do axit axetic. Tiép tuc boi Tinh dau Borneol tai chd
vao bung chudt trong 6 ngay, lam giam dang ké tinh trang quan quai duoc quan sat
thay & chuot (p < 0,001) véi mbi quan hé liéu lugng-dép tng manh (r = -0,9006).
DPdng thoi, ndng do cac chat trung gian lién quan dén con dau trong huyét thanh,

prostaglandin E 2 (PGE ) va thu thé tiém ning thoang qua melastatin-8 (TRPMS)
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giam dang ké (p < 0,001), va chat sau cho thdy méi quan hé liéu luong-dap tng manh
(r = -0,9427). Tinh dau Borneol c6 chirc nang giam dau twong tu nhu borneol va da
dugc chizng minh 1 an toan khi sir dung lam thuéc [39].

Bing phién con goi 1a Long ndo 1a mot loai thao moc dugce ton vinh theo thoi
gian trong y hoc ¢ truyén Trung Qudc . Pay 1a mot loai hda chat gan nhu tinh khiét
vé6i thanh phan héa hoc 1a (+)-borneol va di duoc sir dung trong lich sir nhu mot loai
thudc giam dau tai chd trong hang thién nién ky. Nhém nghién citu Wang S., Zhang
D., Hu J. va cong sy (2017), kiém tra hiéu qua giam dau cua borneol tai chd trong
mét nghién ctu 1am sang ngau nhién, mu d6i, c6 ddi chirng gia duoc véi sy tham gia
cta 122 bénh nhan bj dau sau phau thuat. Boi borneol tai chd dan dén giam dau 16n
hon dang ké so véi gia dugc. St dung mo hinh danh gia giam dau & chudt ,da xac
dinh kénh TRPM8 1a myc tiéu phan tir caa borneol va chi ra rang giam dau do borneol
tai chd gay ra hau nhu chi dugc trung gian boi TRPMS va lién quan dén co ché
glutamatergic ha luu & tay séng [40].
1.5.2.2. Tqi Viét Nam

Nhém nghién ctru Lé Bach Quang, Hoang Vin Luong, Nguyén Hoang Ngan,
2008 cta Hoc vién Quan y tién hanh nghién ctru va bao ché mét loai kem boi ngoai
c¢6 thanh phan tir dau da diéu c6 tén 1a Osapain cream. Ché pham duoc nghién ciru
tac dung giam dau, chéng viém trén thuyc nghiém. Két qua nghién ctru cho thiy,
Osapain cream c6 tic dung giam dau trén mo hinh gay dung dap co trén chudt nhat
trang va co tac dung chong viém trén mo hinh gy phu tai chudt bang Croton oil. Tac
dung chdng viém, giam dau cta Osapain cream tuong dwong voi Voltaren [41]. -38

Dua trén két qua thu duoc tir nghién ctru thuc nghiém, ché phém Osapain cream
dugc tiép tuc dnh gia tac dung trén 1am sang. Hoang Thi Tan (2008), da nghién ciru
trén 60 bénh nhan ( BN) dugc chan doan 1a viém khép dang thap giai doan I, II. BN
duogc chia 1am 2 nhom, nhom nghién ctru (NC) dung thude udng trong 14 bai Thap
khép II va ding Osapain cream bdi ngoai tai cac khép sung dau, nhém ddi chimg
(DC) dung don thuan thudc udng trong Thap khép I1. Liéu trinh diéu tri 30 ngay. Két
qua cho thiy, ty 1¢ BN dat két qua tot va kha & nhém boi Osapain cream chiém ty 1¢

cao hon so vd1 NC vaéi p < 0,05, duge thé hi¢n qua viéc cai thi¢n tat ca cac chi so
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VAS, Ritchie, thoi gian ctimg khép budi sang, chi sé Lee trung binh & nhom NC déu
cao hon nhom PC. Thudc bdi ngoai Osapain cream ciing khong gy kich tng da va
tac dung phu khac trén 1am sang [42].

Hiru Thi Chung (2009), nghién ctru dé tai: “Danh gia tac dung hd tro clia nude
khoang - bun khoang My Lam trong diéu tri bénh viém khdp dang thap”, tién hanh
trén 150 BN dugc chia 1am 2 nhém, nhém nghién ctru dung thude corticoid véi
cloroquin, methotrexat va két hop v6i tim bun - tim khoang. Nhém chting dung thude
don thuan. Két qua nghién ctru cho thay: Nhom nghién ctru ¢6 hiéu qua cao hon rd
rét so véi nhom chung thong qua sy cai thién cac chi sé nhu: thoi gian cing khop
budi sang, s6 khép dau, sung, chi sd Ritchie, VAS, DAS 28 [43].

Ché pham con dip Boneal C6t thong linh ciia Cong ty Duge Dién Hong, thanh
phé Con Minh, tinh Van Nam, Trung Quéc dugc nghién ctru trén thyc nghiém va mat
s6 thir nghiém 1am sang tai cac co s y té Trung Qudc. Ché pham dugc cap phép dua
vao thi trudng Viét Nam tir ddu nim 2007 chi dinh diéu tri giam dau, chéng viém va
sung trong cac bénh gai cot séng, bénh khép xuong nhu viém khép, thoai hoa
khép,...Tuy nhién hau hét cac nghién ctru trén 1am sang vé tic dung cua ché phim
tai Trung Qudc ciing nhu tai Viét Nam [44] chu yéu tap trung danh gia tic dung cta
ché pham trén bénh 1y thoai hoa khép.

Niam 2002, Nguyén Quang Vinh tién hanh nghién ciru tac dung giam dau cia
cao dan Hero trén BN dau khop néi chung. Két qua cho thdy, cao dan c6 tac dung
giam dau c6 ¥ nghia thong ké tir ngdy thtr nhat dén ngay thtr nim, nhung mirc do
giam rd nhét ¢ ngay dau tién. Tir d6 tac gia dua ra két luan co6 thé dung cao dan Hero
dé hd tro didu tri cho cac BN dau khép [45].

Niam 2017, Pinh Thi Lam tién hanh nghién citu mot cach hé thdng va khoa hoc
vé tac dung ciia cao xoa Béach xa, mot ché pham thuéec YHCT dudi dang cao xoa ding
ngoai. Két qua nghién ciru thuc nghiém cho thiy: Cao xoa Bach xa khong c6 doc tinh
cap ¢ lidu Sg/kg duong tiém dudi da trén chudt nhat trang va chua xac dinh duoc doc
tinh ban truong dién trén tho theo duong boi ngoai da trén dong vat thuc nghiém. Kha
nang kich irng da & mirc 46 nhe va vira. Cao xoa Bach xa cé tac dung giam dau theo

co ché giam dau ngoai Vi va c6 tac dung chong viém cap trén md hinh thuc nghiém.
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Két qua nghién ciru trén 1am sang cho thay: cao xoa Bach xa xoa ngoai két hop véi
bai thubc udng trong Qué chi thugc duoc tri mau thang cé tac dung tot trong diéu tri
bénh viém khop dang thap giai doan 1, 11 (thé han nhiét thac tap), thdng qua tac dung
giam dau va sung khap, cai thién mirc do hoat dong bénh [46].

Nguyén Tién Chung, Nguyén Thi Ngoc Anh, Mai Thé Hiép (2021), budc dau
danh gia vé kha ning gy kich tng da cua bot thuée dip HV (thanh phan gdm Qué
chi, bia lién, Ngai ctu) trén thuc nghiém cho két qua: Bot thude dap HV khéng gay
kich tng da trén tho thuc nghiém [47].

NGi tiép d6 Tran Thu Phuwong, Nguyén Tién Chung, Tran Van Phua (2022), tién
hanh nghién cau “Tac dung giam dau ving c6 gay & bénh nhan thoai hoa cot song co
cua thube dap HV™, tién hanh nghién ciru tién ciru can thiép 1am sang c6 dbi ching
trén 75 bénh nhan thodi hoa cot song cb c6 dau ving ¢ gay. Két qua nghién ctu cho
thay mc do dau cua tat ca bénh nhan (nhém NC va BC) déu duogc cai thién theo thoi
gian diéu tri, mirc dau tai thoi diém sau giam hon thoi diém truée [48] .

Cung nam 2022, nghién ctru “Panh gia két qua cua “bot dap HV” trong diéu tri
hoi chiing ¢6 vai canh tay do thoai hda cot séng” dwoc Lé Kim Dung, Nguyén Thi
Hau thtr nghiém 1am sang c6 dbi chimg duoc thyc hién trén 60 bénh nhan hoi ching
co vai canh tay do thoai hoa cot sdng co. Két qua cho thay: “Bot thude dip HV c¢6
hi€u qua cai thién tinh trang dau, cai thién mic d§ han ché sinh hoat hang ngay va
tam van dong cta bénh nhan” [49].

1.5.3. Tong quan ché phim dung dich XOA BOP GS-TVB
1.5.3.1. Nguén géc xudit xr

Dung dich XOA BOP GS-TVB gém cac thanh phan vi thuc: Qué nhuc, Dia
lien, Thién nién kién, T6 moc, Nhii hwong 1a mét bai thudc nghiém phuong co tac
dung hanh khi hoat huyét, chi théng, thu can, thong lac, ding ngoai hd trg diéu tri
ching dau, moi, té, sung,... cua bénh 1y co xuwong khop. Trong dan gian, cac vi thude
trén thudng duoc phdi dung rong rai, dat hiéu qua diéu tri trong bénh 1y co xwong
khép. Trong qué trinh cong tac, bai thubc da dugc Giao su- Bac si Truong Viét Binh
ap dung diéu tri c6 hiéu qua trén 1am sang, Vién Y hoc ban dia Viét Nam phdi hop

cho ra mat ché pham diing xoa bdop ngoai da, gip hd tro giam dau nhie xwong khép,


https://sti.vista.gov.vn/Pages/danh-sach-tai-lieu-khcn-moi-nhat.aspx?datasearch=%5b%7b:,:,:%7d%5d&Type_CSDL=TAILIEUKHCN
https://sti.vista.gov.vn/Pages/danh-sach-tai-lieu-khcn-moi-nhat.aspx?datasearch=%5b%7b:,:,:%7d%5d&Type_CSDL=TAILIEUKHCN
https://sti.vista.gov.vn/Pages/danh-sach-tai-lieu-khcn-moi-nhat.aspx?datasearch=%5b%7b:,:,:%7d%5d&Type_CSDL=TAILIEUKHCN
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t& bi chan tay, giam dau mai vai, lung, gay, Vi chua c6 nghién ctu ndo vé tac dung
duoc Iy va tinh an toan trén da cua bai thuéc nén nhém nghién cau ching tdi thuc
hién d¢é tai nghién cau nay.

1.5.3.2. Phdn tich tic dung ché pham va khdi qudt vé cdc vi thudc.

Ché pham XOA BOP GS-TVB thanh phan gom vi thuéc Qué nhuc c6 cong
dung trg duong tan han, chi théng, hoat huyét théng kinh, @ng dung trong diéu tri dau
xuong khép do phong, han thap, can than hu gay ra 1a chi duoc. Pia lién vi cay tinh
6n ngam rugu cO tac dung chira té phu, té thap, dau nhirc xwong khép cuing vi Thién
nién kién vi cay dang, tinh 4m c6 tac dung khu phong thap, bo gan cét, chi théng tiéu
thiing tro gitip cong niang trg dwong tan han , thong kinh ctia Qué nhyc 1 than. T6
mdc va Nhit Huong 14 hai vi thubc hoat huyét hoa & thong tré, chi thong, lai trir duoc
sung dau, bam tim cing 13 t4. Ruou vi cay tinh 4m khi lai nhe nén dan duoc thudc
thang, tan duoc khi han, dung phdi hop cac vi thudc ¢é tac dung dan duoc nén thudce
tir d6 di dwgce nhanh hon, thdm duge sau hon . Nudc hoa hodn lai khi cay néng cua
ruou ma khong 1am tiéu tan di duong khi ciia bénh nhan 1 si. Do d6, toan bai thudc
dat duoc tac dung: hanh khi hoat huyét, chi théng, thu can, thong lac, dung ngoai hd
tro diéu tri chimg dau, moi, té, sung,... cua bénh 1y co xwong khap.

1) Qué nhuc:

- Tén khac: Mau qué (Ban kinh). Tur qué (Duoc tinh luan). Pai qué (Puong
ban thao). Lat qué (Nhan trai truc chi phuong). Qué bi (Ban trao thuat). Ngoc qué
(Ban thao cau nguyén).

- Tén dwgc: Cortex cinnamomi.

- Tén khoa hec: Cinnamomum cassia Presl, Cinnamomum zeylanicum Blume,
Cinnamomum loureiri Nees, ... Ho: Long ndo (Lauraceae).

- B§ phan dung: Vo than hoac vo canh cua cay qué tir 5 nam tudi tré 1én.

- Thanh phan hoéa hoc: Ham luong tinh dau trong vo qué kha cao (1,0-4,0%),
con trong 14 va canh non thuong thap (0,3-0,8%). Tinh dau tir vo ¢6 mau vang nau
nhat, sanh, vi cay, thom, ngot, néng, ning hon nuéc. Thanh phan chinh cua tinh dau
la Cinnamaldehyde chiém 75 — 90%, Phenyl Propyl Acetate Tannin va Cynnamyl

Acetate, ngoai ra con khoang 100 hop chét khéc.
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Trong vé qué con chira tanin, chat nhwa, duong, calci oxalat, coumarin va chat nhay.. .

- Tac dung dwoc ly: Tac dung tc ché trung khu than kinh, giam dau, giai nhiét,
an than, chong co giat. Tac dung chdng kich thich nhe da day va rudt, ting tiét nuéc
bot, dich vi, ting cudong hé théng ti€u hoa, lam giam co thét co tron ndi tang, lam
giam cac con dau bung do co that ruét.Tac dung 1én hé thong tim mach, ting luu
lwong mau 1én dong mach tim va cai thién tinh trang thiéu mau co tim. T4c dung khéng
khuan véi nhiéu loai vi khuan gram + va gram -, e ché su ché su hoat dong cua cac
loai nam moc [15], [50], [51], [52], [53], [54].

- Tinh vi - Quy kinh: Tan, cam, dai nhiét. Vao cc kinh Than, Ty, Tam, Can.

- Cong ning: Bb hoa tro duong tan han, chi théng, hoat huyét théng kinh.

- Chii tri: Lung gbi dau lanh, bung dau lanh, nén mira, tiéu chay, bé kinh, dau
bung kinh, pht thiing, tiéu tién rdi loan (dai khong thong loi, dai nhiéu lan) [12], [13],
[14], [55].

2) Dia lien

- Tén khéc: Son nai, Tam nai, Thién lién, Luong Khuong, ...

- Tén khoa hoc: Kaempferia galanga L.

- Tén dwgc: Rhizoma Kampferiae galangae. Ho: Gurng (Zingiberaceae).

- B§ phan dung: Than ré

- Thanh phan hoa hec: Trong dia lién c6 tinh dau, trong tinh dau thanh phan
cha yéu 1a bocneola metyl, metyl p.cumaric axitetyl este, xinamic axit etyl este,
pentadecan CisHs2 xinamic andehyt va xineola.

- Tac dung dwoc ly: khang khuan, chong oxy hoa, diét amip, giam dau, chéng
viém, chdng lao, chéng st xuat huyét, chong dau nhuc, chdng tao mach, chéng ung
thu, ting lipid mau, giam sac td, huy xuong, diét au tring, diét con tring va dudi
mudi, diét giun tron, an than, danh hoi, gian mach va chira lanh vét thuong [17], [56],
[57], [58], [59].

- Tinh vi- Qui kinh: Vi cay tinh 6n. Vao kinh Ty va Vi.

- Cong nang: On trung tan han, trir thap, tranh ué.


https://www.sciencedirect.com/topics/pharmacology-toxicology-and-pharmaceutical-science/insect-repellent
https://www.sciencedirect.com/topics/pharmacology-toxicology-and-pharmaceutical-science/insect-repellent
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- Chu tri: Chira nguc bung lanh dau, dau rang; lam cho an ngon, chong tiéu;
con dung 1am thube xdng. Ngam ruou ding xoa bop chita té phu, té thap, dau nhuc.
Con dung trong k§ nghé cat tinh dau ché nude hoa [12], [13], [14], [55].

3) Thién nién ki¢gn

- Tén goi khac: Cay bao kim, son thuc, rdy huong, duyén, vit véo, ...

- Tén dwec: Rhizoma Homalomenae occultae.

- Tén khoa hoc: Homalomena occulta (Lour.) Schott. Ho: Ray (Araceae).

- B§ phan dung: Than ré

- Thanh phan hoa hoc: Thién nién kién chira khoang 0.8 — 1% tinh dau, trong
tinh dau co6 chta 2% este, sabinen, a-terpinen, terpineol, aldehyde propionic,
acetaldehyt, ...

- Tac dung dwoc ly: Tinh dau tir duoc liéu duoc sir dung dé chiét xuat linalola
va lam nudc hoa. Kich thich hoat dong ctia co quan tiéu hoa. Gidm dau nhirc xuong
khép, bdi bd gan ¢t va chira phong té thap. Nude sic tir thién nién kién c6 tac dung
chéng dong mau, giam dau nhtc va ting luu thong khi huyét. Tinh dau trong duoc
lidu o tac dung trc ché Herpes simplex virus type 1 va mot s6 loai vi khuan gay bénh
khac. Con thude tir duge liéu c6 tac dung khang histamine, ngan ngira di ing, chong
viém va giam dau nhirc xuong khop [18], [60], [61].

- Tinh vi - Quy kinh: Vi ding, cay, tinh 6n. Vao kinh Can, Than

- Cong ning: Khu phong thap, bd gan cét, chi thdng tiéu thiing.

- Chi tri: Dung chita phong han thip nhic moi cac gan xuong, hoic co quip
té bai. Trong nhan dan, Thién nién kién thuong dugc dung chira thap khép, dau nhic
khép, dau da day, 1am thudc kich thich tiéu hod. Con dung diéu tri dau bung kinh, ...
Thién nién kién con la nguyén liéu chiét tinh dau dung 1am huong liéu, va 1a nguon
nguyén liéu chiét linalol. Thién nién kién dung tuoi gia ngam ruou xoa bop chd dau
nhtrc, té bai va phong thap [12], [13], [14], [55].

4) T6 méc

- Tén goi khac: Vang nhudm, gb vang va to6 phuong

- Tén khoa hoc: Caesalpinia sappan L

- Tén dwge: Lignum sappan. Ho: Dau (Fabaceae)


https://en.wikipedia.org/wiki/Araceae
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- B§ phén dung: than gb hoic 18i clia cdy Vang

- Thanh phan héa hoc: Dugc liéu nay chira thanh phan héa hoc da dang, bao
gom tinh dau, acid galic, tannin, chat brazilin, sappanin, ...

- Tac dung dwge lIy: Chdng viém, giam dau, chdng oxy hoa, chéng ung thu.
Tac dung khang vi trung Staphylococcus, Shigella dysenteria Shiga, Shiga flexneri,
Shigella Sonnei, Bacillus subtills,... Tac dung khang sinh cua dugc liéu nay khong
bi anh hudng bdi dich vi cua da day. Ngoai ra hoat chét brasilein trong dugc liéu con
c6 tac dung khang histamine va kéo dai tac dung ctia hormone tuyén thugng than trén
tho thuc nghiém. Nudc sic t6 moc co tac dung khdi phuc chirc ning cua tim éch co
1ap. Dugc liéu c6 tac dung giam ddc td cua mot sb6 loai thudc nhu Quinin,
Chlorpromazin, Nikethamid,... [16], [19], [62], [63], [64].

- Tinh vi - Quy kinh: Vi man, ngot, hoi cay, tinh binh. Quy vao kinh Ty, Can
va Tam.

- Cong nang: hanh huyét khi @, tiéu viém, chi thong.

- Chii tri: chizng rdi loan kinh nguyét, dau bung kinh, huyét tré, kinh bé, tu mau
do chan thuong, .... [12], [13], [14], [55].

5) Nhii hwong

- Tén goi khac: Hic lyc huong, Pia nhil hwong, Thién trach huong.

- Tén khoa hoc: Boswellia carterii Birdw

- Tén dwgee: Gummi resina Olibanum.

Ho: Tram (Burseraceae).

- B¢ phan dung: Nhya cay Nhil huong.

- Thanh phén héa hoc: Ciu tric hda hoc cua B. carterii chii yéu bao gom cac
terpenoid. Tong cong c6 304 hop chat da duoc xac dinh, bao gom 148 triterpen, 94
diterpen va 62 hop chit duoc phan loai 13 dau dé bay hoi. Trong d6, Axit 3-O-Acetyl-
11-keto- f -boswellic, axit 3 a -acetoxy-8,24-dienetirucallic va axit 3 a -acetoxy-
7,24-dienetirucallic c6 liénquandén tac dung chéng viém caa nd. Incensole acetate
dong vai trd quan trong trong tac dung bao vé than kinh caa no.

- Tac dung dwoc ly: Tac dung chdng viém giam dau, tac dung chong oxy hoa,

tac dung chdng ung thu; Tac dung khang Virus, khang khuan; Tac dung bao vé than
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kinh; Tac dung bao vé gan, than; Tac dung diéu hoa mién dich... [65], [66], [67],
[68], [69], [70], [71].

- Tinh vi - Quy kinh: Tan, khd, 6n, mui thom. Quy kinh Tam, Can, Ty .

- Céng ning: hoat huyét, tiéu sung, sinh co, chi thong.

- Chii tri: Khi huyét ngung tré; Bé kinh; Pau bung trong ki hanh kinh; U huyét
sau sinh gdy dau bung; Mé day do phong han; Ung nhot [12], [13], [14], [55].

1.6. CO CHE THUOC QUA DA

Dién tich bé mat 16n caa da khién n6 trd thanh mot con duong tiém niang dé van
chuyén thudc. Viéc cung cap thudc tai chd chi yéu nhim muc dich tac dong cuc bo,
trong d6 né c6 thé c6 kha niang loai bé nhu cau diéu tri bang thudc dugc quan ly mot
cach c6 hé théng; giam thiéu tong lidu can thiét dé dén duoc vi tri muc tiéu (da) va
giam bét muc tiéu tac dung phu. Mat khéc, viéc phan phdi thudc qua da nham muc
dich tao ra tac dung toan than cua thudc véi da chi don thuan 13 cong dua thudc vao
co thé [72].

Hoat chat duoc duoc hap thu qua da theo qua trinh:

Dau tién, hoat chit s& twong tac va khuéch tan qua 16p simg. Tiép theo, hoat
chat di tir 16p stng than dau dén 16p biéu bi than nude. Sau d6 tiép tuc tir 16p biéu bi
vao mach dén cac mo da tudi mau cao. Cudi cung, hoat chit xAm nhap qua vi tuan
hoan vao hé tudn hoan. Trong d6, vi tuan hoan 1a mot hé thong gdm nhitng mach mau
nho, goi 1a mao mach, ndi tiéu dong mach va tiéu tinh mach.

C6 3 con dudng hoat chit dwoc hip thu va thim thau qua da:

- Tham thiu qua 16p biéu bi bang cach di xuyén qua cac khe gitta cac té bao

(ntercellular)

- Tham thau tryc tiép qua té bao biéu bi (Transcellular)

- Thim qua da theo cic bo phan phu nhu 16 chan 16ng, tuyén md hoi, tuyén

ba nhon (Transappendageal).

Viéc phan phéi thuc qua da va tai chd qua Iop siing duoc quy dinh bai dinh
luat 2 cua Fick: J:¥ [73] trong d6: J 14 dong, D 1a hé sé khuéch tan cua thude, C 1a

nong d6 thudc trong chat mang, P 1 hé s phan b6 thude va L 1a do day cua 16p sing.
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Chuong 2
POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. CHAT LIEU, POI TUQNG NGHIEN CUU.
2.1.1. Ché pham nghién ctru: Dung dich XOA BOP GS-TVB.
Thanh phan trong don vi ché pham dung dich XOA BOP GS-TVB gom:
Bang 2.1: Thanh phan cua dung dich XOA BOP GS-TVB

STT|  Nguyén lieu Teén khoa hoc ngq CELé;n
1 Qué nhuc Cortex cinnamomi. 5¢ TCCS
2 Dia lién Rhizoma Kampferiae galangae | 5g TCCS
3 Thién nién kién | Rhizoma Homalomenae occultae | 29 TCCS
4 T6 moc Lignum sappan 39 TCCS
5 Nhil huong Gummi resina Olibanum. 1.5¢ TCCS
6 Ethanol TCCS
7 Nudc TCCS

Ché pham duéi dang dung dich xit nano ngoai, dong lo dung tich 50ml.
Nha san xuat: Cong ty duoc pham va thuong mai Phuong Pong —( TNHH).
S 16: 101723/PD
e Ta&c dung:
Duing xoa bop ngoai da gilip ho tro giam dau nhic xwong khép ,té bi chan tay,

giam dau moi vai, lung, gay.
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Hinh 2.1: Dung dich XOA BOP GS-TVB

e C4ch dung:

- Xit mot lwong dung dich vira da vao chd dau, xoa bop ngoai da 3 phat.

- Ngay ding 3-4 lan.

- Han dung: 36 thang ké tir ngay san xuét.

e Bao ché- san xuat: Nha san xuat: CONG TY DUGC PHAM VA THUONG
MAI PHUONG PONG — (TNHH), nguyén liéu cua dung dich XOA BOP GS-TVB
theo tiéu chuan Duoc dién Viét Nam V(DDVN) ,dat tiéu chuan co s san xuét, (Phy
luc 1). Ché pham duoc kiém nghiém va dat tiéu chuan ISO 13485:2016 cho linh vuc
san xuat va kinh doanh: Dung dich rira mili, vé sinh miii, miéng; Kem m& va gel boi
tron, vé sinh sinh duc nam, nir; Kem, gel boi vé sinh da, niém mac; Dung dich thut
thao chdng tao bon; Dung dich khir mui hdi (chan, nach, da) (Phu luc 2).
2.1.2. Thuéce d6i chitng va hoa chit ding trong nghién ciu.

- Céc thubc gy mé ketamine, xylazine, pentobarbital sodium.

- Khéng sinh Baytril, Bayer

- Mot s hoa chat khac.

* Diclofenac, biét dugc Voltaren dang emugel bdi ngoai da 1 % éng 20g cua

héng Novartis, Thuy Sy

* Kem Betamethasone (dipropionate) 0,05% tuyp 15g ctia Cong ty c6 phan

dugc pham VPC, Viét Nam.

*Dung dich carageenin 1%.
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* Natriclorid 0.9%.
2.1.3. Phuong tién va trang thiét bi ding trong nghién ciu

- Kim cong dau tu dung cho chuét udng thudc, san xuét tai Nhat Ban.

Thiét bi danh gia ngudng dau thap “paint brush”.

Gac vo trung, bang dinh.

B6 dung cu md dong vat ¢& nho va cac dung cu thi nghiém khac.

May do viém: Plethysmometer No7250 cua hang Ugo- Basile (ltaly).
Can dién tu (d6 chinh x&c 0,001g) cua Nhat.

2.1.4. Dong vat nghién ciru

- Tho chiung Newzealand White, khoé manh, 16ng tring, sé lugng 3 con, khéng
phan biét gidng, trong lugng 2,0-2,5 kg, do Trung tim chin nudi Dé va Tho Son Tay
cung cap.

- Chuét cbng trang trueang thanh, dong Wistar, 140 con, giéng cai, 9 tuan tudi,
can nang 200 + 10g, do Hoc vién Quan y cung cap.

bong vat thi nghiém duoc nubi dudng trong phong nudi dong vat thi nghiém it
nhat mot tuan trudc khi tién hanh thi nghiém. Dong vat an thirc dn theo tiéu chuan
thirc dn cho dong vat nghién ctru, nudc sach dun sb6i dé nguoi udng tu do. Céc tho
dugc nudi nhdt & cac chudng riéng. Hang ngay theo dbi ghi chép dién bién két qua
thi nghiém.
2.2. PIA PIEM VA THOI GIAN NGHIEN CUU.
2.2.1. Pia diém nghién ciru.

Bo mén Dugc ly — Hoc vién Quan y.
2.2.2. Thoi gian nghién ciru.

Nghién ctru duoc tién hanh tir: thang 2 /2024 dén thang 10/2024.
2.3. PHUONG PHAP NGHIEN CUU.

Thiét ké nghién ciru thuc nghiém cé dbi chiing, quy trinh thuc nghiém duoc tién

hanh theo cac budc sau:
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2.3.1. Nghién ciru vé kha ning kich wng da.

M6 hinh nghién ctru dénh gia kha ning kich tng da duoc thiét ké va tién hanh
dwa trén hudng dan cua Bo y té [74] va OECD (Organisation for Economic Co-
operation and Development: Té chirc Hop tac va Phat trién Kinh té) vé viéc danh gia
kich ¢rng da danh cho cac san pham dwgc pham va my pham ding ngoai da [75].

S6 luong tho nghién cu : 03 tho

Quy trinh nghién ctu:

Tho duoc nudi trong 16ng riéng, cho an bang ché do an riéng, gitt & nhiét do
phong trong vong 1 tuan trude khi tién hanh nghién ctu. Trudce ngay nghién cau 24
gio, thé dugc cao 16ng & phan lung va hong. Chia phan da cao 16ng 1am 2 phan, chon
mdi phan cd dién tich khoang 6cm2 (2,5¢cm x 2,5 cm) trén mdi tho . Mot bén st dung
dé dap 1 miéng gac tam ché pham nghién ctu, phan da con lai dugc st dung lam dbi
chung dap 1 miéng gac tam nudc cat. Chi mot nghién ciu vién bdi thude dong déu
trén da tho cho ca phan bdi thudc va phan dip gac véi nuéc cit , thay ging sau mdi
lan bdi dé han ché sai s6. Dap gac (dién tich 6cm?) 1én ca hai phan bi thude va phan
dung lam chung.

Liéu chat thir hozc dung méi trén mdi miéng gac 12 0.5 ml. Tam mau thi hoic
dung moi 1én miéng gac khong gay kich tng kich thudc 2,5 cm x 2,5 cm ¢6 do day
thich hop rdi dap 1én da. C6 dinh miéng gac bang bang dinh khong gay kich tng trong
24 gio. Sau d6 bo gac va biang dinh, lam sach mau thir con lai trén da.

Panh gia va tinh diém cac chi s vé ban do (erythema), phi né (oedema) tai
thoi diém 1 gio, 24, 48, 72 gio sau khi loai bo thubc. Néu c6 ton thuong, theo dai
tho 14 ngay dé danh gia kha ning phuc hdi. Khi tén thuong da hoi phuc thi nging
theo doi.

Panh gia duoc ghi nhan va tinh diém dya theo Bang 2.2; Bang 2.3
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Bang 2.2: Bang ddnh gid diém ban dé va phu né

&
o>
3

DAu higu

Khéng cé
Rat nhe ( kho nhan thay )
D& nhan thay

Ban do p
Nhe dén nang

Nzng dén hinh thanh vay trén da

Khéng co
Rat nhe ( kho nhan thay)
D& nhan thay ( da day 1&n)

Phu né - ——
Trung binh (day 1én 1mm)

AW N FRPIOIM WO N[O

Nang ( Day hon 1mm hodc ra ngoai vung )

O mdi thoi diém, sb diém dugc tinh bang céch chia trung binh va xép loai muc
do kich ung theo Bang 2.3.
Bang 2.3: Xép logi kich ing da

Xép loai Piém trung binh
Khong kich tng 0-0.4
Kich &rng nhe 0.5-1.9
Kich tng vira 2-4.9
Kich tng nang 5-8

2.3.2. Nghién citu tac dung giam dau, chéng viém.
2.3.2.1. Danh gia tac dung gidam dau
a. Pdnh gid téc dung gidm dau trén chudt cong trang gdy dau than kinh ngogi vi bang
that day kinh toa.

Chuét cdng trang ching Wistar, gidng cai, duoc chia ngau nhién thanh 4 16, mdi
16 10 con.

- L6 1 (chitng PT): Phau thuat khéng that day than kinh toa + xoa bop nhe bang

nuéc mubi sinh 1y.
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- L6 2 (md hinh): Phau thuit that day than kinh toa + xoa bop nhe bing nuéc
mudbi sinh 1y.

- L6 3 (tham chiéu): Phau thuat thit day than kinh toa + xoa bop nhe bang
Voltagen gel.

- L6 4 (16 tri): Phau thuat that day than kinh toa + xoa bop nhe bang dung dich
xoa bop GS-TVB.

Phuong phép phau thuat that day than kinh toa duoc tién hanh theo mé ta boi
Swetha Kanyadhara va cong su (2014) [76].

Chudt duoc gy mé sau bang ketamine (50 mg/kg, tiém bap) va xylazine (5
mg/kg, tiém bap).Cao bo 16ng & lung dudi va dui cuia chudt. Rach da & mat bén cua
dui phai, boc 16 day than kinh toa. Dit hai sgi chi chd (chi khau bang lya), that nhe
day than kinh toa (quan sat khi that thiy co co that nho & co bung chan). Sau khi thét,
khau déng vét mo theo I6p. Chudt & nhdm chiing phau thuat ciing tién hanh boc 16
day than kinh toa nhung khong thit, sau d6 déng vét mo lai nhu trén.

Sau 48h cho cho chudt héi phuc sau phau thuat, tién hanh xoa bop nhe hang
ngay cho chudt doc viing chan bén phai (viing chi phdi caa day than kinh toa bén phai).
Nguoi thuc hién rira sach tay, ding béng tham con xoa bdp, hodc nude mudi sinh 1y,
hoac boi voltaren gel 1én viing xoa bop, sau d6 dung ngon tro day nhe vung xoa bop.
Thao tac duoc thuc hién nhe nhang va dong déu ¢ tat ca cac chuot.

Paénh gia tac dung giam dau ciia ché pham nghién ctru thdng qua cac thir nghiém
danh gia ngudng dau ¢ chan phai tai cac thoi diém 0, 7, 14 va 21 ngay diéu tri.

* Tha nghiém ngdm nwoéc lanh (cold water immersion): Ngam chan sau bén
phai cia chudt trong nudc lanh (4 + 1°C), do thai gian tré rat chan (tinh tr lic ngam
chan dén luc chudt rat chan) bang dong hd bam gidy. Tha nghiém duoc tién hanh 3
lan, mdi 1an cach nhau 5 phut, lay gia trj trung binh.

* The nghiém ngdm nuwoc nong (hot water immersion): Ngam chan sau bén phai
ctiia chudt trong nudc ndng (47 + 0.5°C), do thoi gian tré rat chan (tinh tir lic ngam
chan dén l0c chudt rat chan) bang ddng hd bam gidy. Thoi gian ngdm khéng dé qué
15s dé tranh ton thuong chan chuét. Thir nghiém duoc tién hanh 3 1an, mdi lan céch

nhau 5 phut, Iy gi4 tri trung binh.
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~23)

* Ther nghiém “co vé” (“paint brush” test): Thir nghiém “co v&” dé danh gia
phan tmg dau véi ngudng dau thap (Allodynia) khi c6 kich thich co hoc nhe. Ngudi
ta da xac dinh rang allodynia co hoc duoc diéu hoa boi cac soi AB myelin hoa
peripheral kich thuéc 16n va ngudng thap & ngoai bién. Con chudt duoc dit trén san
lui thép, va mot ban chai son min duoc sir dung dé cha xat ving ban chan caa chan
sau tir got chan dén ngén chin nhu mot su kich thich. Kich thich dugc ap dung 5 1an
vé6i khoang thoi gian 5 gidy va sb lan chudt rat chan duoc ghi lai (trong khoang tir 0
dén 5). Quy trinh twong tu dugc l3p lai ba lan, sau khoang céch 5 phut va tong sé lan
rdt chan (trong ba lan thir nghiém) dugc dung dé danh gia mic do dau (ti thiéu 12 0
va thi da la 15).

b/ Panh gid tdc dung giam dau tai té chirc viém (Randall-Selitto Test)

Dua theo phwong phap nghién ctru ctia Randall va Selitto [77] c6 sira d6i boi
Winter va cs (1962), dugc trinh bay trong tai liéu “Drug discovery and evaluation
Pharmacological assays” ctia nha xuét ban Springer [78].

Chudt cbng trang dugc chia ngiu nhién thanh 3 16, mdi 16 10 con. Tién hanh gy phu
viém cip bang cach tiém hén dich Carrageenin 1% (duoc pha ché ngay trude khi tiém)
liéu 0,1 ml/con vao dudi da gan ban chan chudt. Sau khi gay phi viém 1 gio 30 pht,
chudt duoc quan gac tam thudc hoic nudc cat twong &ng Vi ting 16.

+ L6 1 (mb hinh): tiém phi chan, quan gac tim nudc cat.

+ L6 2 (tham chiéu): tiém phd chan, quan gac tim voltaren gel.

+ L6 3 (GS-TVB): tiém phu chan, quin gac tim xoa bop GS TVB..

Do ngudng dau ban chan giy phu viém ctia chudt bang may do giam dau ap luc ban
chan chudt (Paw Pressure Analgesy Meter) tai cac thoi diém sau 30 phut, 60 phut, 90
phut va 120 phiit ding thude. So sanh ngudng dau ban chan chudt giita cac 16 véi nhau.
2.3.2.2. Nghién civu tic dung chong viém
a/ Panh gid tac dung chong viém cdp trén mo hinh gay phd chan chugt cong trang
bang carragenan.

Tac dung chong viém cdp dugc danh gia trén mo hinh gay phi chan chudt cong

trang bang Carrageenin, theo phurong phap ctia Winter va CS, 1968 [79].
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Chuét cong trang chung Wistar, ca 2 giéng, dugc chia ngau nhién lam 3 16, mdi
16 10 con.

+ L& 1 (md hinh): gay phu chan chudt + quin gac tam nudc cit.

+ L6 2 (tham chiéu): gdy phu chan chudt + quin gac tim voltaren gel.

+ L6 3 (GS TVB): gay phu chan chudt + quan gac tam xoa bop GS TVB.

Chudt dugc gay viém bang cach tiém carrageenan 1% (pha trong nudc mudi
sinh ly, ngay trude khi tiém) 0,1 ml/chudt vao gan ban chan sau, bén phai cua chudt.
Chudt dugc nhin d6i1 qua dém, nudce uéng tu do. Sau ti€m, chan chudt duogc quén gac
tam nudce cat, voltaren gel hodc con xoa bop theo cac 16 nhur trén.

Do thé tich chan chudt (dén khép ¢ chan) bang May do thé tich ban chan chudt
(Plethysmometer) vao cac thoi diém: Trudc khi giy viém (Vo); sau khi gay viém 2
gi0 (V2), 4 gid (Va) va 6 gio (Ve) va 24 gio (V2a).

Murc d0 tang thé tich chan chudt dugc tinh theo cong thic:

Vi — Vo
Xp= __ x100
Vo
Trong do:

+ X% la ty 18 % tang thé tich ban chan chudt

+ Vo la thé tich ban chan chudt ngay sau khi tiém Carrageenan.

+ V12 V2, V4, V6 va Va4 (thé tich ban chan chudt ¢ cac thoi diém sau 2, 4, 6 va

24 gid sau khi tiém Carrageenan).

Tac dung trc ché phu dugc biéu thi bang % giam mirc d6 tang thé ban chan chudt
ctia 16 dung thude nghién ctru so véi mirc d ting cua 16 mo hinh va duge tinh theo

cong thure:

Trong do6:
+ Y% la ty 1€ % giam muc d0 phu ban chan chudt;
+ Mc 12 ty 18 % tang thé tich ban chan chudt 16 di chimg

+ Mt 1a ty 1& % tang thé tich ban chan chudt & 16 ding thubc nghién ciru.
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b/ Panh gid tac dung chong viém khép trén md hinh gay bai Chat bé tro Freund day
du (Complete Freund’s adjuvant — CFA)

Thi nghiém duoc tién hanh theo phuong phap ctia Pearson [80] c6 thay d6i cho
phu hop.

Chuét cong trang chung Wistar, ca 2 giéng, dugc chia ngau nhién lam 4 16, mbi
16 10 con.

+ L6 1 (16 chimg): khong tiém CFA + quin gac tam nudc cét.

+ L6 2 (md hinh): tiém CFA + quan gac tam nudc cat.

+ L6 3 (tham chiéu): tiém CFA + quin gac tim Betamethasone.

+ Lo 4 (L6 tri): titm CFA + quan gac tam xoa bép GS TVB.

Ngay 1, chudt dugce tiém 0,06 ml CFA vao dudi da gan ban chan phai. Chudt
dugc cho quan gac chira miu thir hang ngdy trong 28 ngay lién tuc. Po dudng kinh
khép co chan phai chudt vao ngay 0 (ngay trudc ngay thi nghiém) va cac ngay 7, 14,
21, 28.

Paénh gia két qua: Két qua dugc hién thi dudi dang % ting cia cac chi sb so véi
ngay 0 duogc tinh theo cong thirc:

% tang = 100 x (Chi s6 ngay n — Chi s6 ngay 0)/ Chi s6 ngay 0 (%)

Trong do:

+ Chi s6 ngay n: dudng kinh khép ¢6 chan phai chudt & ngay n.
+ Chi sb ngay 0 1a dudng kinh khop ¢6 chan phai chudt ¢ ngay 0.

% trc ché I cia mau thir so véi 16 md hinh duge tinh theo cong thic:

I =100 x (Cm — Ct)/Cm (%)

Trong do: , q
+ Cm: chi s0 % tang duong kinh khép €6 chan phai cia 16 mo hinh.

+ Ct: chi s6 % tang duong kinh khép ¢o chan phai cia 16 thu.
2.4.XU LY SO LIEU

Céc s6 lieu nghién ctru duoc biéu dién dudi dang: (X + SD) va dugc xtr Iy theo
cac phuong phap thdng ké y sinh hoc, so sanh bing anova test sir dung phan mém
SPSS 20.0. Sy khéac biét co y nghia khi p < 0,05.
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2.5. CAC BIEN PHAP KHAC PHUC SAI SO

Sai s6 cac phuong phap thu thap sé liéu.

Céc phuong phap duoc ap dung dé han ché ti da cac sai sb co thé xay ra trong
qué trinh thu thap, phan tich va xu Iy sé liéu:

+Pong vat nghién ctu duoc lya chon twong dbi dong déu, khoe manh, khong
c6 di tat hay dau hiéu bét thuong.

+ Thoi gian thuc hién cac budc thi nghiém giira cac 16 chuot 1a théng nhat ciing
mot thoi diém.

+ S6 liéu dugc do dac can than va chinh xac bang cac dung cu, may méc tai
phong thi nghiém da dugc chuan hoa va co d6 chinh xéac cao.

+ Xir ly s6 lidu bang phan mém chuyén dung trén may tinh.

+ C4c tiéu chuan va chi tiéu rd rang dé dua ra két qua chinh xac va sat voi myc
tiéu

+ Luu trir s6 liéu, thong tin bang s6 ghi chép, chup anh.
2.6. PAO PUC TRONG NGHIEN CU'.

Nghién ctru dugc thuc hién trén tho, chudt cdng tring, sé lugng dong vat sir
dung trong c&c md hinh thi nghiém duoc han ché & muc téi thiéu, da dé thu duoc két
qua dam bao do tin cay va du xir Iy théng ké.

Nhitng dong vat chét trong qué trinh 1am thi nghiém (néu c6) va sb dong vat
sau khi thi nghiém hoan thanh déu dugc xt 1y theo ding quy dinh.

Viéc lva chon dong vat thi nghiém, diéu kién nuéi, cham séc va sir dung dong
vat déu tuan thu chit ché theo “Hwdng ddn néi dung co ban tham dinh két qua
nghién cizu tién 1am sang thudc tan dwoc, thuéc coé truyén, vicxin va sinh phamy
té” cia Bo Y té [81].
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KET QUA NGHIEN CUU

3.1. KET QUA PANH GIA KiCH UNG DA CUA DUNG DICH XOA
BOP GS-TVB.

Sau 24 tiéng c6 dinh, bé gac va bang dinh, 1am sach viung &p chat tht bing
nudc cat. Quan sat va ghi diém phan ¢ng trén chd da dat chét thir & cac thoi diém sau

lam sach chét thtr 1 gio — 24 gio — 48 gio va 72 gio. Két qua nghién ciu duoc trinh

bay ¢ bang 3.1.
Bang 3.1: Két qud thi kich ng da cia dung dich XOA BOP GS-TVB.
Piém danh gia ban dé va kich ng da é thé
(theo thang diém & bang 2.2)
Thé
1 gio 24 gior 48 gior 72 gio
Ban |Phuné| Ban |Phuné| Ban |Phuné| Ban |Phuné
dé dé dé dé
Cp|Ch|Cp|Ch|Cp|Ch|{Cp|Ch|Cp|Ch|Cp|Ch|Cp|Ch|Cp|Ch
Tho1 |0} 0O}O0O}]|O|O0O]O0O]O]O]O]O]O]O]O]O|O0O]O
Tho2 | 0| 0|00 O0O]O0O]O0O]O]O]O]O]O]O]O]O0]O
Tho3| 00|00 O0O]O0O|]O0O]O]O]O]O]O]O]O]O]O
Trun g 0 0|0O|0O|0O|]0O|0O|O0O]O0O]O]O]|]O0O]O]O|0]|O
binh

Cp — viing da dap gac tam mau thiz; Ch — viing da ddp gac tam nwéc cat

Nhgn xét: Trang thai cua ca 03 tho sau 72 gid danh gia déu khoé manh binh thuong.

DPanh gia tai cac thoi diém (sau 1h, 24h, 48h va 72h), trén ca 03 tho, tai cac vung da
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dat gac tim mau thir cling nhu ving da dat gac tam nudce cat déu khdng co biéu hién
phl né hay kich tng gay ban do. Piém kich ang da trung binh trén ca 03 thé déu bang
0.

Nhu vay, dung dich XOA BOP GS-TVB khong gay kich ung da trong thir nghiém

danh gia trén da thd theo quy dinh cua Bo y té [76] va theo OECD, 2015 [77].

Hinh 3.1: Mgt sé hinh anh nghién cueu tinh Kich #ng da trén tho cua dung
dich XOA BOP GS-TVB
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3.2. TAC DUNG GIAM PAU, CHONG VIEM CUA DUNG DICH XOA
BOP GS-TVB.
3.2.1. Két qua danh gia tac dung giam dau.
3.2.1.1. Két qua ddinh gid tic dung giam dau trén chudt cong tring gy dau than kinh
ngoai vi bang thit day kinh toa.
Két qua dugc trinh bay ¢ cac Bang 3.2; 3.3; 3.4
Bang 3.2: Thoi gian tré rat chan trong thir nghiém ngdm nwéc lanh
(n=10 ¢ mdi 16, (X + SD))

Thei gian tré rat chan (s)
L6 nghién ciu trong thir nghiém ngadm nwéc lanh

Ngay 0 Noay 7 Ngay 14 Ngay 21
L6 1 (ching PT) (1) 25,39+365 | 2602+337 | 2338+324 | 2558+273
L6 2 (mbd hinh) (2) 486+080 | 7,06+150 8,33+ 1,69 8,22 +0,60
Lo3(Voltagengel) (3) | 4774067 | 1233+167 | 1819+201 | 2118+231
L6 4 (GS-TVB) (4) 492+121 | 1289+185 | 1958+211 | 2213+1,73
P2341<0,01 | P2341<001 | pP2321<001 | p2321<0,01
Giatrip P342>0,05 P342< 0,01 P342< 0,01 P342< 0,01

04>005 | pes>005 | psa>005 | pas>005

Nhgn xét:

- So véi 16 1 (ching PT - khdng that day than kinh toa), cac 16 2, 3, 4 (c6 that
day than kinh toa) déu cd thoi gian tré rdt chan trong thir nghiém ngam nudéce lanh
giam c6 y nghia théng ké véi p < 0,01. That day than kinh toa gay kich thich dau than
kinh, 1am ngudng dau giam nén lam giam thoi gian tré rat chan khi gay kich thich
bang nudéc lanh.

- Tai thoi diém ngay 0 (trude diéu tri), thoi gian tré rat chan trong thir nghiém
ngam nudce lanh cua chudt ¢ 3 16 2, 3 va 4 1a nhu nhau (p > 0,05). Sau khi tién hanh
diéu tri bang Voltagen gel (16 3) va dung dich XOA BOP GS-TVB (16 4), & tat ca cac

thoi diém danh gia (7, 14 va 21 ngay), thoi gian tré rat chan trong thir nghiém ngam
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nuéc lanh cia 2 16 nay déu ting rd rét, co ¥ nghia thdng ké so vai 16 md hinh (16 2,
khéng diéu tri thudc) véi p < 0,01. Su tang thoi gian tré rdt chan ching té hiéu qua
trong tac dung giam dau.

- So sanh giira 16 dung Voltagen gel (16 3) va 16 ding dung dich XOA BOP GS-
TVB (16 4), thoi gian tré rat chan trong thir nghiém ngam nudéc lanh cua 2 16 khac biét
khéng c6 ¥ nghia théng ké (p > 0,05).

Bang 3.3: Thoi gian tré rat chan trong thi nghiém ngdm niréc nong
(n=10 ¢ mdi 16, (X + SD))

Thoi gian tré rit chan (s)
L6 nghién ciu trong thir nghiém ngam nwét nong

Ngay 0 Noay 7 Noay 14 Ngay 21
L6 1 (chieng PT) (1) 520+0,75 | 654+088 | 657+0,75 | 685+0,68
L62(md hinh) (2) 0,31x0,04 348+054 3,86£0,63 403+0,31
Lo3(Voltagengel) 3) | 029+005 | 486+067 | 538+069 | 581+082
L64(GS-TVB) (4) 032+006 | 491+084 | 546083 | 588+064
P2341<0,01 | P2341<001 | pP2341<001 | p2341<0,01
Giatrip psa2> 0,05 P342< 0,01 P342< 0,01 P342< 0,01
s >005 | pPsa>005 | pPea>005 | pas>005

Nhdn xét:

- So véi 16 1 (ching PT - khdng thét day than kinh toa), cac 16 2, 3, 4 (c6 that
day than kinh toa) déu c6 thoi gian tré rt chan trong thir nghiém ngam nuéc néng
giam co ¥ nghia thong ké véi p < 0,01. That day than kinh toa gay kich thich dau
than kinh, lam ngudng dau giam nén lam giam thoi gian tré rat chan khi gay kich
thich bang nudc nong.

- Tai thoi diém ngay 0 (trude diéu tri), thoi gian tré rat chan trong thir nghiém
ngam nudc néng cua chudt 316 2, 3 va 4 1a nhu nhau (p > 0,05). Sau khi tién hanh
diéu tri bang Voltagen gel (16 3) va dung dich XOA BOP GS-TVB (16 4), ¢ tat ca
c4c thoi diém danh gia (7, 14 va 21 ngay), thoi gian tré rat chan trong thir nghiém
ngim nudc nong cua 2 16 nay déu ting rd rét, ¢ y nghia théng ké so vai 16 md hinh
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(16 2, khong diéu tri thudc) véi p < 0,01. Su ting thoi gian tré rat chan ching to hiéu

qua trong tac dung giam dau.
- So sanh gitra 16 dung Voltagen gel (16 3) va 16 ding dung dich XOA BOP
GS-TVB (16 4), thoi gian tré rat chan trong thir nghiém ngdm nuéc néng cua 2 16
khac biét khong c6 ¥ nghia théng ké (p > 0,05).
Bang 3.4: Sé lan rat chan trong thi nghiém co vé

(n=10 ¢ mdi 16, (X + SD))

S6 1an rat chan trong thir nghiém co vé
L6 nghién ciu

Ngay 0 Ngay 7 Nogay 14 Ngay 21
L6 1 (ching PT) (1) 160+052 | 130048 | 190+032 | 120+042
L62 (mé hinh) (2) 1080+1,14 | 13904202 | 1310+202 | 12504097
L63 (Voltagengel) (3) | 1060+158 | 890+145 | 790+137 | 7302095
L6 4 (GS-TVB) (4) 10,30+ 2,16 830+134 750+£1,18 6,80 £1,03
P2341<0,01 | pP2321<001 | p2341<001 | p2341<0,01

Giatrip P342>0,05 P342< 0,01 P342< 0,01 P342< 0,01

ps4> 0,05 ps4> 0,05 ps4> 0,05 ps4>0,05

Nhdn xét:

- So véi 16 1 (chiang PT - khdng thét day than kinh toa), cac 16 2, 3, 4 (c6 that
day than kinh toa) déu c6 s lan rat chan trong thir nghiém co V& ting c6 ¥ nghia
thong ké vai p < 0,01. Thét day than kinh toa gy kich thich dau than kinh, 1am ting
cam giac dau dan dén tang sb 1an rdt chan trong thir nghiém co Vé.

- Tai thoi diém ngay 0 (trude diéu tri), s6 1an rat chan trong thir nghiém co vé
cta chudt & 316 2, 3 va 4 1a nhu nhau (p > 0,05). Sau khi tién hanh diéu tri bang
Voltagen gel (16 3) va dung dich XOA BOP GS-TVB (16 4), & tat ca cac thoi diém
danh gia (7, 14 va 21 ngay), s6 1an rat chan trong thir nghiém co vé cua 2 16 nay déu
giam rd rét, co y nghia thong ké so véi 16 mé hinh (16 2, khong diéu tri thudc) véi p
< 0,01. Su giam s6 lan rat chan trong thir nghiém co vé ching to hiéu qua trong tac
dung giam dau.
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- So sanh gitra 16 dung Voltagen gel (16 3) va 16 ding dung dich XOA BOP
GS-TVB (16 4), s6 1an sé 1an rat chan trong thir nghiém co vé cua 2 16 khac biét khdng
cO y nghia
3.2.1.2. Két qud dénh gid tdc dung giam dau tgi t6 chirc viém (Randall-Selitto Test)

Két qua dugc trinh bay ¢ bang 3.5.

Bang 3.5: Nguong dau cua to chirc viém cap ban chan chugt

(n =10 ¢ mdi 16).

Nguwéng dau tai cac thoi diém danh gia (g)
Lo thi . , , ,
30 phut 60 phut 90 phut 120 phut
nghiém pau pau pa pau
Mean % Mean % Mean % Mean %
+SD | tang | £ SD tang | £SD | tang | £SD tang
Mohinh | 423 +| 441 | | 436 | | 416 )
1) 1,16 1,06 +0,94 +0,95
Tham chiéu | 5,15 + 5,93 + 5,42 5,26
@) 0.61 21,85 0,92 34,49 £ 0,58 24,23 £ 0,71 26,41
3,22 23,53 6,06+ 37,55 3,05 29,71 3,33 28,02
GS-TVB @) 0,76 ’ 1,11 ’ 0,79 ’ 0,72 ’
P2,3-1 p2,3-1< 0,05 p23-1< 0,01
P3-2 > 0,05 > 0,05
Nhgn xét:

Tai thoi diém sau 30 phut st dung thudc tai chd, ¢ 16 dung dung dich XOA
BOP GS-TVB ciing nhu 16 ding voltaren gel déu di thé hién tac dung giam dau, 1am
ting ngudng dau so v4i 16 md hinh (p < 0,05). Tac dung giam dau thé hién rd nhat &
thoi diém sau 60 phat dung thubc, ngudng dau ting so vé6i 16 md hinh véi p < 0,01
va ty 1¢é % tang ngudng dau so véi 16 mo hinh ¢ cac 16 dung GS-TVB va voltaren gel
|an Tuot 12 37,55% va 34,49.

Tai thoi diém sau 90 phat va 120 phut dung thubce, tac dung giam dau cua thudc

van duogc duy tri véi ngudng dau ting so véi 16 chung (p < 0,01). O tat ca cac thoi
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diém do, gié tri cua ty 1& % ting ngudng dau so voi 16 mé hinh & 16 dung GS-TVB va
16 dung voltaren gel 1a twong duwong (p > 0,05).

3.2.2. Tac dung chong viém

3.2.2.1. Tdc dung chéng viém cdp dung dich XOA BOP GS-TVB trén mé hinh gay phu
chén chudt cong bing carrageenin.

Tac dung chong viém cap dugc danh gia trén mo hinh gay phii chan chudt cong
bang carragenan. Sau khi tiém carragenan, tit ca cac chudt déu xuat hién phu ban chan
15. Ty 18 % tang thé tich ban chan chudt & cac thoi diém sau gdy viém phu cip bang
carrageenan trén chudt cong trang dugc trinh bay & bang 3.6.

Két qua trinh bay ¢ cac bang 3.6 va 3.7

Bang 3.6: Anh hueng ciia XOA BOP GS-TVB t6i % tang thé tich ban chan chugt ¢

cac thoi diém sau gay viém (n = 10 ¢ mdi 16, (X + SD))

% ting thé tich ban chin chudt & cac thoi diém sau giy viém
Lo nghién ciu 2h 4h 6h 24h
sau gy viem | sau gy viém sau giy viem sau giy viém
Mo hinh (1) | 49,55+ 12,50 | 56,39 £ 10,49 51,95 + 9,52 14,19 £ 6,61
Tham chiéu (2) | 32,26 + 10,30 | 32,99 + 6,76 31,63 + 8,49 7,92 + 3,07
GSTVB (3) 30,30 +6,53 | 32,57 5,72 30,65 +6,24 7,80 £+ 3,05
P2,3-1 <0,01 <0,01 <0,01 < 0,05
P2-3 > 0,05 > 0,05 > 0,05 > 0,05
Nhdn xét:

- Sau gay phu viém bang tiém carrageenan vao gan ban chan chudt, chan chudt

phul to rd rét va mirc dd phu to nhét tai thoi diém sau gay viém phu 4 gio va tai thoi

diém sau gdy viém phu 6 gid do thdy giam dan.

- So v6i 16 mé hinh (gay phu, khong dung thude), ty 1& % ting thé tich ban chan

chudt cia 16 ding dung dich XOA BOP GS-TVB va 16 tham chiéu dung voltaren gel
déu giam 16 v&i p < 0,01. GS -TVB thé hién 16 tic dung chong viém trén mo hinh

gay phl viém chan chudt cong bang carragenan.
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- So véi 16 tham chiéu ding voltaren gel, % ting thé tich ban chan chudt & 16
dung dung dich XOA BOP GS-TVB khong c6 su khac biét c6 y nghia thong ké (p-
3>0,05).

* Ty 1& % e ché phu viém cdp ban chan chudt cia 16 dung dung dich XOA
BOP GS-TVB va 16 dung voltaren gel so véi 16 mé hinh thoi diém sau gy viém bang

carrageenan trén chudt cong tring duoc trinh bay ¢ Biéu do 3.1, Bang 3.7.
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mGS-TVB ®Tham chiéu ®Ching

Biéu d6 3.1: Ty 1é % ikc ché (1%) phii viém cdp ban chdn chudt
Nhdn xét:

Tai cac thoi diém 2 gio, 4 gid, 6 gid va 24 gid sau gy phu viém, 16 chiung (16 1-
khong gay mé hinh phu viém) c6 ty 18 % trc ché (1%) phu viém cip ban chan chudt 14
khong d6i, gia tri 1% 1a bang 0. L6 ching khong gy phu viém ban chan chudt, khong
dung ché pham diéu tri nén khong thé hién tac dung trc ché phu viém. L6 dung dung
dich XOA BOP GS-TVB ciing nhu 16 dung voltagen gel déu thé hién tic dung trc ché
phiviém 18, ty 18 % e ché phi viém cép ban chan chudt ciia 16 ding dung dich XOA
BOP GS-TVB va 16 diing voltaren gel so véi 16 mé hinh thoi diém sau gy viém bang
carrageenan trén chudt cong tring déu ting dan tai cac thoi diém danh gia. Tai thoi

diém 2 gio ty 1& % tc ché ban chan chudt cia 16 dung dung dich XOA BOP GS-TVB
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(16 3) va 16 tham chiéu ding Voltaren gel 1an luot 1 38,85% va 34,88%, ty 1& % uc
ché ban chan chudt danh gia tai thoi diém 24 gid 1an luot 1a 44,19% va 45,01%. So
sanh ty 18 % e ché phu viém giira 16 ding dung dich xoa bop GS-TVB véi 16 dung
voltagen gel khong thiy co sy khac biét c6 ¥ nghia théng ké (p > 0,05).

Bang 3.7: So sanh ty 1é % uc ché (1%) phi viém cdp ban chan chugt

e aeR Ty 1& % trc ché phui viém ciAp ban chan chudt (I%)
Thoi diém sau
Av ohil ,

s4y Pt Lo GSTVB Lo tham chiéu P
Sau 2 gio 38,85 34,88

Sau 4 gid 42,24 41,50

Sau 6 gid 41,00 39,13 > 0,05
Sau 24 gio 44,19 45,01

X +£SD 41,57 + 2,24 40,13 £ 4,25

Nhdn xét:

Tai cac thoi diém 2 gid, 4 gid, 6 gid va 24 gid sau gdy phu viém, 16 dung dung
dich xoa bop GS-TVB ciing nhu 16 diing voltagen gel déu thé hién tac dung trc ché phu
viém rd. Trung binh ty 1& % e ché phu viém & 16 ding dung dich xoa bop GS-TVB va
voltagen gel 1an luot 14 41,57 % va 40,13 %. So sanh ty 18 % trc ché phu viém giita 16
dung dung dich xoa bop GS-TVB véi 16 dung voltagen gel khong thay c6 su khac biét
¢6 ¥ nghia théng ké (p > 0,05).
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3.2.2.2. Tdc dung chéng viém man ciia dung dich XOA BOP GS-TVB trén m6 hinh gay
viém béng td chit Freund hoan chinh.

Két qua duoc trinh bay & cac bang 3.8; 3.9; 3.10; 3.11; 3.12; 3.13

DPuong kinh khép ¢b chan cua chudt nghién cau tac dung diéu tri viem khép
danh gi4 tai thoi diém 7 ngay, 14 ngay,21 ngay va 28 ngay duoc trinh bay & cac Bang
3.8;3.9; 3.10; 3.11

Bang 3.8: So sdnh % tang dwong kinh khdép cé chan phdi chudt ngay 7 va ngay 0
(n =10 ¢ mai 16, (X + SD))

L6 chuot Puong kinh khép c6 chan tiém ta chat gay viém (mm)
Trudc gay viém Sau 7 ngay
Ching (1) 6,79 £ 0,42 6,84 £ 0,41
M©6 hinh (2) 6,85 + 0,45 8,21+0,38
Tham chiéu (3) 6,75 + 0,43 7,62 + 0,44
GS-TVB (4) 6,72 £ 0,49 7,64 £0,48
P21 > 0,05 < 0,001
P34-2 > 0,05 <0,01
P43 > 0,05 > 0,05
Nhgn xét:

Sau gay viém bang ta chat, duong kinh c6 chan phai chudt ¢ 16 mé hinh ting
cao rd rét so véi ¢ 16 ching, khac biét c6 ¥ nghia théng ké véi p < 0,001.

So vai 16 mé hinh (16 2), tai thoi diém 7 ngay sau gay viém, duong kinh ¢6 chan
phai chudt ¢ 16 GS-TVB va o 16 tham chiéu(Id 3 dung Betamethasone) giam c6 y
nghia théng ké véi p < 0,01. Cac két qua trén cho thay mau thir ¢6 tac dung tét khi sir
dung diéu tri viém khép trén mé hinh dong vat thuc nghiém, 1am giam ré duong kinh
chan chudt gay viém bang ta chat Freund.
So sanh giira 16 dung GS- TVB va 16 tham chiéu dung Betamethasone cho thay duong
kinh khép ¢6 chan chudt ¢ 2 16 nay tai thoi diém 7 ngay sau gay viém la twong duong
(p > 0,05).
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Bang 3.9: So sdnh % tang dwong kinh khép cé chan phdi chugt ngay 14 va ngay 0
(n =10 ¢ mdi 16, (X + SD))

L6 chuot Puong kinh khép ¢6 chan tiém ta chat gay viém (mm)
Trudc gay viém Sau 14 ngay
Ching (1) 6,79 0,42 6,78 + 0,42
M6 hinh (2) 6,85+ 0,45 8,42 £ 0,35
Tham chiéu (3) 6,75 % 0,43 7,76 0,44
GS-TVB (4) 6,72 + 0,49 7,78+ 0,31
P21 > 0,05 < 0,001
P34-2 > 0,05 <0,01
Pa-3 > 0,05 > 0,05
Nhdn xét:

Sau gay viém bang ta chat, duong kinh cb chan phai chudt ¢ 16 mé hinh ting
cao rd rét so véi ¢ 16 ching, khac biét c6 ¥ nghia théng ké véi p < 0,001.

So v6i 16 md hinh (16 2), tai thoi diém 14 ngay sau gy viém, duong kinh co
chan phai chuot ¢ 16 GS-TVB va & 16 tham chiéu(l6 3 dung Betamethasone) giam c6
¥y nghia thong ké vai p < 0,01. Cac két qua trén cho thay mau thir c6 tac dung tot khi
sir dung diéu tri viem khép trén mo hinh dong vat thyc nghiém, lam giam rd duong
kinh chan chudt gay viém bang ta chat Freund.

So sanh giira 16 dung GS- TVB va 16 tham chiéu dung Betamethasone cho thay duong
kinh khop ¢b chan chudt ¢ 2 16 nay tai thoi diém 14 ngay sau gay viém la tuong
duong (p > 0,05).
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Bang 3.10: So sanh % tang dwong kinh khép cé chan phdi chugt ngay 21 va ngay 0
(n =10 ¢ mdi 16, (X + SD))

L6 chuot Puong kinh khép ¢6 chan tiém ta chat gay viém (mm)
Trudc gay viém Sau 21 ngay
Ching (1) 6,79 0,42 6,90 % 0,43
M6 hinh (2) 6,85 £ 0,45 7.92£0,45
Tham chiéu (3) 6,75 % 0,43 7.42+0,53
GS-TVB (4) 6,72 = 0,49 7,39 % 0,44
P21 > 0,05 < 0,001
P34-2 > 0,05 <0,01
Pa-3 > 0,05 > 0,05
Nhdn xét:

Sau gay viém bang ta chat, duong kinh cb chan phai chudt ¢ 16 mé hinh ting
cao rd rét so véi ¢ 16 ching, khac biét c6 ¥ nghia théng ké véi p < 0,001.

So v6i 16 md hinh (16 2), tai thoi diém 21 ngay sau gy viém, duong kinh co
chan phai chuot ¢ 16 GS-TVB va & 16 tham chiéu(l6 3 dung Betamethasone) giam c6
¥y nghia thong ké vai p < 0,01. Cac két qua trén cho thay mau thir c6 tac dung tot khi
sir dung diéu tri viem khép trén mo hinh dong vat thyc nghiém, lam giam rd duong
kinh chan chudt gay viém bang ta chat Freund.

So sanh giira 16 dung GS- TVB va 16 tham chiéu dung Betamethasone cho thay duong
kinh khop ¢b chan chudt ¢ 2 16 nay tai thoi diém 21 ngay sau gay viém la tuong
duong (p > 0,05).
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Bang 3.11: So sdnh % tang dwong kinh khép cé chan phdai chugt ngay 28 va ngay 0
(n =10 ¢ mai 16, (X + SD))

L6 chuot Puong kinh khép ¢6 chan tiém ta chat gay viém (mm)
Trudc gay viém Sau 28 ngay
Ching (1) 6,79 0,42 6,92 + 0,44
M6 hinh (2) 6,85 £ 0,45 7,85 0,62
Tham chiéu (3) 6,75 % 0,43 7,05+ 0,43
GS-TVB (4) 6,72 = 0,49 7,06 % 0,44
P21 > 0,05 < 0,001
P34-2 > 0,05 <0,01
Pa-3 > 0,05 > 0,05
Nhdn xét:

Sau gay viém bang ta chat, duong kinh cb chan phai chudt ¢ 16 mé hinh ting
cao rd rét so véi ¢ 16 ching, khac biét c6 ¥ nghia théng ké véi p < 0,001.

So v6i 16 md hinh (16 2), tai thoi diém 28 ngay sau gy viém, duong kinh ¢o
chan phai chuot ¢ 16 GS-TVB va & 16 tham chiéu(l6 3 dung Betamethasone) giam c6
¥y nghia thong ké vai p < 0,01. Cac két qua trén cho thay mau thir c6 tac dung tot khi
sir dung diéu tri viem khép trén mo hinh dong vat thyc nghiém, lam giam rd duong
kinh chan chudt gay viém bang ta chat Freund.

So sanh giira 16 dung GS- TVB va 16 tham chiéu dung Betamethasone cho thay duong
kinh khop ¢b chan chudt ¢ 2 16 nay tai thoi diém 28 ngay sau gay viém la tuong
duong (p > 0,05).
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Bang 3.12: Anh huéng cia mau thir téi ty 1é % tang dwong kinh khép cé chan chugt

¢ C&c thoi diém sau gay viém (n = 10 ¢ mai 16, (X + SD))

% tang dudng kinh khép b chan chuot

S & cac thoi diém sau gay viem
Céc 16 thi nghiém

Sau 7 ngay (b)|Sau 14 ngay (c)iSau 21 ngay (d)| Sau 28 ngay
(e)

Chting (1)| 0,82+0,27 | 1,24+058 | 1,67+0,58 |1,91+0,57

M@0 hinh (2) 120,21 £5,93 | 23,33+6,00 | 15,89 +4,54 | 10,66 + 5,47

Tham chiéu | (3) | 13,06 +6,02 | 1507+4,99 | 9,95+3,40 |4,51+ 1,68

GSTVB (4) 113,82+592 | 16,08 +5,02 | 10,15+3,81 | 5,10+ 2,36

P2-1 < 0,001 < 0,001 < 0,001 < 0,001

P3,4-2 <0,05 <0,01 <0,01 <0,01

Pa-3 > 0,05 > 0,05 > 0,05 > 0,05
Nhdn xét:

So véi 16 chang, ty 18 % tiang duong kinh khép ¢b chan chudt ¢ 16 mé hinh
tang cao rd rét, khac biét co y nghia théng ké vai p < 0,001,

So vai 16 md hinh, tai cac thoi diém sau gay viém, ty Ié % ting duong kinh
khép ¢ chan chudt ¢ 16 GS-TVB va & 16 tham chiéu giam c6 ¥ nghia thong ké (p <
0,05 tai thoi diém sau 7 ngay va p < 0,01 tai cac thoi diém sau 14, 21 va 28 ngay).
Cac két qua trén cho thay mau thtr c6 tac dung tét khi sir dung diéu tri viém khép trén
moé hinh dong vat thuc nghiém, 1am giam rd duong kinh chan chudt gay viém bang
ta chat Freund.

So sanh gitra 16 dung GS -TVB va 16 tham chiéu dung Betamethasone cho thy
ty 16 % tang dudng kinh khép b chan chudt ¢ 2 16 nay tai cac thoi diém do 14 twong
duong (p > 0,05).



Bang 3.13: Ty 1é % uic ché (1%) viém khép cé chan chugt.
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Thoi diém sau gay Ty 1& % wc ché viém khép ¢6 chan chudt (1%)
viem L6 GS TVB L6 tham chidu p
Sau 7 ngay 31,64 35,38
Sau 14 ngay 31,09 35,43
Sau 21 ngay 36,16 37,38 >0,05
Sau 28 ngay 52,13 57,67
(X + SD) 37,76 £ 9,85 41,47 +10,84

Nhén xét:

Tai cac thoi diém sau 7 ngay, 14 ngay, 21 ngay va 28 ngay sau gay viém, cac 16
ding GS-TVB ciing nhu 16 tham chiéu dung Betamethasone déu thé hién tac dung tc
ché phu viém rd. Trung binh ty 1& % tc ché phu viém ¢ 16 dung GS-TVB 1a 37,76 +

9,85 va & 16 tham chiéu dung Betamethasone la 41,47 + 10,84. So sanh gitta 2 16

khong c6 su khac biét ¢ ¥ nghia thong ké (p > 0,05).
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Chuong 4
BAN LUAN

4.1. BAN LUAN VE TiNH KiCH UNG DA CUA DUNG DICH XOA BOP
GS-TVB.

Dung dich XOA BOP GS-TVB la ché pham dung theo co ché thim thau thudc
qua da, nén can duoc danh gia vé tinh kich tng da khi dung tai chd. Kha ning gay
kich ung da cua dung dich XOA BOP GS-TVB duoc thiét ké va tién hanh danh gia
trén da tho theo huéng din cua Bo y té [74] va theo OECD, 2015 [75].

Kha ning gy kich tng da cua XOA BOP GS-TVB duoc tién hanh biang cach
tam liéu 0.5ml mau thtr hoac dung méi 1én miéng gac khéng gay kich ¢ng c6 kich
thugc 2.5cm x 2.5cm véi do day thich hop rdi dap 18n da the. C6 dinh miéng gac bang
bing dinh khong giy kich rng 24 gid. Sau do bo gac va biang dinh, 1am sach mau thi
con lai trén da bang nudc cat. Quan sat va ghi diém phan tng trén chd da dit chat the
& cé4c thoi diém sau 1am sach chat thir 1 gio-24 gio- 48 gid va 72 gid cho thay trang
thai cua ca 03 tho sau 72 gio danh gia déu khoe manh binh thuong. Panh gia va tinh
diém céac chi s vé ban do hay kich g tai cac thoi diém (sau 1h, 24h, 48h, 72h) trén
ca 03 tho, tai cac ving da dat gac tam 0.5ml mau thir hay da dat gac tam 0.5ml nudc
cat ghi nhan duoc ¢ Bang 3.1 déu khong cé biéu hién kich tmg ban do hay phu né.
Diém kich ang da trung binh trén 03 tho déu bang 0.

Dung dich XOA BOP GS-TVB khéng gay kich ung da va dugc phép sir dung
ngoai da theo quy dinh ciia B Y té [74] va theo OECD, 2015 [75].

Mic di tinh dau 1a thanh phan chinh cua Qué (mat thanh phan vi thudc trong
ché pham nghién ctu) duoc bao céo 1a gay kich ang da va cé thé gay di ung duoc
tong hop va thong ké tong quan vé dugc chat hda hoc cua Qué qua nghién ctu cia
Chu Lin Zhang va cac cong su: “Nim 2002, ¢ bao cao rang mot bénh nhan nam 47
tudi bi sung va ngtra & ca hai tay va mat sau khi cham vao vo qué hap trong 1 gio,
trong khi hai ngudi khac trong cung nhom thi binh thuong. Sau khi tach ra, tiém tinh

mach 10 ml canxi gluconat 10% va 20 ml glucose 50% trong 3 ngay, va tinh trang
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sung tay dan giam. Nam 2005, 1an dau tién cd bao céo rang viéc sir dung ban tim tinh
dau V6 qué ¢ thé gay ra bénh viém da dang cham va bong nudc lan rong” [54] nhung
budc dau danh gia vé tinh an toan trén da, cu thé 1a dung dich XOA BOP GS-TVB
khong gay kich wng da trén tho. Chiét xuat Ethanol Bja Lién ciing dugc nghién ciu
danh gia vé tinh kich ung da trén tho trong mot nghién ctu cua Indah Suasani
Wahyuni va c&c cong su (2024) cho thiy Chiét xuit ethanol cua Dia lién da duoc
chang minh 12 an toan vi ang dung cta no trén da lung cua tho tring duc trong 72 gio
khong giy ban d6 va phi né (Tong diém kich @ng da Draize tai mi diém = 0 va chi
s6 kich wng chinh = 0, twong ty nhu d6i ching) [82].

Mot s6 cac ché pham dung ngoai diéu tri dau va viém trong bénh 1y co xuong
khép cau thanh tir cac vi thuée YHCT duoc nghién ctru danh gia kha niang gay kich
g da cho két qua kha quan va duoc phép dung trén da véi mtc do kich tng da &
ngudng cho phép. Nam 2016, Pinh Thi Lam tién hanh nghién ctu vé kha ning gay
kich ttng da cua cao xoa Bach Xa (thanh phan gdm Noc rin hé mang, tinh dau Bac
ha, tinh dau Qué,...) trén da tho, cao xoa Bach xa gay kich (tng & mirc d6 nhe va vira
[44], trong thanh phan 2 ché pham cao xoa bach xa va dung dich XOA BOP GS-TVB
déu co chiét xuat tir Qué, nhung két qua danh gia cho thay ché pham XOA BOP GS-
TVB (Qué nhuc, Dia lién, Thién nién kién, t& moc, nhii hwong, ethanol, nudc) an toan
hon khi dung trén da. Nhom nghién ciru Nguyén Tién Chung va cac cong su (2021),
budc dau danh gia vé kha nang gay kich tng da cia bot thude dap HV (thanh phan
gom Qué chi, Dia lién, Ngai ctru) trén thuc nghiém cho thay: Bot thude dap HV khong
gay kich @ng da trén tho [45], déu ¢ chung thanh phan vi thudc 12 Qué va Pia lién
két hop vaoi mot s vi thude khac nhau, & dang ché pham dung ngoai khéac nhau song
Bot thude dap HV va dung dich XOA BOP GS-TVB lai ¢6 két qua twong dong la
khong gay kich tng trén da tho véi diém kich ang déu bang 0.


https://pubmed.ncbi.nlm.nih.gov/?term=Wahyuni+IS&cauthor_id=39224366
https://pubmed.ncbi.nlm.nih.gov/?term=Wahyuni+IS&cauthor_id=39224366
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4.2. BAN LUAN VE TAC DUNG GIAM PAU, CHONG VIEM CUA
DUNG DICH XOA BOP GS-TVB.

4.2.1. Tac dung giam dau ciia dung dich XOA BOP GS-TVB.

Dung dich XOA BOP GS-TVB la ché pham dung ngoai da huéng téi muc dich
hd trg diéu tri dau trong bénh Iy co xuwong khop: giam dau nhic xuwong khép té bi
chan tay, giam dau moi vai, lung, gay.

Diéu tri giam dau trong cac bénh co xwong khép tai Viet Nam cha yéu sir dung
thudc giam dau bac 1 va 2 dua vao so d6 chi dinh thudc giam dau theo khuyén cao
cia WHO. Thudc bac 1 1a cac thudc chéng viém khdng steroid liéu thap [83]. Nhém
nghién ctru ching t6i hudng téi nghién ciru vé tac dung giam dau cia XOA BOP GS-
TVB va so sanh danh gia tac dung giam dau ctia ché pham véi céc thudc giam dau
chdng viém khéng steroid (giam dau theo co ché ngoai bién). Vi thé, tac dung giam
dau cua ché pham dung dich XOA BOP GS-TVB duoc tién hanh danh gia dya trén
mo hinh gy dau than kinh ngoai vi & chudt céng trang bang that day kinh toa [76] c6
chinh sira dé phi hop hon va mé hinh danh gia tac dung giam dau tai t6 chtrc viém
(Randall-Selitto Test) [77] trong d6, st dung Diclofenac, bi¢t dugc Voltaren dang
emugel bdi ngoai da 1% 6ng 20g cua hdng Novartis, Thuy Sy lam tham chiéu.
Voltaren Emulgel 1a mot thuéc chdng viém khong steroid dang boi duoc chi dinh
diéu tri cac ton thuong ngoai da [84] nén mé hinh nay danh gia duoc tac dung giam
dau tai cho.

Tac dung gidm dau trén chugt cong tring gay dau than Kinh ngogi vi bang that
day kinh tea.

That day than kinh héng gidng véi bénh than kinh ¢ nguoi do chan thuong diy
than kinh ngoai bién, véi mot sé bao ton chic ning cua sy chi phdi than kinh (ket
hozdc chén ép day than kinh). M6 hinh nay 12 mét trong nhitng mé hinh dugc sir dung
phd bién nhat vi n6 dang tin cdy va dé tai tao [85]. Nghién ciru tAc dung giam dau trén
chuot cong trang gay dau than kinh ngoai vi bang that day than kinh toa ciia dung
dich XOA BOP GS-TVB dugc ghi nhan théng qua cac thir nghiém danh gia ngudng

dau ¢ chan phai chuot caa 4 16 tai cac thoi diém 0, 7, 14 va 21 ngay diéu tri.
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% Thar nghiém ngdm nuréc lanh va thir nghiém ngdam nueée nong lién quan dén thu cam
thé dau nhan kich thich bang nhiét.

That day than kinh toa gy kich thich dau than kinh, 1am ngudng dau giam nén
lam giam thoi gian tré rat chan khi gay kich thich bang nudc lanh hay kich thich bang
nuéc nong. Két qua ghi nhan cho thay: Tai thoi diém ngay 0 (trudce diéu tri), thoi gian
tré rGt chan trong thir nghiém ngam nudc lanh caa chudt ¢ 3 16 2, 3 va 4 1a nhu nhau
(p > 0,05). Sau khi tién hanh diéu tri bang Voltagen gel (16 3) va dung dich xoa bop
GS-TVB (16 4), ¢ tat ca cac thoi diem danh gia (7, 14 va 21 ngay), thoi gian tré rit
chan trong thir nghiém ngam nuéc lanh, ngdm nudc ndng cua 2 16 nay déu ting rd
rét, ching to ¢ yéu tb tac dong 1am ting ngudng chiu dung dau & chudt co ¥ nghia
thng ké so vai 16 mé hinh (16 2, khong diéu tri thudc) vai p < 0,01. Su tang thoi gian
tré rGt chan chiing to Voltaren Emulgel (diclofenac) va XOA BOP GS-TVB c6 hiéu
qua tac dung giam dau la tuong tu.

% Thit nghiém co Vé dé ddanh gia phan irng dau véi nguedng dau thap khi cé kich
thich co hoc.

Bai kiém tra hanh vi “co v&” duoc sir dung dé kham pha cac phan tmg dong doi
véi kich thich co hoc. Phan (ng véi co vé da dugc mé ta la chimg dau co vi chudt
binh thuong khéng bao gio rut lui khoi kich thich nay. Két qua nghién ctiru ghi nhan:
tai thoi diém ngay 0 (trudc diéu tri), sé 1an rGt chan trong thir nghiém co vé cua chuot
& 31062, 3 va 4 1a nhu nhau (p > 0,05). Sau khi tién hanh diéu tri bang Voltagen gel
(16 3) va dung dich XOA BOP GS-TVB (16 4), ¢ tat ca cac thoi diém danh gia (7, 14
va 21 ngay), s6 lan rat chan trong thir nghiém co vé cua 2 16 nay déu giam rd rét, co
¥ nghia thong ké so v4i 16 mé hinh (16 2, khong diéu tri thudc 6 sb lan rat chan ting
trong cac thoi diém danh gia ) véi p < 0,01. Su giam s6 lan rat chan trong thir nghiém
co V& chirng to hiéu qua trong tac dung giam dau vi thit day than kinh toa gay kich
thich dau than kinh, 1am ting cam giac dau din dén ting s6 lan rdt chan trong thir
nghiém co V&, khi s 1an rit chan giam, chiing t6 ¢d yéu té tic dong lam ting ngudng
cam nhan dau cta chuét, chudt chiu duoc ngudng kich thich co hoc cao hon nén sb

lan rat chan cling giam di.
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Tén thuong than kinh ngoai bién gay ra con dau than kinh dai ding dic trung
boi dau ty phat, di cam va ting cam. That day than kinh toa duoc bao céo 1a gay ra
chang di cam lanh cung bén, ting cam nhiét va ton thuong oxy hoéa & day than kinh
hdng. Su nhay cam cua cac day than kinh hudng tdm chinh dwoc cho 1a mét trong
nhitng co ché lién quan dén tac dong tang cam [76]. Tang cam giac dau do nhiét, lanh
va dau co hoc twong tu da duoc quan st thiy ¢ nhitng dong vat cé y nghia sau ngay
thir 7, sau gdy dau bang that day than kinh toa. Dung dich XOA BOP GS-TVB cii
thién ngudng dau va lam giam tang cam giac dau do nhiét, lanh va dau co cho thay
tiém ning diéu tri ctia n6 d6i voi cc trang thai bénh 1y dau than kinh ngoai vi.

Tac dung gidm dau tai t6 chic viem (Randall-Selitto Test).

Pau va viém c6 mdi lién hé tac dong qua lai. Khi dau, co thé thdng qua cac tac
nhan gy dau kich thich céc té bao tai chd giai phong ra céc chat trung gian hda hoc
nhu céc kinin (bradykinin, serotonin, histamin), mot s6 prostaglandin, chat P [23]...
Cac chat trung gian nay s& tac dong Ién thu cam thé nhan cam dau lam khir cuc cac
thu cam thé nay va gy ra cam giac dau. Cac chat trung gian hoa hoc nay c6 vai tro
quan trong trong phan ung viém (gay gidn mach, tang tinh thim mao mach, va gay
dau); va dong thoi cac histamin, leucotrien, prostaglandin, cac kinin ciing 1a cac chat
trung gian hda hoc cua qua trinh viém. Qué trinh viém khi hinh thanh dich ri viém
qua nhiéu s& gay chén ép md va céc to chirc xung quanh va gay dau [23], [25]. Vi thé
mo hinh gay phl viém cap bang cach tiém hon dich Carrageenin c6 thé duoc sir dung
dé danh gia tac dung giam dau ctia mot thude.

Dua vao két qua nghién ctru & Bang 3.5 cho thay: Tai thoi diém sau 30 phit st
dung thude tai chd, & 16 dung dung dich XOA BOP GS-TVB cling nhu 16 dung
voltaren gel déu da thé hién tic dung giam dau, lam ting ngudng dau so véi 16 mo
hinh (p < 0,05). Tac dung giam dau thé hién rd nhat ¢ thoi diém sau 60 phut ding
thudc, ngudng dau ting so véi 16 mé hinh véi p < 0,01 va ty 1& % ting ngudng dau
so v6i 16 mo hinh & cac 16 diung GS-TVB va voltaren gel lan luot 13 37,55% va
34,49%. Tai thoi diém sau 90 phat va 120 phat dung thude, tic dung giam dau cua

thudc van duoc duy tri véi ngudng dau ting so véi 16 ching (p < 0,01). O tat ca cac
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thoi diém do, gia tri cua ty 18 % ting ngudng dau so v6i 16 mo hinh & 16 dung GS-
TVB va 16 dung voltaren gel 1a trong duong (p > 0,05).

Ché pham dung dich XOA BOP GS-TVB c6 tac dung giam dau theo mo hinh
danh gia tic dung giam dau tai to chirc viém (Randall-Selitto Test) thé hién & kha
nang kéo dai thoi gian phan ing dau khi dung tac nhan co hoc tac dong vao gan ban
chan chuot.

4.2.2. Tac dung chong viém ciia dung dich XOA BOP GS-TVB.

Pénh gia tac dung chéng viém cua XOA BOP GS-TVB duogc nghién ctu trén
2 mo hinh danh gia tic dung chéng viém cip va danh gia tic dung chéng viém man .

Tac dung chéng viém cdp dung dich XOA BOP GS-TVB trén mé hinh gay
phu chan chudt céng bang carrageenin.

Céac md hinh dong vat vé tinh trang viém duoc sir dung dé danh gia qua trinh
san xuat cac chat trung gian gay viém tai cac vj tri viém, cac dic tinh chdng viém cua
cac tac nhan nhu thudc chéng viém khdng steroid (NSAID) va hiéu qua caa cac hop
chat giam dau duoc cho 1a c6 thé dao nguoc tinh trang qua man cam ¢ da. Tiém dudi
da carrageenan sé& gay ra tinh trang viém tai chd, duoc biéu hién bang 5 dau hiéu
chinh: qua man cam, do, sung, néng va mat chic ning [79]. M6 hinh sir dung
carrageenan lam chit kich tmg dé gay ra tinh trang viém tam thoi. Phi né (sung), qua
man cam véi kich thich c6 hai (ting dau), hoic nhay cam vaéi kich thich khong c6 hai
(di cam) c6 thé duoc str dung dé danh gié tinh trang viém & mé hinh déng vat, do d6
cung cap nhiéu phuong phap dé theo ddi phan mg viém va dao nguoc hoic ngin
ngtra c4c phan tng nay bang cac hop chat chéng viém, chang han nhu NSAID. Tac
dung trc ché phu dugc biéu thi bang % giam mirc d6 ting thé tich ban chan chudt
ching minh duoc tic dung chong viém cap trong mo hinh nghién ctru.

Theo két qua nghién ctru, sau gay phu viém bing tiém carrageenan vao gan ban
chan chuot, chan chudt phu to rd rét va mirc d6 phu to nhat tai thoi diém sau gay viém
phu 4 gid, tai thoi diém sau gdy viém phu 6 gior do thiy giam dan. So véi 16 mé hinh
(gay phui, khong dung thudc), ty 1& % tang thé tich ban chan chudt ciia 16 ding dung
dich XOA BOP GS-TVB va |8 tham chiéu dung voltaren gel déu giam rd voip < 0,01.
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GS -TVB thé hién r5 tic dung chdng viém trén mé hinh giy phu viém chan chudt
cdng bang carragenan.

Két qua bang 3.7 cho thiy: Ty 1& % trc ché phil viém cap ban chan chudt cia 16
ding dung dich XOA BOP GS-TVB va 16 dung voltaren gel so v6i 16 mé hinh thoi
diém sau gay viém bang carrageenan trén chudt cng tring tai cac thoi diém 2 gio, 4
gi0, 6 gio va 24 gio sau gdy phu viém, 16 ding dung dich XOA BOP GS-TVB ciing
nhu 16 dung Voltagen gel déu thé hién tac dung @rc ché phu viém rd. Trung binh ty 1& %
trc ché phu viém ¢ 16 ding dung dich xoa bop GS-TVB va voltagen gel 1an luot 13 41,57 %
va 40,13 %. So sanh ty 1& % trc ché phu viém gitra 16 ding dung dich XOA BOP GS-
TVB véi 16 dung Voltagen gel khong thiy co su khac biét c6 y nghia thong ké (p > 0,05).

Dung dich XOA BOP GS-TVB c¢6 tac dung chong viém cép trén mé hinh gay phi
chan chudt bang carrageenin.

Tac dung chéng viém mgn cia dung dich XOA BOP GS-TVB trén mé hinh gay
viém bang ta chat Freund hoan chinh.

Mo hinh gay viém khép bang ta chat Freund hoan chinh dua trén mot hoi ching
duogc coi 13 gan giii hon viém khop dang thip so v6i moi thir nghiém khac, duoc dung
dé danh gia vé tac dung chdng viém khép. Viém khép do ta dugc hoan chinh Freund
(CFA) gy ra la mot mo hinh thuong dugc sir dung ¢ chuét. Viéc tiém CFA dudi da
xung quanh khép chay- ¢6 chan cua chuét cng trang cung cap mot mé hinh hitu ich
dé nghién citu cac hanh vi cam giac dau do viém gy ra. Tinh trang ting dau man tinh
duoc gay ra ¢ chudt bang cach tiém ta dugc Freund hoan chinh (CFA) vao gan ban
chan sau chudt céng dan dén tinh trang viém nhin thay duoc ¢ ving khap chay-co
chan (co chan). Nhiing thay ddi vé thoi gian dap tng véi kich thich gay hai & nhitng
viing xung quanh khép bi viém twong tu nhu nhitng thay doi duoc quan séat thay &
c4c chi khong bi viém, cho thay rang nhimng thay d6i vé do nhay cam véi kich thich
gay hai khéng chi don thuan 13 két qua cua tinh trang ting nhay cam tai chd cia mo
bi viém ma con c6 thé 1a do nhiing thay doi vé cam gidc dau & mirc do hé than kinh
trung wong. Khi tinh trang viém mén tinh gay ra & khép ¢ chan cua chudt duoc danh
gia bang cac ky thuat md hoc va hinh thai, nguoi ta thay rang tinh trang nay cé cing

dic diém nhu di mé ta trong giai doan dau cua viém khép do CFA gay ra & chudt.
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Sy twong dong giita phan tng véi CFA ¢ chudt cdng va chudt nhit cho thay rang tiém
CFA & chudt c6 thé 1a mot mé hinh hitu ich cho nghién ciu vé chirng dau méan tinh ¢
chuét ciing nhu & chudt céng [86].

Betamethasone la mét glucocorticoid tong hop (thudc chdng viém steroid) co
tac dung trong diéu tri cac bénh ly vé: viém khop dang thap, viém bao hoat dich cap
va ban cip, viém mom 16i cu, viém bao gan cap khéng dic hiéu, viém co, viém md
X0, viém gin, viém khop vay nén,... Thudc ciing d& hap thu khi dung tai chd. Khi
boi, dac biét néu bang kin hoic khi da bi rach hoac khi thut tric trang, cé thé c6 mot
luong betamethasone duoc hap thu du gay tac dung toan than [13], [84], duoc ding
lam thudc tham chiéu trong thiét ké md hinh nghién cau véi XOA BOP GS-TVB.
Két qua ghi nhan & Bang 3.8, Bang 3.9, Bang 3.10, Bang 3.11, Bang 3.12, Bang 3.13
cho thiy: Tai cac thoi diém sau 7 ngay, 14 ngay, 21 ngay va 28 ngay sau gay viém,
c4c 16 dung GS-TVB ciing nhu 16 tham chiéu dung Betamethasone déu thé hién tac
dung ¢ ché phu viém rd. Trung binh ty I& % wc ché phi viém ¢ 16 dung GS-TVB la
37,76 + 9,85 va & 16 tham chiéu dung Betamethasone la 41,47 = 10,84. So sanh gitra
2 16 khdng c6 su khac biét c6 ¥ nghia thdng ké (p > 0,05).

Ché pham dung dich XOA BOP GS-TVB ¢ tac dung chéng viém khép theo
mo hinh gay viém man bang ta chat Freund hoan chinh ( CFA).

4.2.3. Ban vé ché phaim XOA BOP GS-TVB.

Dung dich XOA BOP GS-TVB trong thanh phan hop chat gom céac vi thuéc
Qué nhuc, Dia lién, Thién nién kién, T6 moc, Nhii hwong, Ethanol va nudc, ché pham
dung ngoai c6 tac dung hé tro giam dau nhirc xuwong khdp, té bi chan tay, giam dau
moi vai, lung, gay.

Theo YHCT, vi thuéc Qué nhuc cé cong dung tro duong tan han, chi théng,
hoat huyét thong kinh [12], [13], [55] @ng dung trong diéu tri dau xuong khép do
phong, han thap, can than hu gay ra. C6 nhiéu nghién ciru dugc Iy hién dai phét hién
thay trong tinh dau chiét xuat tir Qué c6 tac dung chng viém va giam dau gép phan
cung c6 gia thuyét vé tac dung giam dau caa XOA BOP GS-TVB. Téc dung giam
dau cua Qué duoc danh gia bang cach sir dung cic mé hinh dau quin do axit axetic

cho thay tinh dau Qué 1am giam s6 lan quan dau mang bung do axit axetic gay ra;
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M6 hinh co cimg co bung do oxytocin cho két qua: giam sé 1an quan quai bung do
oxytocin gay ra va cac thur nghiém dau rod rang do formalin va ta dugc Freund hoan
chinh (CFA): uc ché hanh vi giat chan va liém do CFA gay ra. Nghién ctu tac dung
cua chiét xuat Qué ddi véi cudong do dau di voi kich thich co hoc (ting dau co hoc)
sau khi dung carrageenan bang cach str dung phién ban dién tir cua cac soi von Frey:
trc ché chung tang dau co hoc do carrageenan gay ra va phil chan. Danh gia hoat dong
chéng viém dya trén phi né ban chan do carrageenan & chudt, né ciing lam giam nong
do cytokine (TNF-a va IL-1B), NO va PGE2 trong mo6 da chan chuot do carrageenan
gay ra [87]. Hon nita, phan tich Western blot cho thay biéu hién COX-2 va iNOS
trong md da chan chudt giam dang ké. Nhiing két qua nay chitng minh rang tinh dau
tir Qué c6 dic tinh giam dau theo co ché giam dau ngoai Vi, twong dong céac thudc
chéng viém khong steroid khi tac dong 1én hé COX-2 gay wc ché san sinh cac chat
trung gian hoa hoc nhu PG, Bradykinin,...la nguyén nhan gay ra dau nguyén phat
hoac tha phét, ngoai ra tinh dau qué cé tac dung chéng viém cap, chdng viém man va
tac dung &c ché 1én trung khu than kinh, tdc dung an than va chéng co giat,... [54],
[87], cung cb viéc sir dung nd trong y hoc dan gian.

Vi thudc Pja lién vi cay tinh 4m, c6 cong nang 6n trung tan han, trir thap tranh
ué, ngam ruou ding ngoai co tac dung tan han, théng kinh mach, dung dé chira cac
ching dau moi sung té xuong khép do phong thap ty gay ra [12], [13], [14], [55].
Céc nghién cau duoc ly ghi nhan dia lién ¢6 tac dung giam dau, chong viém, ké dén
nhu: Pia lién c6 nhiéu thanh phan héa hoc cua tinh dau d& bay hoi duoc chiét xuit tur
than ré. Nam 2008, Ridtidi va cac cong su nghién cau hoat dong giam dau & chuot
nhit va chudt cdng bang cach sir dung axit axetic gay dau quan, formalin, mam néng
( Hot plate) va thtr nghiém vay duoéi ( tail-flick). Chiét xuat & liéu thir nghiém 50, 100
va 200 mg/kg, 3 ching minh rd rang hoat dong giam dau trong tat ca cac thir nghiém.
Hoat dong nay phu thudc vao liéu luong va thoi gian. Chiét xuat duoc ding ¢ liéu
200 mg/kg, dich chiét Pia lién co tac dung giam dau manh hon aspirin (100 mg/kg,
po) nhung yéu hon morphin (5 mg/kg, sc). Naloxone (2 mg/kg, ip) di xoa bo tac dung
giam dau cua ca morphine (5 mg/kg, sc) va chiét xuat (200 mg/kg,po) theo cach tuong

tu. Chiét xuat methanol cua dia lién da chirng minh rd rét tac dung giam dau ¢ dong
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vat thi nghiém. Céc co ché giam dau dudng nhu 13 cac tic dung trung gian ngoai vi,
co ché tac dung trung wong va céac thy thé opioid c6 thé c6 lién quan [88]. Tac dung
chéng viém chiét xuat Ethanol Pia lién théng qua co ché tc ché biéu hién cua COX-
2 va NF-kappaB-p65 [82], chiét xuit ete ddu mé cua Dia lién c6 hiéu qua ngin chin
su tién trién cua tinh trang viém cap tinh va man tinh & chudt bang cach uc ché su
tham nhiém bach cau trung tinh [57], hon nira chiét xuat ethanol dia lién ciing anh
huong dén biéu hién cia COX-2, TNF-a, IL-6 va IL-1 trong md hinh chuét bi viém
khép [89] cho thay tiém ning va co ché tc dung cua dia lién trong diéu tri dau va
viém.

Thién nién kién vi cay ding, tinh 4m c6 céng nang khu phong trir thap, bd gan
cdt, chi thong va tiéu viém dung chita cac chung phong han thap kinh lac, xuong
khop lam dau, nhiic moi, té, sung cac khép xwong, gan mach. Ung dung lam sang
ding ngoai, Thién nién kién con dugc dung gid tuoi ngdm rugu dé xoa bop ngoai
chira céc chting phong thap, té bai, dau moi xwong khop [12], [13], [14], [55]. Cong
dung diéu tri dau va viém trong bénh 1y co xwong khép caia Thién nién kién 1a khdng
thé phu nhan, cac nghién ctu, danh gia vé thanh phan hoéa hoc va tac dung dugc Iy
cua Thién nién kién vé tac dung giam dau chong viém la khdng nhiéu. Nam 2019,
trong mot phan tich Yang, Jun Li va cac cong su két luan: Thién nién kién c6 chira
19 sesquiterpenoid (1-19) véi nhiéu b khung vong cacbon khac nhau bao gom
isodaucane (2, 8 va 9), guaiane (3), eudesmane (4 va 10-15), oppositane (5, 16 va 17)
va aromadendrane (18 va 19). Céu tric cta cac hop chat mgi, Homalomenin AE (1-
5), da duge xac dinh bang nhiéu dir liéu quang pho khac nhau. Hop chat 1 s& hitu bo
khung sesquiterpenoid hiém va hop chat 5 dai dién cho vi du dau tién cua
sesquiterpenoid 1,4-oxa-oppositane. Cac phan lap nay da dugc dénh gia vé tac dung
tc ché caa chung d6i véi mRNA COX-2, biéu hién protein COX-2 va san xuat
prostaglandin E2 (PGE2) trong té bao Raw264.7, chitng minh rang cac hop chit 5,
18, 19 cho thay hoat dong chong viém manh mé bang céch wc ché biéu hién COX-2
do lipopolysaccharide (LPS) gay ra va san xuit PGE2 theo cach phu thudc vao liéu
luong [60]. Nam 2014, Triéu Tiéu va cong sy nghién ciru két luan: ba sesquiterpenoid

isodaucane méi ciing dugc xac dinh va phan lap cho thay hoat dong cua chiing chéng
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lai san xuat oxit nito (NO) do lipopolysaccharide (LPS) gay ra trong té bao RAW
264.7 va cho thiy tac dung uc ché san xuat NO — mét trong nhitng chét trung gian
hoa hoc trong qué trinh viém [61]. Nhiing nghién ciu trén cho thdy Thién nién kién
cd thé co tac dung giam dau theo co ché ngoai bién lién quan mat thiét dén tc ché
qua trinh viém va co ché chong viém.

T6 mac vi man, ngot tinh binh thuéc nhém thudce hoat huyét c6 cong ning hanh
huyét khir @, tiéu viém chi thdng, tan phong hoa huyét, thong lac chu tri cac ching
huyét o, sung dau do sang thwong [12], [13], [14], [55]. YHHD nghién ctu thir
nghiém in vitro déi véi bay hop chét tir chiét xuat methanol caa T6 moc c6 tac dung
trc ché cac chat trung gian hoa hoc cua ching viém bang cach sir dung dong té bao
J774.1: brazilin (1), sappanchalcone (2), protosappanin A (3), protosappanin B (4),
protosappanin C (5), protosappanin D (6) va protosappanin E (7). Cac hop chat d6 da
dugc danh gia vé tac dung wc ché cua chung d6i véi san xuat nitric oxide (NO) va
prostaglandin E-2) (PGE-2) va tac dung &c ché caa chang ddi véi biéu hien mRNA
cua yéu tb hoai tir khéi u alpha (TNF-alpha), interleukin-6 (IL-6), cyclooxygenase-2
(COX-2) va nitric oxide synthase cam ung (iNOS). Két qua 13, nhém nghién ciru da
lam r6 rang 1 tc ché san xuat NO va hau nhu khong ¢ ché PGE-2. Nguoc lai, 2, 6
va 7 tc ché ca san xuat NO va PGE-2 va tc ché biéu hien mRNA caa TNF-alpha, IL-
6, COX-2 va iINOS. Mét cudc kiém tra phii né ban chan chudt do carrageenin gay ra
cho thay chiét xuat methanol T6 moc chira cac hop chat hoat dong khéac ngoai 1, thanh
phan chinh trong dich chiét td moc 1 c6 tac dung chng viém [16], [19], [62], [63],
[90], [91]. Ngoai ra, nhdm nghién ciru, Vuong Du Chi, Tén Thoi Kh&dm va céc cong
sir (2011) di tién hanh nghién ciru tac dung chdng viém khop va kham pha co ché
tiém tang T6 moc ddi véi bénh viém khép do collagen (CIA) & chudt, mét md hinh
dong vat mac bénh viém khép dang thap. Két qua cho thay chiét xuat T6 moc 1am
giam dang keé tinh trang viém khop do collagen va lam giam nong do IL-1p, IL-6,
TNF-o va PGE2 trong huyét thanh va biéu hién COX-2 va yéu t6 phién ma NF-«xB
p65 trong sun ban chan cua chuot CIA. EHCS (3,6g/kg) gay doc tinh nhe vai gan va
giam can [91]. Nhitng nghién ctu trén 1a bang chang khoa hoc vé tac dung giam dau,

chéng viém cua vi thuéc Td moc.



65

Nhii hwong theo YHCT 1a mét vi thude thudc nhém hoat huyét manh, vi cay,
dang, tinh 4m. Tac dung hoat huyét thu can, hanh khi ,chi thong ,sinh co, tiéu sung,
dung chira céc ching can lac bat hoa, chan tay co rit, han thap nhiét té dau. Nhii
huong con dung dé chita cac chieng huyét & nghén, khi tré, huyét & do dung dép, sang
thuong, ngay ca mun nhot, 16 ngta ciing duoc ang dung vao diéu tri [12], [13], [14],
[55]. Tac dung dugc Iy YHHD cua Nhil huwong vé diéu tri dau va viém dugc nhiéu
tac gia nghién ctiru va chang minh, ké dén nhu: Nam 2007, Moussaieff va cong su
chang minh chiét xuat acetone dang nudc cua nhil huong 1am giam dang ké diém s6
viém khép, giam phi né ban chan va han ché biéu hién caa TNF- « va IL- 18, qua do
dat duoc hiéu qua chdng viém [69]. Banno va cong su (2006) thuc hién md hinh viém
do 12-O-Tetradecanoylphorbol-13-acetate(TPA) gay ra ¢ chuot ICR cai khdng cé
mam bénh cu thé, cho thay hoat dong chéng viém cua axit triterpene —thuoc vé acid
boswellic phan hoa tan trong H20 va phan hoa tan trong EtOAc lan luot cho thay tac
dung chdng viém manh nhat va yéu nhét trong nhém [93]. Nam 2008 Moussaieff va
cong su chi ra thanh phan Incensole acetate (IA) 1am giam viém do LPS gay ra & té
bao u than kinh dém C6 ¢ chudt va té bao don nhin ngoai bién ¢ nguoi théng qua
két qua 100 x mol/L IA, trc ché su biéu hién cia IL-1b vd mRNA TNF- a, tc ché
hoat hoa va mitc mRNA ciia NF- x B trong té biao don nhan mau ngoai vi ctia nguoi
va té bao u than kinh dém C6 [68]. Yoshikawa va cong su (2009) két luan: Muoi hai
hop chat dugc phan Iap tir nhit huong gdm ba monoterpen mai, olibanumol A (1), B
(2) va C (3), va ba triterpen méi, olibanumol H (4), | (5) va J (6) &c ché san xuat NO
trong dai thuc bao phic mac chudt dugc kich hoat bang lipopolysaccharide [94].
Nam 2011, Siemoneit U va cong su thuc hién cac md hinh phi né ban chan chuét do
carrageenan gay ra va viém mang phoi ¢ chudt cong di duoc st dung dé chitng minh
hiéu qua ciia acid boswellic (1 thanh phan chinh cua nhii huong) da xac dinh trong
co thé séng c6 kha nang we ché thuan nghich qua trinh chuyén ddi prostaglandin (PG)
H2 thanh PGE2, duoc trung gian boi mPGES-1. Bén canh d6, trong té bao A549, axit
boswellic han ché qua trinh tao ra PGE2 va trong toan bo mau nguoi, axit 4 -boswellic
lam giam qua trinh sinh tong hop PGE2 do LPS gay ra. Axit  -boswellic (1 mg/kg)

cd thé tc ché tinh trang viém mang phoi ¢ chudt, kém theo viéc giam nong d6 PGE2
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va ciing c6 thé 1am giam phu né ban chan & chuét [67]. Ngoai ra, a-Pinene, linalool
va 1-octanol trong chiét xuat con Nhii huong gdp phan vao hoat dong chong viém va
giam dau tai chd cua nhii huong bang cach @c ché sy tham nhiém viém do kich tng
gy dau va su biéu bién qua mirc cia COX-2 gay ra boi md hinh phu tai do xylene
gay ra va md hinh ban chan sau bi viém do formalin ¢ chuot Con Minh [95] da duoc
nhém nghién ciru Ly Tiéu Quan va cac cong su thuc hién nam 2016... Qua cac nghién
Clru ctu trén chimg minh duoc tac dung giam dau va chdng viém cia Nhii huong 1a
c0 CO sO.

Ethanol con cd tén goi khac 1a Etanol, ruou etylic, ancol etylic, ruou ngii c¢6c
[13], 1a thanh phan quan trong dong vai trd 1am dung méi hoa tan, dich chiét cac hop
chat, tinh dau,...cé trong duoc liéu. Theo YHCT, ruou vi cay, tinh am, dé thing tan
duoc nén ding nhu mot vi thude dan dé dan thude ra ngoai, thang khi, lai ¢d tinh 4m
nén tan duoc han thap, ting cuong hoat huyét, théng lac. Nong do ruou 30-45 d6 co
thé clng vai cac vi thude 1am thang ngdm dé udng trong nham bdi bd khi huyét, 6n
am trung tiéu, nang cao suc khoe. Mot s6 vi thude dé dat duoc hiéu qua diéu tri, bao
ché dem chich ruou dé thing tan khi thudc Ién trén ra ngoai [96],... dac biét, ruou
V6i ndng d6 cao hon cé thé dugce dung 1am rugu cdn xoa bop ngoai, diéu tri giam dau
xuong khép, viém, sung, sat khuan nén xét tir goc d6 YHHD hay YHCT thi ruou con
la mot thanh phan vé cling quan trong trong ché pham.

Nhitng din chang, cong trinh nghién ctru vé tac dung duoc ly cua cac vi thude
thanh phan cua dung dich XOA BOP GS-TVB ké trén Ia bing chang khoa hoc gop
phan khang dinh thém tac dung giam dau, chéng viém caa ché pham nghién ctu khi
diéu trj cac bénh 1y co xwong khop gay ra boi dau va viém 13 c6 co sd, co ché giam
dau va chdng viém 1a kho tach biét.

Tir goc 40 YHCT, ché pham XOA BOP GS-TVB c¢6 thé giam dugc dau va viém
trong bénh 1y co, xwong khép — “Chung ty” (xem xét dé phil hop véi muc tiéu nghién
ctru) chinh 1a nho su phdi ngii cac vi thude thanh phan dé dat duoc cong ning diéu
tri. Nguyén nhan dau (théng), va ty (dau, t&, sung, moi, nang...) chinh do sy bat théng
cua khi huyét kinh lac, tang phu. Nguyén tic diéu tri 1 noi nao bat théng it s& biéu

hién sy thong (tic 1a do cac nguyén nhan ngoai nhan: phong, han, thap va co thé c6
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nhiét, hoic ciing c6 thé do yéu tb sang thuong, dung dap, hoic dn udng khong lanh
manh, tinh chi that diéu, 1am anh huéng dén cong ning tang phu, luu thong khi
huyét,...), chung ta phai 1am cho khi huyét duoc tuan hanh, kinh lac dugc théng dat
(khi tré thi hanh khi thong tré, huyét & thi hoat huyét hoa @, han tré kinh mach thi én
théng kinh mach, khu phong, trir thap, tdn han, c6 nhiét thi thanh nhiét...)[33]. Vi
vay, céc vi thudc duoc lua chon phéi ngii trong ché pham gdm vi Qué nhuc, bia lién,
mdi vi 5g. Qué nhuc thuéc nhém thude khu han, ¢é tac dung on duong khi, khu han
chi théng 1a chu dugc, khi thuéc am néng, tro gitip dugc khi duong, bd dugc hoa chan
nguyén gitp chan duong ctia co thé viing manh, Dia lién 1a vi thubc dan gian co tac
dung 1am 4m ty vi, giam dau, hanh khi, trir dom, tan han, tiéu thuc va trir thap cing
Thién nién kién 2g tan han khu phong trir thap, chi thdng, cudong can cét 1am than.
Qué nhyc manh dwong khi ¢ trong, cing Pia lién, Thién nién kién tan dugc phong,
han, thap ty bén ngoai, lai 6n am duoc trung tiéu, phdi hop trong ngoai lam chinh khi
co thé manh 1én, lai thong duoc khi co kinh lac rat hay. Ba vi trén phéi ngii cing T6
mdc, va Nhii hwong 13 hai vi thuéc thuoc nhém hoat huyét. T6 mac tinh binh, vira
hoat dugc huyét vira khir duoc o tré, chita duoc ung nhot huyét tu tim lai, trir duoc
nhitng tén thuong ung tic gay dau cung voi Nhii hwong vira hoat huyét vira hanh khi,
vira c0 tac dung thu can, chi théng 1am ta. Ruou tan, tan, am, khi lai nhe c6 thé hanh
dugc khi, 6n thong dugc Kinh lac cung nudc [am hoa hoan lai khi néng cia ruou, 6n
am duoc kinh, thong hanh duoc lac mach ma khi nhiét lai khéng qua manh, khi tir d6
khong bi nhiét 1am tan di, khi duoc hanh, huyét nho d6 duoc thic day luu théng, vay
nén ruou va nudc co cong dung bo tro cac vi thude chinh diéu tri va dan cac vi thudc
la sir. Do d6, ché pham dung dich XOA BOP GS-TVB c¢6 cong dung: hanh khi hoat
huyét, chi thong, thu can, thong lac, dung ngoai hd tro diéu tri chitng dau, moi, &,
sung,... cua bénh 1y co xuong khap.

Theo YHCT, dau va viém trong bénh 1y co xwong khap rat rong Ién, chiang Ty
la céc chung dau & nhuc, cdt, bi (nhu dau khép, dau lung, dau vai gay,dau day than
kinh toa,...) do kinh mach bé tic gay ra. Nguyén nhan gay bénh thuong do ta khi
(phong, han, thap, nhiét) nhan lic chinh khi suy yéu, tau Iy s hé thira co xAm nhap

gay tac tro tuan hanh cua khi huyét trong kinh mach ma gay bénh (ta khi thuc) hoic
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do chinh khi hu suy, khi huyét kém khong nudi dudng duge can co, kinh mach, khdng
chéng lai dugc ta khi xam nhap gay bénh. Piéu tri chitng Ty can chan doan duoc
nguyén nhan, nén két hop cac phuong phéap dung thudc va phwong phap khong dung
thudc nhu thudc udng trong, va thudc bdi ngoai phdi hop cham ciru, xoa bép bim
huyét, khi cong dudng sinh,...dé dat hiéu qua diéu trj tét nhat. Ché pham XOA BOP
GS-TVB la mot san pham dung ngoai, cong ning cac vi thudc cha yéu dé hanh khi
hoat huyét, chi thong, thu can, théng lac (hay n6i cach khac, san pham dung dé hd trg
diéu tri Ching Ty & ngoai biéu do kinh mach bé tac gay ra la chinh). Truong hop Ty
chang (do ngoai ta phong, han, thap, nhiét) két hop véi hu ching (thuong do Can,
Than hu suy) gay ra, khi diéu tri can phéi hop diéu tri trong- ngoai: trir phong, han,
thap, nhiét ty bén ngoai 1a so truong cua ché pham nghién cau nhu da phan tich cong
dung cua ché pham & trén; Bo hu trong bénh 1y co xwong khdp lién quan dén diéu ly
chtrc nang hai tang Can Than, khi huyét trong co thé. Chiang Ty thuong biéu hién &
gan, cot, co nhuc dau nhirc, khép xwong khong loi déu 1a nhimg noi biéu hién cua
Can Than (Than cha cot, Can chu can, eo lung, dau géi lan luot 12 phii cua Than va
Can) do d6, bénh lau ngay tat 1am cho Can Than khuy ton. Cho nén, can phdi hop sir
dung XOA BOP GS-TVB véi phuong thang udng trong trong dung thuéc bé ich Can
Than, bd khi huyét, Can Than khoe manh, can cét rin chic, khi huyét luu thong thi
s& diéu trj dugc chung Ty va dat hiéu qua diéu tri cao hon.

Hién nay, ciing c6 kha nhiéu san pham duing ngoai hd tro diéu tri giam dau duoc
dura vao nghién ciru va danh gia vé tac dung giam dau trén thyc nghiém ciing nhu 1am
sang. Céc vi thuéc Qué nhuc, bia lién, Thién nién kién, Té Moc, Nhit Huong thuong
duoc phéi dung vai céc vi thude khéac nhau, & cac dang bao ché khac nhau nhung déu
huéng téi muyc dich hd tro diéu tri giam dau va viém gy ra bai cac bénh 1y co xuong
khop.

Nim 2021, nhom nghién ciru Nguyén Tién Chung, Nguyén Huy Cuong tién
hanh danh gié tac dung cia Cao dan Hoat lac HV trén bénh nhan thoéi hoa khép goi
[97]. Bai thudc Hoat lac HV bao gdm: Kinh gigi 10gram, Phong phong 10gram, Nhii
huong 10gram, Mot duge 10gram, Xuyén 6 10gram, Dia lién 20gram, Qué chi
10gram, Huyét giac 10gram. Str dung Cao dan Hoat lac HV két hop hdng ngoai tri
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lidu trong 21 ngay co tac cai thién mot sb triéu chimg trén bénh nhan thoai hoa khép
géi: giam 71,1% mirc d§ dau theo VAS, tang 28,4% tam van dong gép khép géi, tang
54,2% chirc niang khép gdi theo Lequesne. Tac dung ndy twong duong nhom chimg
st dung dién chdm va hong ngoai tri liéu Bai thuéc Hoat lac HV véi thanh phan:
Phong phong c¢6 tac dung khu phong, O dau tan han, thong kinh lac, trir han thap;
Nhii huong, Mdt dugc c6 tac dung hanh khi hoat huyét, thong kinh hoat lac; Qué chi,
Huyét gi4c; ca bai thudc c6 tac dung 6n kinh thong lac, hanh khi hoat huyét gitp
nguodi bénh giam dau, mém can co; nh d6 hdi phuc chirc nang van dong khdp. Cao
dan Hoat lac HV va dung dich XOA BOP GS-TVB c6 chung thanh phan vi thuéc Dia
lien, Nhii hwong phdi ngii cing mot sé thanh phan vi thudc khac nhau déu dem lai
hiéu qua diéu tri thuc tién gop phan chitng minh cho tac dung diéu tri giam dau va

viém cua vi thudc ciing nhu ché pham nghién cuu.

Nhom nghién ciu Tran Thu Phuong, Nguyén Tién Chung, Tran Vin Pha (2021)
danh gi4 tac dung giam dau vung co gay cua Thube dap HV ¢ bénh nhan thoai hoa
cot séng co. Thude dap HV co thanh phan vi thudc gom qué chi, dia lién, Ngai cuu.
Két qua nghién ctru cho thdy mirc d6 dau cua tit ca 75 bénh nhan (nhém NC va nhém
DC) déu dugc cai thién theo thoi gian diéu tri, mic dau tai thoi diém sau giam hon
thoi diém trude c6 ¥ nghia thdng ké (p<0,05). Pic biét hon, mic do dau ctia nhom
NC giam nhanh hon so véi nhém PC ¢ cung thoi diém danh gia (p<0,05). Thube dip
HV khi diéu tri dau ving c6 gay & bénh nhan thoai hoa cot sdng ¢ c6 thé di thuc day
tac dung giam dau cho cac bénh nhan sém hon so véi chi diéu tri bﬁng dién cham va
x0a bop bam huyét [48]. Cung nim 2021 L& Thi Kim Dung, Nguyén Thi Hau danh
gia két qua cua “Bot thude ddp HV” trong diéu tri hoi ching cd vai canh tay do thoéi
hoa cot song o6 [49]. Thude dap HV dong thoi cling duoc tién hanh nghién ciu tac
dung diéu tri trong mot nghién ciru trén ngudi bénh thoai hda khap gbi nguyén phét
cta nhom nghién ctiru Lé Thi Kim Dung, Poan Thanh Thuy (2021) [98]. C4c nghién
ctru déu cho thay bot Thude dap HV ¢6 hiéu qua giam dau, viém gy ra boi cac bénh

1y co xuong khop.
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Nim 2023, Nguyén Thi Minh Thu, Phan Truong Vii va cac cong sy nghién ciru
danh gia tinh kich Gmg da tho va tac dung giam dau cta Xit C6t théng Tué Tinh trén
chudt nhat tring. Panh gia tac dung giam dau trung wong trén mo hinh gay dau bang
phuong phap mam nong( hot plate) va tac dung giam dau ngoai vi trén mo hinh gay
dau bang phuong phap ré kim. Lo ching dwong xit SalonpasJet Spray va 2 16 con lai
dung Xit Cot thong Tué Tinh. Két qua: voi lidu 1,0 ml bdi trén da tho dién tich 2,5
cm x 2,5 cm, mau thir khéng gay viém, ban do hay phu né da tho. Véi lidu 0,36 ml,
mau thir c6 tac dung kéo dai thoi gian phan tng véi dau do nhiét (p < 0,001), 1am
ting c6 y nghia thong ké luc gy dau va thoi gian phan tmg voi dau do cham kim so
v6i trude khi dung thude (p<0,05 va p<0,01). Xit C6t thong Tué Tinh va hdn hop Xit
Cot thdng-ethanol 70° (1:1) thanh phan duoc chat gom: Dia lién 8g, Cti dom 1g, Thién
nién kién 8g, Qué chi 2g, Can khuong 2g, ethanol 70° khéng gy kich tng da tho,
dong thoi c6 ca tac dung giam dau trung uwong va giam dau ngoai vi & chudt nhat
trang voi lidu 0,36 ml/ngay [99]. Xay dung md hinh nghién cau tac dung giam dau
cua Xit Cét thong Tué Tinh cho thay ché pham c6 tac dung giam dau trung wong va
giam dau ngoai Vi trén dong vat thuc nghiém. Nghién ciru ché pham dung dich XOA
BOP GS-TVB dugc xay dung tap trung danh gia tic dung chdng viém va giam dau
hudng ti diéu tri dau va viém trong bénh 1y co xwong khdp. Méi quan hé dau va
viém trong bénh Iy co xuong khop 1a chudi phuc tap, trong d6 khong thé khong nhic
dén vai tro cua cac hop chat trung gian hoa hoc, dan truyén cam giac, thu cam thé
dau,... Bénh ly xuwong hoac khép thuong di kém vai su giai phdng cuc bo céc cytokine
gay Viém, c4c yéu té ting truang va chat dan truyén than kinh kich hoat va 1am nhay
cam céc day than kinh cam giac dan dén tin hiéu dau duoc khuéch dai. Dung dich
XOA BOP GS-TVB dugc ki vong cd tac dung tbt khi diéu trj dau lién quan dén viém,
vi thé nhém nghién ctu ching t6i chi xay dung mé hinh danh gia tic dung giam dau
ngoai vi ma khong danh gia tac dung giam dau trung wong. D4i chiéu sy twong dong
cac thanh phan vi thudc trong hai ché pham Xit C6t théng Tué Tinh va XOA BOP
GS-TVB déu co6 Dia lién, Thién nién kién, Qué ( Xit Cét théng Tué Tinh diung Qué
chi, GS-TVB dung Qué nhuc, tuy c6 sy khéc biét vé ham luong tinh dau va mot sb

hop chat nhung ca hai vi thuéc Qué chi va Qué nhuc déu da duoc cong b vé tac dung
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giam dau, chéng viém cua minh [54], [87]), trong d6 Xit C6t théng Tué Tinh cho két
quéa giam dau tot trén mo hinh danh gia tic dung giam dau bang phuwong phap mam
néng, ching t6i nhan thay rang, dung dich XOA BOP GS-TVB c6 thé c6 tac dung
giam dau trung wong. S& di nhu vay, tac dung duoc 1y cua cc vi thude thanh phan
nghién ctru da chirng minh: Nam 2008, Ridtidi va cac cong su trong mét nghién ciu
d3 cong bd: Chiét xuat methanol cua Dia lién c6 tac dung giam dau & dong vt thi
nghiém. Cac co ché giam dau dudng nhu 13 cac tac dung trung gian ngoai vi, co ché
tac dung trung wong va céac thu thé opioid co6 thé c6 lién quan [88]. Tuy nhién, van
kho khing dinh duoc gia dinh trén 13 dang do su phdi hop céc vi thuée, lidu luong,
dang bao ché, lidu dung trong cac ché pham nghién ciru 1a khac nhau, nhung déy ciing
mé ra mot huéng nghién cau tiép theo dé cd thé danh gia toan dién hon tac dung cua
dung dich XOA BOP GS-TVB.
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Chuong 5
KET LUAN

5.1 KET QUA PANH GIA KHA NANG GAY KiCH UNG DA

Dung dich XOA BOP GS-TVB khéng gay kich &ng da (véi diém kich ang bang 0)
trong thir nghiém danh gia trén tho theo quy dinh cia Bo y té (1999) va theo OECD
(2015).

5.2 KET QUA PANH GIA TAC DUNG GIAM PAU, CHONG VIEM

- Trén md hinh gay dau than kinh ngoai vi & chudt cdng trang bang that day kinh
toa, dung dich XOA BOP GS-TVB ¢4 tac dung giam dau thong qua cac chi tiéu 1am kéo
dai thoi gian tré rGt chan cia chudt ca trong thir nghiém ngam nudc lanh (cold water
immersion) va trong trong thir nghiém ngam nudc ndng (hot water immersion); lam giam
s6 1an rat chan trong thir nghiém “co v&” (“paint brush” test) tai cac thoi diém do sau 7, 14
va 21 ngay diéu tri (p < 0,01 so véi 16 mo hinh). Tac dung giam dau nay caa dung dich
XOA BOP GS-TVB tuong duong so véi thudc tham chiéu Voltagen gel.

- Trén mo hinh gy dau tai to chic viém (Randall-Selitto Test) & chudt cong trang,
dung dich XOA BOP GS-TVB ¢6 tac dung giam dau thong qua lam ting ngudng dau
caa to chac viém cap ban chan chudt tai cac thoi diém danh gia (p < 0,05 va p < 0,01 so
v6i 16 mo hinh). Tac dung giam dau nay cua dung dich XOA BOP GS-TVB tuong duong
s0 vai thude tham chiéu Voltagen gel.

- Trén md hinh gay phi viém ban chan chuét cong tring bang Carrageenan, dung
dich XOA BOP GS-TVB c6 tac dung chong pht viém céap, théng qua lam giam % ting
thé tich phir viém ban chan chugt (p < 0,05 va p < 0,01 so véi 16 md hinh). Trung binh
phan trim tc ché phi viém & 16 ding GS-TVB la 41,57 %, tuong dwong so véi 16
dung Voltaren gel (40,13%).

- Trén mo hinh gay viém khép bang ta chat Complete Freund's adjuvant & chuot
cbng trang, dung dich XOA BOP GS-TVB c6 tac dung chéng viém man théng qua 1am
giam % tang duong kinh khdp ¢6 chan chudt (p < 0,05 va p < 0,01 so véi 16 mé hinh).
Trung binh phan trdm ¢ ché viém ¢ 16 ding GS-TVB 14 37,76 %, twong dwong so vdi
16 dung Betamethasone (41,47%).
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KHUYEN NGHI

- Panh gia thém maot sé tac dung cua dung dich XOA BOP GS-TVB trén dong
vat thuc nghiém.
- banh gia tinh an toan va tac dung cua dung dich XOA BOP GS-TVB trén l1am

sang.
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PHULUC 1
TIEU CHUAN CO SO DUNG DICH XOA BOP GS-TVB

CONG TY DUQC PHAM VA THUONG MAI PHUONG DONG -(TNHH)
Dia chi sin xuat: TS 509, t& ban db s6 01, cum CN Hap Linh, Phuéng Hap
Linh, Thanh phé Bic Ninh, Tinh Bic Ninh, Viét Nam.

TIEU CHUAN CO SO

Dung dich xoa bop

(Model : GS-TVB)

Lin I thdng 03 nim 2023



TIEU CHUAN CO SO TRANG THIET BI Y TE

S6 TCCS:
CONG TY DUQC TCCS 02:2023/PD-
PHAM VA THUONG Dung dich xoa bép YHBD
MAI Pﬂgg]]:g)DON G- (Model : GS-TVB) C6 hiéu Iyc tir ngay ky
Lén ban hanh: lin |
1. YEU CAU KY THUAT
1.1. Thanh phén
STT Thanh phin Tiéu chufin
1 | Qué nhyc TCCS
2 | Pialién TCCS
3 | Thién nién kién TCCS
4 | T6 moc TCCS
5 | Nhit huong i TCCS
6 | Ethanol TCCS
7 | Nuée TCCS

1.2. Chét lwgng thanh phim:

1.2.1. Tinh chit: Dang dung dich, ¢6 mau va mii dic trung ciia san phém.

1.2.2. Thé tich : Thé tich cong bé + 10%
1.2.3. pH: 3,0-8,5

Gidi han nhiém khuén:

- Téng s6 vi sinh vat hiéu khi < 1000 CFU/ml

- Khéng c6 Staphylococcus aureus, Pseudomonas aeruginosa /0.1ml

1.2.4. Kim logi niing:
- Arsen khong qua 5 ppm
- Chi khong qua 20 ppm
- Thuy ngén khong qué 1 ppm
2. PHUONG PHAP THU'

2.1. Tinh chét: Kiém tra bing cim quan, ché phim phai dat yéu cau da néu.



2.2. Thé tich: Thir theo DDVN V, phu lyc 11.1 hodic phuong phép phong thi nghiém.
2.3. pH: Thir theo DDVN V, phu luc 6.2 hodc phuong phap phong thi nghiém.
2.4. Gi6i han nhiém khuén: Thir theo DDVN V. phu luc 13.6 hogc phuong phap phong
thi nghiém.
2.5. Kim loai niing: Thir theo DDVN V hoic theo phwong phép phong thi nghiém.
3. PONG GO, GHI NHAN, BAO QUAN
3.1. Béng géi: 10ml, 20ml, 30ml, 50ml, 70ml, 100ml, 150ml hoiic quy cach khac.
3.2. Nhan:

Nhin sin pham phi hop theo nghi dinh 43/2017/ND-CP ngay 01-06-2017 ctia Chinh phu
vé nhan hang hoa va cac viin ban hién hanh khac ciia nha nude.

3.3. Viin chuyén:
Trong qud trinh van chuyén dam béo an toan cho sin phém: khong rach, thing bao bi.
Xe vin chuyén ¢6 mui bat che muaning.

3.4. Bao quin: Noi khd réo, thodng mat, tranh 4nh néing truc tiép.

3.5 Han dimg: 36 thang ké tir ngay sin xuét.

Bée Ny,wgé? thing 03 nam 2023
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CONG HOA XA HOI CHU NGHIA VIET NAM
Dée Lip - Ty do - Hanh phac

BAN CONG BO PHU HOP TIEU CHUAN CO SO
S6 02/2023/BCB-YHBD
Tén 16 chire, ¢d nhan: CONG TY TNHH Y HQC BAN DIA VIET NAM
Pia chi: $& 166, dudng Tich Luong, 16 1, Phudmg Tich Luong. Thinb phd Thai Nguyén, Tinh
Thai Nguycn., Viét Nam.
CONG BO

San phim: Dung djch xoa bop
Chang loai/Ma san phim: GS-TVB
Phis hgp vai tiéu chuin co sa s6: TCCS 02:2023/PD-YHBD
San xudt i CONG TY DUQC PHAM VA THUGNG MAI PHUONG DONG -(INHIT)
Dia chi: TS 509, t&r ban dé s0 01, cum CN Hap Linh, Phudmg Hap Linh, Thianh phé Bic Ninh,
Tinh B¢ Ninh, Viét Nam.
Thong tin bo sung: Can cir ¢ong bd phit hop Tiéu chudn co so: Khoan 6, Diéu 26, Nghi dinh s6

98/2021/ND-CP ngy 08/11/2021 vé quan 1y trang thiét bi y 1& va Ludt Tiéu chudn va Quy
chuin k¥ thut.

Ching t6i cam két vi chiu trdch nhi¢m vé tinh pht hgp cisa San pham do minh kinh doanh.

Thai Nguyén, ngay 20 thang 03 nam 2023

Qudch Thj Minh Thng




PHU LUC 2
PHIEU KIEM NGHIEM VA CHUNG NHAN CHAT LUQNG TQC.

LIEN HIEP CAC HOI KHOA HOC VA KY THUAT vufsr NAM
A TRUNG TAM KIEM NGHIEM VA CHU'NG NHAN CHAT LUQNG TQC

GIAY CHOUNG NHAN

Chirng nhén hg théng quan ly chat lugng cho linh vurce thiét biy té chia

CONG TY DU'QC PHAM VA THUONG MAI
PHUONG PONG - (TNHH)

Bia chi va dia diém san xuét: TS 509, T ban do s6 01, Cum CN Hap Linh,
Phudng Hap Linh, Thanh phé Bac Ninh, Viét Nam

DBugc danh gia va phu hop véi cac yéu cau clia tigu chudn quéc t&

ISO 13485:2016

Cho linh vure: San xudt va kinh doanh:
Dung dich rira mdi, vé sinh mai, miéng; Kem m& va gel béi tran, vé sinh sinh duc nam, ni;
Kem, gel boi vé sinh da, niém mac; Dung dich thut thdo chéng téo bon;
Dung dich khi&r mui héi (chan, nach, da)

S6 gidy chirng nhdn :TQC.08.1199
Higu lyc chia gidy chirng nhdn : Tir 12/03/2020 dén 11/03/2023
Chi tiét tai quyét dinh s :1199/2020/QB-TQC
Ngay :12/03/2020
Ma truy xuét Dugc phép sir dung ddu chirng nhén TRUNG TRMJ(N&QN CHAT LUQGNGAQC
gidy chirng nhan ; //5 - 'GIA 1906
TQC.08.1199 1S/ Thune Tim
[ O KIEM NGHIEM v
E"iﬁm-. (\l CHUNG KHAK
P ) \\ = \CHAT LUONG TgZN
N\ % N N
= N/
CERTIFIED - No.: TQC.08.1199 s Y %
NGUYEN QUANG HUNG
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I_ * TQC CENTER FOR TESTING AND QUALITY CERTIFICATION

//’\
CERTIFICATE

Certify that the quality management system for medical devices of

PHUONG DONG PHARMACEUTICAL
AND TRADING COMPANY LIMITED

Address and manufacturing location: TS 509, Map sheet No.3,
Hap Linh Industrial Cluster, Hap Linh Ward, Bac Ninh City, Bac Ninh Province, Vietnam

Has been assessed and found to be in conformance with the requirements set forth by

ISO 13485:2016

For the following activities: Production and trade:
Nasal washing solution, nose and mouth cleaning solution; Grease cream and lubricant gel
for male and female genital hygiene; Cream, gel for cleaning skin and mucous membranes;
Anti-constipation solution; Deodorant solution (feet, armpits, skin)

Certificate no : TQC.08.1199
The validity of certificate : From 12/03/2020 to 11/03/2023
Details in decision no :11199/2020/QD-TQC
Signed date 112/03/2020
Retrieval information code Approved to bear certification mark TQC CENTER FOR TESTING
TQC.08.1199 AND QyALI_IY\CERTIFICATION
e
EieE O - “DiRECTOR
> 2 ///:: TRUNG TAM
P ) <t.'\f]' 1/ o[ KIEM MGHIEM v
EL = W Veraor \\ CHUXE Krdn
\>, CHAT LUONG T0C X
NG
CERTIFIED - No.: TQC.08.1199 N

NGUYEN QUANG HUNG




LIEN HIEP CAC HOL KH&KT VIET NAM CONG HOA XA HOI CHU NGHIA VIET NAM

. TRUNG TAM KIEM NGHIEM - ~ Hanh phiic

VA CHUNG NHAN CHAT LUGNG TQC s e il
—— N CuAT LUON

86: 119922020/QD-TQC Hé Noi, ngay 12 thang 03 nam 2020
QD-TQ 01, ngaj 8

QUYET PINH
vé viée cip gily chin nhéin h¢ thong quén ly chét lwgng
cho linh vure thiét bj y té phu hgp tiéu chuin 1SO 13485:2016

GIAM DOC TRUNG TAM KIEM NGHIEM VA CHUNG NHAN CHAT LUQGNG TQC
= Can clr Quyét dinh s6 1804/QD-LHI ngay 19/12/2017 cta Lién higp cac Hoi khoa hoc

va Ky thudt Viét Nam vé viée thanh 1ap Trung tam Kiém nghiém va chimg nhén chit lugng TQC;

= Can cir Gidy dang ky hoat dong Khoa hoc va Cong nghé s A-1861 ngay 08/01/2018 cia
Trung tim Kiém nghi¢m va chimg nhin chi luong TQC do By Khoa hoc va Cong nghé cap;

= Can cur Giay chimg nhin dang ky linh vye hoat dong ching nhan sé 338/ I'DC-HCHQ
ngdy 07/02/2018 vi so 1008/TDC-HCHQ ngay 18/04/2018 cia Téng cuc Tiéu chuin Do luong
Chat lwong trye thuge Bo Khoa hoc va Cong nghg;

= Can cir Bdo cdo thim xét ho so danh gid chimg nhén ngay 11/03/2020,

= Xeét de nghi cta Truéng phong Chimg nhén,

QUYET PINH
Di?:u 1. Cap Gidy ching nhan ‘sé TQC.08.1199 ngay 12 thing 03 nam 2020, chimg nhan
CONG TY DUQC PHAM VA THUONG MAI PHUONG PONG - (TNHH):
Dia chi vi dia diém san xudt: TS 509, To ban db s6 01, Cum CN Hap Linh,
Phudmg Hap Linh, Thanh phé Béc Ninh, Tinh Bic Ninh, Viét Nam.
Co Hé théng quan Iy chét luong cho linh vue thiét bi y 1é phtt hop tiéu chuin
ISO 13485:2016 v6i pham vi chimg nhén:
Sén xuét va kinh doanh: Dung dich rira miii, v¢ sinh miii, mi¢ng; Kem mo va gel
bdi trom, v¢ sinh sinh dyc nam, nir; Kem, gel boi vé sinh da, niém mac; Dung dich
thut thio chdng tio bén; Dung dich khir mui héi (chin, nich, da).
Diéu 2. CONG TY DUQC PHAM VA THUONG MAI PHUONG DONG - (TNHH)
dugc phép sir dung Gidy chimg nhan va dau pha hop tiéu chuin theo quy dinh cua TQC.

Diéu 3. Quyét dinh nay c6 hiéu lyc 03 niam ké tir ngay ky. Hé lhéng quan 1y chdt lwong
cho linh vyc thiét bj y ¢ cia CONG TY DUGC PHAM VA THUONG MAI
PHUONG DONG - (TNHH) dugc néu trong Dicu 1 chiu sy danh gid gidm sat dinh ky
khong qua 12 thang/lan, tuong tmg t6i thiéu 02 lan danh gid gidm sat trong 03 nim
gidy chimg nhan c6 hicu luc.

Noi nhn: TRUNG TAM KIEM NGH
- Nhu diéu 3; VA CHUNG NHANCHAT LUGNG TQC
-Luu VT. /s 7 ThUNG TiM

[ [ KIEM HGHIEM ¥
| S\ CHUNG widw

\\ = \CHiT Woke 1/37
\ \ \// . -
N2/ GIAMBOC

N

ot 7 (4
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PHU LUC 3
TOM TAT KY THUAT TRANG THIET BI Y TE SAN XUAT TRONG
NUOC

TAILIEU MO TA TOM TAT KY THUAT TRANG THIET B Y TE SAN XUAT
TRONG NUOC

Tén co so ding Ky luu hanh trang thiét biy @ (tén, dja chi);
CONG TY TNHH Y HOC BAN DIA VIET NAM

Dia chi: S& 166, duomg Tich Luong, 16 1, Phuimg Tich Luemg. Thanh phd Thai Nguyén, Tinh
Thai Nguvén, Viét Nam.,

Ngay 20 thang 03 nam 2023

TT Dé mye [ NGi dung
I [Tém tit chung vé trang thiét bi y té

I

M6 i 1dng quan | Tén san phém: Dung dich xoa bop
Chung loai/md san phim: GS-TVB
Cliu tgo: ;,om chai/lo duge ciu tao biinb. nhom, PE/PET. thiy tinh,

nhua hodc chit llcu khde ddp dmg cic tiéu chuin an toan theo quy
dinh cin B y €. Trong chai/ly ¢é chira dung dich.

Quy cich dong gbi: 10ml, 20ml. 30ml, 30ml, 70ml, 100ml, 150m!
hodc quy cich khic,

1.2 |Lich sur dua san Khéng co
ham ra thi trudmge

1.3 Muc dich sir dyng | Diing xoa bop ngodi da, giop hé wy gism dau nhie xuomg Khap. té bi
chan tay, gidm dau moi vai lung giy.

1.4 [Ihong tin cdp Khoéng ¢o
iphep luu hanh i
cde nuoe

1.5 |Céce thong tin quan| Khdng co
trong lién quan
Kén sir an toan/
hi¢u qua cha san
ham

11 | M i trang thiét bi y

MG 1 trang thiét | Tén san phim: Dung dich xoa bap
b v &

Tt

’4

1S

Chung loai/mi sin phim: GS-TVB

Céu tgo: gbm chaillo duge céiu o bing nham, PEPET. thay tinh,
nhyra hofic chiit li¢u khic dap (g cac tiéu chuan an todn theo quy
dinh cta Bo y t&. Trong chailo ¢6 chira dung djch.

Thanh phin:

Qué nhue, Dia lién, Thién nién kién, To mée, Nhit huong, Ethanol,
Nudc.




2.2

Hudng dan st
dung

Ciach dung:

Xit 1 lugng dung dich vira du vao chd dau, xoa bop ngoai da 3 pht.
Ngay ding 3 - 4 lan.

Doi twgng siv dung:

- Ngudi bi thodi hod ¢ot séng thit lung, dau nhire xwong khop, (€ bi
chan tay.

- Nguoi bi bong gin, trit khap. chiin thuong khap. cing co quia mirc
khi choi thé thao.

2.3 [Chéng chidinh |- Khong diing cho ngudi min cam véi bt ky thanh phin etia sin
pham,
- Khong dung cho vét thuong hd.
2.4 [Canh bdo va thin |- Doc k¥ huéng din sir dung trude khi dung
rong - Dé xa tim tay (ré em
2.5 |Cic tic dong bat | Khong c6
loi tiém an
2.6 [Phuong phép diéu |Khéng ¢6

tri thay thé

I'héng tin vé
nguyén vt li¢u

1. Khéng tiép xtic truc tiép: gbm chai/lo dung, vo hop.

2. Dung dich tiép xic truc tiép voi da 1a sy két hop clia cdc thanh
phan Qué nhyc, Bja lién, Thién nién kién, T6 mdc, Nhi huong,
Ethanol, Nudc.

Trong do:

- Qué nhyc. Dia lun Thién nién ki¢n, T6 mge. Nhit huong: La céc
thanh phdn co n&uon g,oc tir tyr nhién, an toan lanh tinh khi st dung, ¢
tinh dm gitip hd trg giam dau nhie xuwong khop. ¢ bi chén tay, giam
dau moi vai lung gdy.

- Ethanol: Gitip lam sach da, hd tro giam dau khi bj sung tdy. bim
tim, trdt khép, bong gan.

- Nude: Nguyén ligu khi pha trén sin pham.

Céc thanh phan duge kiém soat dua trén co sor tiéu chudn do nha cung
céip ban hanh.

%_,—
SYYEN.T,
=

2.8

Cédc thong so ky
thudt co lién quan

San phim duge san Xudt trén ddy chuyén kth kin, ¢6 kiém soat
nguyén li¢u ddu vao, ddp (mg cdc tiéu chuan vé hoa, 1y, dd 6n dinh va
d0 an toan khi luu thong trén thi truomg. Viée dong goi, bao quan va
vén chuyén san pham duge kiém sodt dam bao tudn thu theo quy dinh
tai TCCS chu s hitu cong bé ap dung dé bao dam chét lugng san

pham khi luu thong trén thi tr uong.

s

CONG'

TNHI
HOC BAl
VIET N,

——1
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—

Tom tat ve tai liéu xac minh va thim dinh thiét ké

San pham 1a trang thiét bi y lL loai A, ¢6 mire d rui ro thip. viée san xudt va luu thong
san phdm dam bao cac yéu ciu sau:

=

I. San phﬁm pht hop v6i tiéu chuan san phim ma chu so hitu sin pham ap dung (theo van
ban cong bd phu hop vai TCCS ma chi so hitu 4 ap dung).

2. Sin pham duge nha san xudt nghién ctru, theo ddi do on dinh san phim va danh gid vé
tinh an toan cua san ph"lm boi dénh gid vién ¢o du nang lue, trinh d§. San phim dugce don
vi ¢6 du chire nang kiém nghiém thuce hién v iéc kiém nghiém danh gid cdc thong s6 cua
san phim la phu hop, dam bao theo cdc chi tiéu trong TCCS ma chii s¢ hitu ap dung (¢6
otii kém phiéu kiém nghiém céc chi tidu pht hop véi TCCS chu s¢ hitu dp dung).

1V

Biing chirng 1am sang

Khong ¢

A . Ao A
Thong tin vé sian xuat

5.1

Nha sin xudt CONG TY DUGC PHAM VA THUONG MAI PHUONG DONG -
(TNHH)

bia chi: TS 509, t& ban dd s 01, cum CN Hap Linh, Phuong Hap
Linh, Thanh phd Béc Ninh, Tinh Béc Ninh, Viét Nam.

5.2

Quy trinh san xudt | Quy trinh rat gon: Kiém tra nguyén lidu ddu, vat tu -> Pha ché->
Dong ¢6i-> hoan thi¢n san pham > luu kho -> kiém tra, xudt xuong
san pham.

Co so dang ky luu hanh cam két nhitng ndi dung trén la dung su thit va chiu trach nhiém trude

phap

ludt vé cac thong tin da ké khai néu trén.

Quach Thi Minh Thdng




PHU LUC 4
VAN BAN CONG BO TIEU CHUAN AP DUNG CUA TRANG THIET
BI Y TE THUQC LOAI A.

CONG TY TNHH CONG HOA XA HO1 CHU NGHIA VIET NAM
Y HOC BAN PIA VIET NAM Doc lip - Ty do - Hanh phiie

SG: 02/2023/CBA-YHBD Thai Nguyen, ngay 20 thang (03 nam 2023

VAN BAN CONG BO
Tiéu chuin ip dung cia trang thiét biy té thugc loai A
Kinh gtri: So Y T¢ Thai Nguyén
I. Tén o s¢ cong bd: CONG TY TNHH Y HQC BAN DIA VIET NAM
Ma 56 thué: 4601254870
Dia chi: S8 166, dudng Tich Luong, 15 1. Phuang Tich Luong. Thanh phd Thdi Nguyén, Tinh
Thai Nguyén, Viét Nam.
Dién thoai ¢6 dinh: 02802211686
Email: quachthang.yhocbandia@gmail.com
2. Nguoi dai dién hop phéap cta co so:
Ho va én: QUACH THI MINH THANG
S6 CMND: 090645036 ngay cap: 20/08/2013 noi cdp: Cong an tinh Thai Nguyén

Di¢n thoai di dong: 02802211686

3. Trang thiét b y t¢ thude loai A:

Tén trang thiét bi y té: Dung dich xoa bop

Ching loai/Ma san pham: GS-TVB

Quy céch dong géi (néu ¢é): 10ml. 20ml, 30ml, 50ml, 70ml. 100ml. 150m! hoac quy cich khac.
Muc dich sir dung:

Ding xoa bop ngoai da, gitp hd trg giam dau nhire xwong khap. & bi chan tay, giam dau moi
vai lung gay.

Tén co s san xudt: CONG TY DUQC PHAM VA THUONG MAI PHUONG DONG -
(TNHH)

Dia chi co so san xufu:’ TS 509, & ban dd s6 01. cum CN Hap Linh, Phuong Hap Linh. Thanh
phé Bac Ninh, Tinh Bace Ninh, Viét Nam.

Ti¢u chuan ap dung: TCCS 02:2023/PD-YHBD

4. DSi voi trang thiét bi y té chira chat ma ty, tién chat:

5. Théng tin vé chu s& hiru trang thiét b y té:

Tén chu s hiru: CONG TY TNHH Y HQC BAN DIA VIET NAM

Bia chi chu so hitu: SO 166, duong Tich Luong. t6 1. Phudng Tich Luong, Thanh phd Thai
Nguyén, Tinh Thai Nguyén. Viét Nam.



6. Théng tin v¢ co so bao hanh (néu ¢o):

7. 86 cong bé du diéu kién san xudt déi voi trang thiét bi y té san xudt trong nudc:
180000003/PCBSX-BN.

Céng b tiéu chuin 4p dung cia trang thiét bi y té loai A

Ho so kem theo gom:

I (.ii?ly chimg nhén dat ti¢u chudn quan Iy chit lugng ISO 13485 X
2. [Gidy ty quyén cua chi s¢ hiru trang thiét bi y 1& X
3. [Gidy xdc nhan di diéu kién bao hanh X

I'ai liéu ky thudt mé ta chirc ning, thong s ky thudt cua trang thiét bi y & do

4, v e N PAL g A \ X
chu ¢ hitu trang thiét bi y t€ ban hanh
5. [Ban tiéu chuan ma chu so hiw trang thiét biy € cong b dp dung X

s g% ' & . A A ’ A . S anp a A
Doi vai trang thiet bi y 1€ san xuat trong nude: két qua danh gid cac thong so
6. |hda, Iy, vi sinh va cac thdng so khic do co sir du dicu kicn theo quy dinh cua X
phép ludt vé dénh gia su phd hop cip

Tai lidu hudng dn st dung ciia trang thiét bj y 1é bing tiéng Viét; ddi voi trang
7. [thiet bi y ¢ nhdp khau kém theo ban gde bing tiéng Anh do chi sé hiru trang
thiét b y t€ ban hanh

8. [Mdu nhin trang thiét bi y 1é

Co s cong bd tidu chudn ap dung cam két:

1. N§i dung thong tin cong bé 1a chinh xdc, hgp phip va theo diing quy dinh. Néu ¢6 sur giei‘ '
mao, khong ding sy thit co s& Xin chiu hoan toan trach nhiém va s bj xir ly theo quy dinh et
phap ludt.

2. Bio dam chét lugng va luu hanh trang thiét b y té theo ding ho so da cong bo.

3. Cap nhit céc thay doi lién quan dén hd so cong bd tidu chuin ap dung theo quy dinh.

cua co so

Qudch Thi Minh Thdng
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PHU LUC 6
XAC NHAN KET QUA NGHIEN CUU

CONG HOA XA HQI CHU NGHIA VIET NAM
Doc lip — Tw do — Hanh phiic

GIAY XAC NHAN

Bo mon Dugc ly, Vién Dao tao Duge, Hoe vién Quén y xdc nhan hoc
vién Phan Thi Quynh An thuc hién ndi dung nghién ctru thue nghiém cua dé tai
ludn van “Nghién citu kha ndng gay kich g da va tac dung chong viém, giam
dau ctia ché p/ufm XOA BOP GS-TVB trén thuc nghiém” tai B6 mon tir 02/2024
dén 10/2024.

Céc ndi dung nghién ctu:

- Danh gia kha nang gdy kich tmg da ciia ché phim XOA BOP GS-TVB
trén thue nghiém.

- DPanh gi4 tic dung giam dau, chng viém cua ché pham XOA BOP GS-

TVB trén thuc nghiém.

Hoc vién Quan y xdc nhan chir ky cia Ha Noi, ngay 10thdng 12 niam 2024
Dai ta PGS.TS Nguyén Hoang Ngan, Chii nhi¢m B§ mén

v . v

TL. GIAM HOC
NANH VAN PHONC

Chii nhiém B§ mon Dugc Iy la diing

Dai ti PGS. TS. Nguyén Hoang Ngin

Dai ta
Tran Ngoc Diing

g
* B,
ShEd

83

<

A






Ak TSR]

Hoc vién Quin y

B6 mon Duwge ly - Vién Dao tao Duge

Két qua thir kich ing da ciia ché phim XOA BOP GS-TVB.

Diém danh gia ban d va kich ing da & tho

1 gior 24 gior 48 gior 72 gior
Thé
Ban do Phu né Ban dé Phu né Ban dé Phu né Ban dé Phu né
Cp[Ch | Cp | Ch|Cp| Ch Cp[Ch | Cp | Ch | Cp| Ch Cp[Ch | Cp | Ch
Tho 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Tho 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Thé 3 ) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o
Trung 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
binh

Cp — ving da dap gac tam mdu thir: Ch — viing da dép gac tam nuée cat




BM Duge Iy, Vign Dio tgo Duge, HVQY

Sy e ’
Kfl qua d:\n}l gid tic dung giam dau cia ché phdm XOA BOP GS-TVB
trén chugt edng triing gy dau thiin kinh ngoai vi bing thiit déy kinh toa

Thoi gian tré rit chin (s) trong thir nghiém ngam nude lanh
STT ey Nuay 7 Neay 14 Neay 21
Chimg | Mo_| Volta | GS- | Chimg | Mo_| Vol | GS- | Chimg | Mo | Volta | GS- | Chimg Mo_[Volta
21,94 | 3,89 | 4.43 [ 3,89 20,02 6,79 [13.77[11,06] 2041 [7.48] 2031 21.3 5335 7.96 | 24.3 | 22
27.74 | 3.26 [ 6,05 [ 7.28 [ 28,03 | 4,00 [ 13,38 11.55] 21.62] 7.06 | 16,6 1321 220 [ 751 [ 211211
30,65 | 5.15 [ .79 5.65 | 27.18] 6.2 [13.07] 14.27[ 26,49 [0.17] 19.4 1 16.] 28.71[9.03 [ 205 121.3
3387 5.00 [ 5.06 | 541 | 2549 8.26 | 1139] 12,5 [21.62] 10.5 ] 19.] 10.7 [ 20,48 | 8.26 | 1981 23.6
3330 | 596 | 488 | 4.13 | 25.49 | 7.69 [ 13.77] 1423 [ 17,57 5.41 [ 13.6 23 | 25,81 | 8.41122.1]2).2
3326 [ 5.1 [3.97 | 4.30 [ 3042 7.99 [ 10.53[ 1094126761 9.5 L 19 303 | 25.16 [ 8.36 | 19 | 24
3371 | 532 | 5,03 | 3.97 | 21,07 [ 9,34 [11.52]14.42] 22.3 1 10.] TS T 18.6 12613 [ 7.76 | 22.6 L 193
270 [ 428 | 4.67 | 537 [23.66] 5.74 [ 1033[13.27] 23511 6.33 71| 218 [ 27.58 | 7.46 | 24.1 [20.3 |
031,611 5.33 15,19 5.88 [ 28.03 | 6.45 [14.37]1605] 27.3 1 8.44 302 17.2]29.68| 93 [ 213 223
T0 [ 21611 5.00 | 3.65 [ 3.2329.86 | 7.94 [ 10.26]10.56]26.22 1 931 T8 61197 24,52 8.16 [ 16.8] 22
ean | 2539 | 486 | 477 | 492 [ 26,02 [ 705 [12.33] 1289 2338 8§33 [18.19] 19.58] 2553 | 8.22 21,18]22,13
SD | 365 | 080 | 067 | 121 ] 337 | 1,50 | 167 185 | 324 | 1,69 ] 2.01] 2,11 373 | 0,60 [ 231 ] 173

P B E= 9 Bt el Lol

Thoi gian tré rat chin (s) trong thir nghi¢m ngm nuGe nong

Neay 0 Ngay / Ngay [4 Neay 21
STT| Chimg | Mé |Volta [ GS- |Chimg Mo | Volta | GS- |Chimg | MO Volta | GS- | Chimg | Mo Volta | GS-
PT hinh | gel | TVB| PT [ hinh gel | TVB | PT hinh | get | TVB| PT hinh | gel | TVB
026 | 027 | 026 | 5.52 | 3.14 539 | 421 | 638 | 3.72 612|497 7.57 | 3.82 6.93 | 6.76

Al 6
36 1 0.26 1 037|038 | 7.57 | 3.77 | 5.23 433 | 6.28 | 4.04]502]4.25 691 [3.72]5.51]5.76

66 | 035 103110361 60 3.86 | 4.46 | 4,76 | 5.75 | 4.72]5.27 7,021 5.26 [ 4.19]5.54 ] 4.9

456 | 036 | 03 [027] 6,08 | 3.65 530 | 5.42 | 651 |205]3.72]5.88 6.67 | 4.27] 6.06 | 7.05

362 | 032 [0.23]023] 8,09 {3.79 402 | 3.51 | 7.68 | 43215.76 | 5.27 6.65 | 4.12]4.86] 6.18

0311026 591 | 433 | 4.51 1549 577 | 444545 607 6,65 | 3.6716.

]

0.2

585 | 032 [029]038] 632 78 | 567 | 5.86 | 692 | 3.53 58514,52] 726 | 425 5.62 | 5.62
4 4

4 4

i =

G

=) =] B ] (= (P B B L el

¢ 1 ‘
534 | 027 | 0.29] 036 5.66 767 | 414 | 5.05 | 631 | 2.81 51716111722 136217,

3
2
: i 0341039 6.74 | 3.01]562]6.18 735 13,791 6,03 [ 498 | 7.69 | 4.55]5.84 595
10 | 4.43 [ 032 [022]032] 744 379 | 4,02 | 4.26 | 7.28 | 4.32]5.36 | 5.52 6.65 |4.121445

mean| 520 | 031 | 029 | 032 654 | 348 | 486 | 491 | 657 | 386 538 | 546 | 6,85 [ 403|581 | 588

sp | 075 | 0,04 ] 005 ] 0,06 0,88 | 054 | 0,67 | 084 | 075 [ 0,63 0,69 083 [ 068 | 0,31 ] 082 0,64

Thoi gian tré rat chin (s) trong thu nghi¢m co vé

Ngdy 0 Ngdy 7 Ngiy 14 Ngay 21

STT|Chimg | Mo |Vola | GS- [Chimg | Mo Volta | GS- |Chimg | M3 |Volta | GS- [Chimg [ Mo |Volta | GS-
pT | winh | gel [TVB| PT | hinh gel | TVB [ PT | hinh | gel TVB| PT | hinh | gel [ TVB
1 2 9 10| 8 | 13 | 10 7 2 131 9 1 1 1219 9
2 2 9 130112 2 15 | 10 7 2 141 6 0 | 121 7 6
3 2 11 1] 12 | 11 11 10 2 12519 6 | 131 7 6
A4 | [P I R [ | 15 8 8 2 16 | 8 10 2 15| 7 6
5 | 12 | 11 9 | 15 [ 10 9 2 10 5 § | 13 8 8
6 2 11 8 7 2 15 $ 6 2 151 8 7 | 131 6 7
7 | 11 11 8 | 17 7 1 I 8 2 11 8 6
8 2 10 [ 11 ] 12 | 11 b 8 2 10| 8 8 | 11 § 6
9 2 12 | 12 13 | 12 1 10 | 10 2 1319 7 1 141 7 1
10 1 11 8 10 2 15 1 9 2 15 8 8 1 131 6 7
mean| 1,60 | 10,80 | 10,60 [ 10,30] 1,30 | 13,90 [ 8,90 | 830 | 1,90 [ 13,10} 790 | 7,50 { 1,20 | 12,50 7,30 | 6,80
SD | 052 | 14 [ 158 | 2,06 [ 048 | 2,02 | 145 [ 1,34 ] 032 | 2,02 | 1,37 | LIS | 042 0:‘;7 0‘.‘)5 1‘03

‘\au

i = ik
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Két qua danh gia tac dung giam dau tai t6 chirc viém (Randall-Selitto Test)
Ngudng dau tai cic thoi diém danh gia (g)

30 phut 60 phut 90 phat 120 phut
it Mﬁ% GS-TVB | Chimng H”Mm GS-TVB| Chimng M”w“ GS-TVB | Chimg M”m“ GS-TVB | Chimng

: 6,5 51 | 35 48 8.1 4 5.2 68 | 35 5 65 | 35
2 48 69 | 64 6.9 69 | 32 6.2 56 | 33 53 52 | 42
3 46 55 5 6.6 72 | 65 5,1 65 | 35 6,1 53 | 41
4 4.9 51 | 45 42 56 | 42 5,5 61 | 62 41 48 | 33
5 Ay 53 | 34 6,2 68 | 48 42 39 | 42 5.2 54 | 62
6 45 38 | 25 6.8 49 | 27 6.2 58 | 38 6.1 38 | 38
7 52 52 3 5,9 54 | 46 5,1 55 | 51 41 52 | 34

8 538 48 | 42 6.8 48 | a2 5,4 52 | 41 53 61 | 33

9 528 529 | 467 | 5.9 545 | 4.55 5.61 559 | 457 | 568 552 | 4.62
10 5.25 525 | 502 | 548 547 | 532 5.64 555 | 532 | 572 545 | 5.19
mean | 515 5220 | 423 | 593 606 | 4,41 5,42 565 | 436 | 526 533 | 416
SD 0,61 0,76 1,16 0,92 1,11 1,06 0,58 0,79 0,94 0,71 0,72 0,95
% 21,85 23,53 0,00 34,49 37,95 0,00 24,23 29,71 0,00 26,41 28,02 0,00
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Ket quai dinh gid tic dung chéng viém cAp cia ché phim XOA BOP GS-TVB

n e A N Aok X :
trén mo hinh giy pha chian chudt cong biang carrageenin

SN

Két qua thé tich chan chuét nghién ciru phi viém

Sor XPD 2h 4h 6h 24h
GSTVB | Tham chiéu Chimg' BL |GS TVB | Tham chifu Chimg BL | GSTVB | Tham chifu | Chimg BL | GS TVB | Tham chiéu Chirng BL | GS TVB | Tham chiéu Chimg BL
1 12051 205 | 2.17 1295 282 | 366 | 288 | 281 | 3.60 | 257 | 2.76 | 3.58 | 2.19 | 2.22 | 2.45
L2 12161 231 17225 [571 | 285 | 342 | 279 2.88 | 3.44 | 2.68 | 2.84 | 3.6 [ 236 | 245 | 2.49
| 3 12031 183 17205 [2.64 | 243 | 293 [ 267 ] 251 | 323 | 2.7 | 252 | 326 1224 | 204 | 227
| 4 12161 206 [ 215 [ 284 279 | 302 [279] 2.86 | 3.14 | 2.82 | 2.56 | 3.16 [ 296 | 232 | 254
| 5 12031 206 7206 [251 [ 252 | 338 | 271 | 2.91 | 341 | 293 | 2.94 | 336 [ 228 227 | 263
6 11931 234 | 185 [251 ] 285 | 292 [259| 298 | 2.94 | 242 | 293 | 2.89 | 2.01 | 245 | 2.12
7 12041 234 | 222 1247 283 | 292 | 248 | 289 | 295 | 274 | 2.89 | 2.96 | 2.16 | 245 | 228
8 12071 212 | 1.96 [265]| 312 | 265 | 268 | 283 | 3.12 | 261 | 2.86 | 2.99 | 218 | 222 | 226
© 12371 194 | 203 [321] 238 | 321 [323[ 271 | 326 | 32 | 2.8 | 297 | 256 | 213 | 224
10 | 201 | 22 1.86 1269 291 | 260 |28 | 279 | 298 | 258 | 275 | 2.83 | 226 | 232 | 221
Mean| 2.09 | 2.3 | 206 [ 272 | 280 | 308 [ 276 | 282 | 322 | 273 | 279 | 343 | 225 | 229 | 235
SD | 012 ] 017 | 044 1023 020 | 033 [ 020 013 | 024 [ 022 | 0.4 | 0.24 | 014 | 0.14 | 0.17
Két qua tinh toan murc tang thé tich chan chuot
2h ah 6h 2ah
STT GSTVB | Tham chiéu | Chimg BL|GS TVB [ Tham chiéu | Chung BL | GS TVB | Tham chida Chimg BL| GSTVB | Tham chiéu | Chimg BL| GS TVB | Tham chiéu | Chimg BL
7 43901 37.56 | 68.66 | 4049 | 37.07 | 70.05 | 2537 | 34.63 | 64.98 | 6.83 | 829 | 12.90
2 25461 23.38 | 52.00 [29.17| 24.68 | 52.89 | 24.07 | 2294 | 44.89 | 9.26 | 6.06 1 10.67
3 30051 3279 | 4203 3153 37.16 | 57.56 | 33.00 | 37.70 | 59.02 [ 1034 ] 1148 1 10.73
) 31481 3544 | 4047 129.17] 3883 [ 46,05 | 30.56 | 24.07 | 46.98 | 4.63 | 1262 | 18.13
5 ~ 123651 2233 | 64.08 [3350] 41.26 | 65.53 | 4433 | 4272 | 63.11 [ 12.35] 10.19 2767
6 30051 21.79 | 57.84 134201 2735 | 5892 | 2539 | 2521 | 56.22 | 4.15 | 4906 1 1450
7 21.081 2094 [ 3153 [2157] 2350 | 3288 [ 34.31 | 2550 | 3333 | 588 | 470 | 250
S 28021 47.17 | 3520 |20471 3349 | 59.18 | 26.09 | 3491 | 52.55 [ 531 | 472 [ i53]
9 35441 4897 | 5813 136291 3960 | 60.50 | 35.02 | 4536 | 4631 | 8.02 | 975 | 1034
10 33,831 3227 | 4467 [4030] 26.82 | 6022 | 28,36 | 25.00 | 52.15 [12.44 | 545 T 1582
Mean 30301 3226 | 4955 132571 32.99 | 5639 | 30.65 | 31.63 | 51.95 | 7.95 | 780 1 1415
SD 653 { 1030 | 1250 [ 572 | 676 | 1049 | 624 | 849 | 95 [ 307 | 3.05 1 651
L% e ché phiiso v6T16 ching) 13885 | 5488 | 0,00 (42241 31.50 | 0.00 191001 3905 1 000 34151 350r T oo
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Két qua da TR T P - " 3 .
qua danh gia tic dung chéng viém man ciia ché phim XOA BOP GS-TVB

tren mo hinh giy viém bang ta chit Freund hoan chinh

: DUONG KiNH KHOP VIEM
STT k= e Sau 7 Sau 14 Sau 21 Sau 28 ngay
rﬂ r”r/:q Zm ”_J:: I - ,._/_,_ Cl I S :“ M,,,: Chimg | M6 hinh| T z._a__ GS TVB| Chimg | Mb hinh| T. chiéu| GS TVB| Chimg |Mé hinh| T. chidu|GS TVB
r = ~ — 1k — ,. : & 2 :u 8.11 7.53 7,42 6.7 7.57 719 | 677 6.65 738 | 692 6.72
2 é .52 5 7.12 47 6,52 838 7,57 7,57 6,58 7.51 7.22 7,56 6.62 6.83 6.43 7.25
=3 7.67 6.58 6,32 7,69 3 7,92 7 8.7 772 | 762 | 797 | 822 | 709 | 707 | 782 | 786 | 691 6,68
| 6.68 6.68 6.45 7.07 6,75 775 | 677 | 856 | 7.79 | 7,93 | 681 804 | 737 | 765 | 675 | 781 | 698 | 722
— 3 6,72 6,98 7.36 6,91 7.95 7.47 6.9 8.63 8,13 7,98 6.86 7.86 8.13 791 6,82 7.86 7.56 7.46
| s 6.82 6,62 7.22 6.53 6.88 7.69 8.22 6,89 7.81 .08 8.23 6,91 7,37 7.66 715 | 695 7,17 745 | 6383
\ma 6.62 7.52 7.57 7.75 6.68 8.51 6,72 8.65 837 8.69 6.8 8,59 8.15 8,45 6,77 833 791 8,01
| 6.53 7.73 6.37 6.61 8.85 815 6.6 9,01 7.65 7.37 6,57 8,68 7.06 7.22 6,72 857 | 686 | 673
| o 7.42 6.92 6.29 7,47 7.91 7.41 7,42 7.52 8,16 7.56 7.4 7,55 769 | 699 7.61 7,59 726 | 682 6.95
[ o 6.37 6.48 6.55 6.43 7.97 7.15 6,45 8,23 7.41 7,37 6.45 7,71 696 | 673 6.48 668 | 673 6.68
| xmean| 6.79 6.85 6.72 6,84 8,21 7,64 7,62 6,87 8,42 7,78 7.76 6,90 7,92 7,39 742 | 692 7,58 7.06 | 7,05
_ SD 0,42 0,45 0,49 0,41 0,38 0,48 0,44 0,42 0,35 0,31 0,44 0,43 0,45 0,44 0,53 0,44 0,62 0,44 0,43
% TANG PUONG KINH KHOP VIEM
XPD Sau 7 Sau 14 Sau 21 Sau 28 ngay
SH Chimg | Mo hinh | T.chiéu |GS TVB Chimg | M& hinh| T chidu|GS TVB| Ching | M0 hinh| T chiéu|GS TVB| Ching | Mé hinh| T. chiéu|GS TVB| Chimg | Mb hinh| T. chiéu|GS TVB,
1 091 | 2a.14 | 1067 | 1370 Jo.76104] 26,324 | 11,5556] 16,8504] 197869 17.9128] 6.51852] 6.61417] 1 21766] 14,9533 251852 5.82677
= 077 | 2147 1 1633 | 795 |} 0.7728 | 28,5276] 23 692¢) 930300} 1, 700150 15,184 | 17.9739] 9 24855] 231839} 4.7546 } >.06536] 4,76879
”, 26 | 3106 | 1089 | 2532 Jo.65189]32.2188] 18.4049] 20,5696 1.30378] 24,924 | 10,2761 | 13,4494] 1.95567] 19.4529] 5.9816 | 5.6962
.& 105 | 2605 | s.s4 9,62 |1.34731]28,1437]20,7752] 12,1641 ] 1.94611] 20,3593 14,2636 8.20368] 1.0479 | 16.9162] 8.21705] 2,12164
= 0.60 | 18.19 | 802 $.10 |2.67857] 23,639 | 10,462 | 15.4848] 2,08333] 12,6074] 10,462 | 14,4718 1.4881 | 12,6074] 2.71739] 7,95948
M, 088 | 16,16 | 13.85 | 1072 |1.02639] 17,9758 11.9114]26.0337] 1.31965] 11.3293] 6,09418] 9.49464 ] 1,90616] 8. 30816] 3.1856 | 4,59418
= 0.91 13.06 | 978 | 1045 |1.51057]15.0266] 10,568 | 12,129 | 2.71903] 14.2287] 7.66182] 9.03226] 2.26586| 10,7713 ] 4.49141 | 3.35484
8 1.2 1349 | 2794 | 22,66 |1.07198] 16.5589] 20,0942] 12.8637] 0.61256] 12.2898] 10,832 | 10,5666 2,90965] 10,8668] 7,69231 ] 3.06279
= 067 | 1431 | 1781 | 11,58 J1.34771]17.9191] 20,1908] 11.2782] 1,75202] 11.1272] 11,1288 14.4361] 2,291 11| 4.91320] 8.42607] 4.51128
—.c 094 | 2299 | 1405 | 10,51 |1.25589]27.0062] 13,1298] 13.9104] 1,25589] 18.9815] 6.25954 ] 4.01855] 1,72684] 3.08642] 2.74809] 324575
x mean 052 | 2021 | 1382 | 1306 | 124 | 2333 [ 1608 | 1507 | 167 | 1589 | 1005 [ 995 191 | 1066 | 510 | 451
SD 027 5,93 5,92 6,02 0.58 600 | 502 | 499 | os8 | 454 | 381 340 | 057 | 547 | 236 1,69
1 (% i ché) 31,64 | 3538 31,09 | 35.43 36.16 | 37.38 52,13 | 57.67
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