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Tém tit. Annona squamosa 1a loai cay an qua nhiét d6i, thudc ho Annonaceae, rét phé bién & Viét Nam.
Chiét xuét ethanol tir vo qua Annona squamosa (AS) c6 chira phenolic, alkaloids, coumarins, flavonoid,
saponin, steroid, terpenoids, acid kaurenoic ¢6 kha ning chong oxy hoa, khang khuan, khang viém [1,2].
Trong nghién ctru niy, ching t6i thiét 1ap mo hinh gay bénh viém khép dang thap trén chudt véi FCA va
dénh gia hidu qua cta dich chiét vé qua AS trong phong va diéu tri bénh. Sau 14 tuan thi nghiém, tac
dung cua dich chiét vo qua AS (400mg/kg thé trong) di lam thay d6i trong luong co thé, trong lugng
tuyen {rc va 1a lach, sé luong WBC, RF, CRP trong méu, duong kinh khop, nhiét d6 ban chan, thé tich
cang chén cua chudt bi bénh. Phén tich mé hoc sun khép cho thdy tac dung cua dich chiét AS da wc che
su xdm lan cua té bao mién dich vao chat nén khép, lam giam sy hinh thanh mang sgi va phuc hoi cu
tric mang sun. Do do, chlet Xuat ethanol vé qua AS gilp ngan ngua sy phat trién té bao viém trong viém
khop dang thap, ting s6 lugng bach cau va tang kha nang mién dich cua co thé.

Tir khéa. Viém khop dang thap, Annona squamosa, chat bo trg Freund's

EFFECTS OF FRUIT PEEL EXTRACTS OF ANNONA SQUAMOSA L. FOR THE
PREVENTION AND TREATMENT OF RHEUMATOID ARTHRITIS IN MICE

Abstract. Annona squamosa is a tropical fruit tree, it belongs to the Annonaceae family, which is very
common in Vietnam. Fruit peel extracts of Annona squamosa (AS) contains phenolic, alkaloids,
coumarins, flavonoid, saponin, steroid, terpenoids, and acid kaurenoic; it has antioxidant, antibacterial,
anti-inflammatory effects [1,2]. In this study, rheumatoid arthritis mouse model was established by
Freund’s complete adjuvant (FCA) and the effect of fruit peel extracts of Annona squamosa for the
prevention and treatment of rheumatoid arthritis were evaluated. After 14 weeks, the fruit peel extracts
AS (400mg/kg body weight) altered the body weight, thymus and spleen weights, blood WBC, CRP, RF
number, diameter of joints, temperature and volume of foot induced by FCA. Histological analysis
revealed that fruit peel extracts of AS inhibited invasion of the immune cells into the joint substrate,
reduced the fiber formation and restored cartilage structure synovial membrane. Therefore, AS fruit peel
extract prevents inflammatory cell growth of rheumatoid arthritis, increases the number of leukocytes and
improves the body's immunity.

Keywords. Rheumatoid arthritis, Annona squamosa, Freund’s complete adjuvant.

1. GIOI THIEU

Viém khép dang thap (RA) 1a bénh ty mién, xay ra khi hé thong mién dich bi ri loan va tin céng nham
vao cac md ndi khép cuia chinh co thé dan dén mang hoat dich day 1én, chét long tich ty va bi viém dic
hiéu, gay ton thuong sun khdp va dau xwong dudi sun [3]. Qua trinh viém & t6 chirc duge khai dong boi
té bao Tcps: xam nhép mang hoat dich. Lympho bao Tcps: duge hoat hoa boi khang nguyén gay viém
khop (vi khuan, virus, tu khing nguyén) tiét ra nhiéu chat trung gian hoa hoc (TNF, interleukin-1...) tac
dong 1én hang loat té bao (té bao ndi mo, té bao mang khop). Cac té bao nay tuong tac hinh thinh mang
soi, pha hiy sun khop [4]. Hang nam, bénh RA gdy viém, hiy hoai, lam bién dang khép va anh huéng
dén khoang 1% dan s6 thé gigi [5]. Ty 1é mic bénh xay ra & tré em rat cao chiém khoang 0.008 dén 0.266
trén 1000 tré em moi nam [6].
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Trong Tay y dé c6 nhiéu loai thube téng hop duoc sir dung dé chita tri RA nhu Osteomove, Mobic. ..
v6i hiéu qua dat 95% [7]. Gan ddy, viéc ap dung cac bién phéap chira bénh dan gian trong y hoc phuong
Pong truyén théng ciing duge cong nhan 13 bién phap hd trg dé phong ngira va diéu tri viém khop dang
thp hitu hiéu. Noc ong di duoc sir dung tiém vao huyét dao truyén thng (Zusanli) gitip giam dau, giam
viém, giam phii né trong diéu tri viém khép dang thap [8]. Khi st dung noc ong tiém vao huyét Zusanli &
hai dau gbi cua chudt bi RA (do FCA gy ra) di lam wc ché cac cytokine tién viém, cac TNF-a, giam su
xam nhiém té bao lympho vao mé sun khép [9]. Noc ong gitip giam dau, giam viém, giam thé tich chan
chudt, cai thién kha ning van dong [10]. Khao sat tic dung chdng viém cua dich chiét Punica
granatum L. véi thanh phan giau chat tannin (PGTF) trong md hinh chira bénh RA trén chudt da cho thiy
nong d6 protein phan tng C (CRP), yéu t thap khép (RF), cac loai Oxy phan tmg (ROS), cac loai Nito
phan tmg (RNS), cic enzym lysosome trong huyét thanh giam dang ké. Hon nita, chi sb viém khop, mirc
d6 phu né chan, ty 1¢ ling dong Erythrocyte (ESR), hydroxyproline niéu, lwvong bach cau, trong luong co
thé duogc cai thién dang ké & nhém bénh 1y so voi nhom dbi ching [11]. Tac dung chdng viém cua chiét
xuét ethanol 95% cua EFC (chiét xuat Fagopyrum cymosum) trén mo hinh chudt bi bénh RA gay ra boi
FCA dugc thé hién 13 sau 28 ngay chita bénh. EFC da trc ché dang ké tinh trang sung chan sau, giam
trong luong, d6 nhét trong huyét twong, ndng do interleukin-1 (IL-1) va yéu té hoai tir khdi u-o (TNF-a)
trong huyét thanh cta chudt. Tir d6 két luan, F. cymosum c6 hidu qua trong viéc ngin chin su phat trién
va tién trién cta viém khop thyuc nghiém [12]. Cac két qua trén ciling duoc thé hién qua nghién ciru tic
dung bao vé cta chiét xuét Asarum [13] va Nyctanthes arbor-tristis (NAT) trén chugt bi bénh RA gay ra
boi FCA [14].

Annaona squamosa (AS) 14 loai cdy an qua va ciy thudc tu nhién rt pho bién. La cay dugc sir dung
nhu 14 chat diét co, chita 4p xe va ung thu..., vé qua dugc dung dé chita dau rang, chéng viém nhiém. ...,
hat dugc sir dung dé diét con trung gdy hai.... [15]. Panh gia phytochemical (thanh phan hoa hoc trong
thyc vat) cua vo qua AS cho thr?iy su hién dién cua cac hoat chét phenolic, alkaloids, anonaine, higenamin,
roemerine, noreorydine, corydine, norisocorydine, isocorydine, glaucine, vitamin-c. a- va B-pinine,
limonene, p-farnesene, B-qua cdy AS nguyén chit cho thiy trong vo qua AS cac hop chit ¢6 hoat tinh
sinh hoc nhu phenolic, alkaloids, flavonoid, terpenoids, cyclopeptide ... ¢6 tic dung chdng oxy hoéa,
khang khuan hiru hiéu [17]. Cyclopeptide tu nhién phan 1ap tir hat ctia AS 1a cyclosquamosin D (A;) cb
tac dung trc ché su san xuét cac cytokine gy viém trong lipopolysaccharide va cac dai thyuc bao J347 ciia
Pam3 Cys [18]. C6 19 loai alkaloids durgc phén 1ap tir AS, da sb 1a aporphine, ALKs dugc phan 1ap tir 1a
hoic than cdy, la thanh phan hoat tinh v&i cac hoat dong nhu chéng ting huyét ap, chdng co thit, khang
histamine, chéng viém [19]. DITs (diterpenes) dugc tim thdy & nhiéu phin khac nhau ciia AS, phan 16n
trong s d6 1a entkaurane DIT. DITs cho thdy hoat dong chdng viém, chdng lai cac té bao ung thu phoi,
budng trimg [20].

Gan day, nhiéu chiét xut tir cdy thudc dan gian da duoc nghién ciru va ching minh hiéu qua. Tuy
nhién, tic dung chéng viém, giam dau ctia chiét xuat tir vo qua Annona squamosa L. chua dugce nghién
ctru. Trong nghién ciru ndy, chung toi da thiét 1ap mot mo hinh viém khép dang thip do FCA gay ra va
nghién ciru tac dung ciia chiét xuat vo qua AS trong viéc phong va diéu tri RA.

2. PHAN CHINH
2.1. Vit liéu va phwong phap nghién citru
2.1.1. Nguyén liéu thuc vit
Qua Anona squamosa L. (AS) duoc thu hoach & tinh Tay Ninh (Viét Nam). Mdi qua c6 trong luong trung
binh khoang 200 - 250g, dudng kinh 7.5 cm. V6 qua AS duoc rira, boc vo va sdy kho & 60°C cho dén khi
dat dugc do am < 12%, nghién thanh bot c6 kich thude < 0.5 mm. Bot AS dugc dong goi trong chan
khong va bao quan & nhiét d6 phong ding cho cac thi nghiém tiép theo.

Chuén bj dich chiét AS: Bot vo AS duoc chiét xuat véi dung méi ethanol 60%, ty 1é dung moi/nguyén
lidu 14 25/1 (v/w), thoi gian chiét 5 phat, cong suat vi song 1a 214 W (10 vi séng Sanyo, Nhat Ban). Thu
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dich chiét xuat va loc qua gidy Whatman s 4, dem x4c dinh tong ham luong phenolic (TPC) va ding cho
cac thi nghiém sau.

Phén tich tong ham luong phenolic (TPC): Xéac dinh theo phwong phép Folin Ciocalteu (FC). Cho
0.1ml dich chiét phan tng v&i 1.8 ml FC 10%, ¢ nhiét dd phong trong 5 phut, thém 1.200 ml Natri
cacbonat (15%, w/v). Hon hop dé yén trong bong tdi 90 phut do d hap thu ¢ budc séng 765nm. Xy
dung dudng chudn bang acid galic va TPC dugc tinh theo mg GAE/g CK (GAE: galic acid equivalent,
CK: chat kho) [21]. Dich chiét vo qua AS thu nhan tai phong thi nghiém phan tich sinh hoa truong Dai
hoc Cong nghiép Thanh phd HS Chi Minh (F7.5) ¢6 chira luong phenolic tong 1a 40.22 mg GAE/g.

2.1.2. Pong vat thi nghiém

Chudt nhat tring Swiss (30 - 32 g) duoc Vién Pasteur Tp. HCM cung cp. Chudt duoc nudi trong 16ng
polypropylene tiéu chudn, 16t biang v6 dim bao. Nha nuoi chudt duge duy tri diéu kién chiéu sang voi
chu ky sang/t01 12h/12h, & nhiét d6 khoang 25 + 2°C, do am tuong ddi 55 + 5%. Chudt dugc cung cép
ché d6 an udng trong phong thi nghiém tiéu chudn. Chudt thi nghiém dugc phan ngiu nhién cho cac
nhém khéc nhau va dugc nudi trong 1 tudn dé thich Gng v&i diéu kién sdng. Quy trinh thir nghiém tuén
thi nghiém ngit theo Tuyén bd Helsinki (1975) [22].

2.1.3. Thudc va héa chit

Chat b trg cia Freund's (FCA) str dung Mycobacterium tuberculosis chét nhiét trong parafin 16ng ¢ ndng
d6 10 mg/ml, dugc nhii hoa trong ddu khoang. FCA duoc cung cdp boi Sigma Santa Clara, CA (D2354,
Sigma-Aldrich, Hoa Ky).

Mobic hay con goi la Meloxicam [4-hydroxy-2-metyl-N-(5-metyl-2-tiazolyl)-2H-1, 2-benzothiazin-3-
cacboxamit-1,1-dioxit], 14 loai thudc chong viém khong steroid, co tac dung giam dau va chéng viém
xuong khép. Mobic duogc sir dung trong kiém soat duong tinh (thudc dbi chung) trong nghién ciru nay.
Mobic dugc cung cp bai Boehringer Ingelheim Espana S.A.

Thudc thir Folin-Ciocalteu dwoc mua tir Merck (Péc). Mot thube thir trolox (6-hydroxy-2,5,7,8-
tetramethylchroman-2-carboxylic, d6 tinh khiét: 97%) di dwgc mua tir Sigma-Aldrich (Hoa Ky).
2.1.4.Thiét ké thi nghiém cam rng thyc nghiém ciia viém khép

30 con chudt thi nghiém dugc cho udng dich chiét vo qua AS voi lidu luong 200mg/kg thé trong dé
phong bénh va 5 con chudt duge cho an, udng binh thuong (d6i chimg), theo ddi trong 4 tuin
[23,24,25,37]. Sau d6, 30 con chudt trén dugc gay bénh RA (bdi FCA) theo phuong phap cua
Ekambaram va cong su [26], theo doi dén tuan 6. Tiép tuc diéu tri chuot bi bénh RA véi dich chiét vo qua
AS (liéu 200, 300, 400 mg/kg thé trong), theo ddi dén tuan 18 [27].

Nhoém thwe nghiém: Chudt thi nghiém duoc chia vao cac nhom (thude cac giai doan khac nhau).

Giai doan phong bénh: Chudt dugc chia vao 2 nhom

Nhoém dbi chimg (nhém binh thudng): 5 con chudt n, udng binh thuong, khao sat trong 4 tudn.

Nhom udng dich chiét vo qua AS (nhoém AS): 30 con chudt duoc cho ubng dich chiét vo qua AS
(200mg/kg thé trong), khao sat trong 4 tuan.

Giai doan gay bénh (nhém RA): 30 con chudt nhom AS dugc tiém 0.1 ml FCA/con gay bénh RA, khao
sat dén tuan thu 6.
Giai doan chira bénh: 30 con chudt bi bénh RA (nhém RA) chia vao cac nhém, khao sat dén tuan thir 18.

Nhém bénh (d6i chimg 4m): chudt uéng nudce (200 ml/con)

Nhém Mobic (d6i chig duong): chudt ung 1 mg/kg thé trong /con thuée Mobic

Nhém ASL: chudt udng 200 mg/kg thé trong /con dich chiét vo qua AS

Nhom ASM: chudt udng 300 mg/kg thé trong /con dich chiét vo qua AS

Nhém ASH: chudt udng 400 mg/kg thé trong /con dich chiét vo qua AS
Hoat tinh phong va chong bénh RA ciia dich chiét vo qua AS dugc xac dinh bang cich danh gia trong
luong co thé, duong kinh khép, thé tich (mutc d6 phi né) cang chan, nhiét d6 ban chan vao cac tuan thir 0,
4, 6, 10, 14 va 18. Phan tich huyét hoc va sinh héa mau, danh gia mé hoc khép duoc thyc hién vao cac
tuan thir 0, 4, 6 va 18 cua qua trinh nghién ciru.

2.1.5. Panh gia cac thong sé thywe nghiém [27]
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Trong lwong, nhiét @9, dwong kinh, thé tich: Mirc d6 nghiém trong cua viém khép va kha nang hoi
phuc cua khép duoc xac dinh boi su thay dbi trong luong co thé, nhiét d ban chin, dudng kinh khép, thé
tich céng chan. Cac thong sb trén dugc do vao cac tuan thir 0, 4, 6, 10, 14 va 18 cua qua trinh nghién ctru.
Str dung thude do ki thuat s6 verniercalliper do dudng kinh khép c6 chan tai ving cang - ban chan [11].
Po mirc d6 phu né (thé tich) cang chin chudt bang phuong phip do thé tich nudc s dung
plethysmometer (UGO BASIL) [28].
St dung nhiét ké hong ngoai Microlife FRIMF11 dé do nhiét ¢ ban chan [29].
Phén tich huyét hoc va sinh héa mau: Vao thoi diém cudi tuan thir 0, 4, 6 va 18 clia qua trinh thi
nghiém, chudt dugc gy mé va dugc thu nhan mau tir tinh mach duéi. Mau duoc dung trong éng trang
K,EDTA, duoc bao quan lanh & 4°C. Sau d6, mau duoc giri dén khoa huyét hoc va sinh héa, bénh vién
175 Thanh phé Ho6 Chi Minh dé phan tich va doc két qua [30].
Pinh gia mé hoc: Thu nhan md khép chudt vao cudi tuln thir 0, 4, 6 va 18 cia qua trinh thi nghiém. M6
khép cuia chudt duoc ¢b dinh trong formalin 10%. Sau d6, mau duoc giri dén khoa giai phau bénh, bénh
vién 175 Thanh phd H6 Chi Minh dé nhuém mau mé va doc két qua [31].
2.1.6. Phin tich thong ké
Céc két qua thuc nghiém duoc biéu dién duéi dang X + SE. Dir liéu dugc phén tich thong ké bang cach
phan tich ANOVA. Mic ¥ nghia duoc sir dung dé kiém dinh sai khéc giira cac nghiém thirc 13 p<0.05.
2.2. Két qua va bién ludn
2.2.1. Trong lwong co thé i ) i

Bang 1. Anh hudng cia dich chiét AS 1én trong lugng co thé ¢ chudt

Giai Nhoém thi Thoi gian
doan nghi¢m 0 tun 4 tudn 6 tudn 10 tuén 14 tuin 18 tuin
Phong binlljltl}‘;’:gng 30.8840.51  31.37°:0.68
bénh ~“"Nnom AS  31.39%40.62  32.75%0.81
bpn  (BOmMRA !
Nhom bénh 31.11%0.63  30.57%40.34  30.24%+0.47
_ Nhoém ASL 31.77%0.58  32.6°+0.45 33.5P+0.61
A Nhom ASM 31.68%0.58  3349%0.63  3433720.37
) Nhém ASH 3138%40.69  33.47%0.59  35.397%0.42
Nhém mobic 31.62%40.61  32.96°0.46  34.58T+0.37
:b]’;j’;fE:Céc gia tri véi cac chit cai khac nhau trong mot hang cho thay két qua khac nhau dang ké (p <0.05)

:Céc gia tri voi cac chir cai khac nhau trong mot cot cho thiy két qua khac nhau déng ké (p<0.05)

Trong luong co thé chudt thuoc nhom AS & tuan thu 4 tang 1.38 + 0.13g so véi nhdm binh thudng
(p<0.02). Chiét xuét ethanol vo qua da AS kich thich hoat dong tiéu héa giup trong luong co thé ting. 2
tun sau khi chudt bi bénh RA giy ra boi FCA (tudn 6), trong luong co thé giam dang ké (p<0.05) &
nhom RA (32.75+0.81) so voi nhom AS (31.24+0.54). Giai doan diéu tri v6i dich chiét AS, trong luong co
thé chudt & cac nhom ASL, ASM, ASH d ting 1én. Tuan 18, chuét nhém ASH c6 trong lugng co thé dat
35.39 + 0.42g cao hon nhém dugc udng mobic 34.58 + 0.37g (ddi chimg dwong, p<0.01). Trong khi dé,
trong lugng co thé chudt & nhém bénh giam manh chi con 30.24 + 0.47g.

Trong luong co thé chudt bi giam thuong quan sat va biéu hién rd rét khi bénh RA tién trién va la mot
trong nhiing triéu chimg phd bién nhat dugc quan sat thdy trong viém khép niang. Trong lugng co thé
giam do su thay doi trong cach an udng ciia chudt bi bénh. Vao thoi diém nay, khdp cua chudt bi sung,
noéng, do, dau nhirc lam chung biéng an, it van dong. Viéc bo sung dich chiét AS 1am ting qua trinh trao
ddi chat, ngan chin sy tao ra cac géc tu do oxy héa (ROS) trong cac mo cua chudt bi viém khép, ¢ loi
cho su tong hop vat chat trong co thé [27].

2.2.2. Nhiét d¢ ban chian
Nhiét d6 trung binh cua ban chan & nhém RA ting 1.32 + 0.06°C so v6i nhoém AS & tuan 4 (hinh 1).Ban
chan chudt da sung, nong, dé va bi viém do tac dong cia FCA. nhiét 36 ban chan chudt bi bénh RA sau
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khi uéng dich AS d c6 thay d6i dang ké. Nhiét d6 ban chan & nhom ASH da giam xuong chi con 31.29 +
0.08°C tuong duong nhom I’IlOblC (d01 chimg duong) 31.19 + 0.09°C thap hon han so v6i nhém bénh
32.41 + 0.05°C (p<0.05) & tuan 18. Piéu tri RA bang dich AS di gitp gitp giam nhiét do ban chan.

RA 1a mdt bénh viém khop roi loan tu mién dich do FCA gdy ra. Su dung hé théng nhiét ké héng ngoai
rat nhay cam c6 thé phat hién sy thay doi nhiét d6 & khép miét ca chan, ¢6 chan va ban chan, giup phat
hién chinh x4c nhiing thay d6i nhiét d6 trong nho cac khu vuc bé mat khdp va ban chan [32]. B6 sung
dich chiét AS cho chudt bi RA di giam dang ké nhiét d6 ban chan chudt, thé hién trang thai viém cia
khop giam dan.
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Hinh 1. Anh hudng ctia dich chiét AS 1én nhiét d6 ban chan chudt

2.2.3. Pudng kinh khép

Puong kinh khép c6 chan cua chudt nhom RA (gdy ra boi FCA) ting dang ké (p<0.01) so voi nhém AS
(tang 1.98+0.01 cm) va nhom binh thuong (tang 1.95+0.02 cm) (hinh 2). Buong kinh khép c6 chan chudt
nhém RA sau kh1 tiém FCA dat cao nhat (4.21£0.06 cm) thoi diém 6 tuan va nhom bénh (4.31£0.03 cm)
thoi diém 18 tuan. O cac nhém duoc uong dich AS, dudng kinh khdp cb chan chudt giam dang ké so véi
nhém bénh (p<0.05), giam manh nhét 1a nhém ASH chi con 2.52 + 0.04 cm, twong dwong v6i nhom
mobic 2.45 £+ 0.03 cm (p<0.02).
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Hinh 2. Anh huong cia dich chiét AS 1én duong kinh khép cb chan

2.2.4.Thé tich (d9 phi né) cang chén
Chiét xuat ethanol VO qua AS voi liéu 400mg/kg thé trong (ASH) d trc ché manh hién tuong viém, sung,
nong, d6 khép va cang chan chudt, lam cho thé tich cing chan & tudn 18 giam manh (hmh 3). Nhitng con
chudt bi RA ¢ trong tinh trang viém (tudn 6) co thé tich cang chan ting 1.98 + 0.01 cm’® so voi nhom RA
(tudn 4) (p<0.05). Viéc cho chudt udng chiét xuit AS di lam giam déng ké thé tich ban chan chudt (nhom
ASL giam 0.91 cm®, nhom ASM giam 0.9 cm®, nhom ASH giam 0.88 cm®) vao tudn 18. Udng thudc
mobic liéu 1 mg/kg thé trong (d6i ching duong) da lam giam thé tich cang chan chudt & nhém mobic
xudng con 0.89 cm’ trong dwong véi nhom ASH (p<0.05). Trong khi d6 & nhom bénh thé tich ting manh
1én 0.93 cm’. Chiét xuit ethanol vo qua AS e ché viém, gitp hoi phuc khép.

Ban chan chudt sung, do, nong do tac dung cia FCA cho thay tinh trang viém nghiém trong. Mirc do
nghiém trong cua viém khép co thé duoc xac dinh mot cach khach quan biang cach do d6 day va thé tich
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ban chéan [27]. Trong nghién ctru ndy, bd sung dich AS lam giam rd rét thé tich cang chan. Ban chan cia
chudt duoc diéu tri bang dich AS cho thiy tinh trang viém giam dang ké.
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2.2.5. Huyet hoc va sinh hoa mau

Bang 2. Anh hudng cia dich chiét AS 1én chi s0 WBC trong mau

Chi tiéu Giai Nhom thi Thoi gian
doan nghi¢m 0 tuin 4 tuin 6 tudn 18 tuin
Phong binﬁlﬁl@ng 3.76%£0.07 3.67%£0.06
bénh Nhom AS 3.49°+0.06 3.95%:0.08
13311::; by NhomRA 9.54°40.05
WEBC Nhom bénh 8.24%+0.07
(x10°tb Nhom ASL 6.75%40.06
/mm’) Chira : ac
bénh Nhoém ASM 5.93%+0.07
; Nhom ASH 4.89%+0.42
Nhom mobic 4.58%+0.37

0. Cac gid tri voi cac chit cai khac nhau trong mot hang cho thiy két qua khac nhau dang ké (p <0.05)
ABCDE.Cac gia tri v6i cac chit cai khac nhau trong mot cot cho thiy két qua khac nhau déng ké (p<0.05)

Luong WBC ciia nhém AS ting cao hon so véi nhém binh thudng (ting 0.28+0.02 x10’tb/mm”) (bang
2). Phan tmg viém khép (do tac dung cua FCA) di lam ting dang ké sb luong bach cau. Luong WBC cia
nhém RA dat 9.54 +0.05 (x10°tb/mm®) vao tuin thtr 6 ting cao rat nhiéu so v6i nhom AS (3.95+0.08
x10’tb/mm®) & tuan thir 4 (p<0.05). Diéu tri bang dich AS cho thiy giam dang ké vé sé lugng WBC,
nhém ASH luong WBC giam chi con 4.89+0.42 (x10’tb/mm’), twong duong vé&i nhém mobic
4.58+0.37(x10°tb/mm®) (p<0.01). Trong khi d6, nhom bénh khong duogc diéu tri lugng WBC di ting rat
manh 8.24+0.07 (x10°tb/mm°).

Su gia ting s6 lugng WBC & chudt bi bénh viém khép dang thép 13 do sy kich thich cua hé thdng mién
dich chdng lai sy xAm nhap khang nguyén [33]. Tang WBC 1a do kich thich h¢ thong mién dich chdng lai
cac vi sinh vét gay bénh xam nhép [34]. S6 luong WBC ting va di chuyén bach cau vao khu vic bi viém
ctia chudt bi viém khop da duge ngin chin dang ké vai viée xtr 1y chiét xuét AS.

Bang 3. Anh huong cua dich chiét AS dén cac loai bach ciu trong mau chudt

Chi tiéu Giai doan Nhém thi Thoi gian
nghiém

0 tuin 4 tuan 6 tuin 18 tuan

Nhom 4.05*+0.05 4.1340.04
Phong bénh _ binh thuong
Nhom AS 4.07°40.02 4.12°40.03

Lymphocyte 04y bénh Nhém RA 5.51°+0.04
3
s (x10 3tb/ Nhom bénh 5.58*40.04
mm)
Nhom ASL 4.41%40.07
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Chitabénh  Nhom ASM 4.29°°+0.06
Nhom ASH 4.13°°+0.09
Nhém mobic 4.08°°+0.08
. Nhom 0.053*+0.00  0.054°+0.001
Phongbenh (o thuong 2
Nhom AS  0.051%£0.00  0.054+0.002
Monocytes 1
(x10°tb/ Gay bénh Nhém RA 0.084°+0.00
mm3) 5
Nhém bénh 0.089°*+0.006
o Nhém ASL 0.063°*+0.002
Chitabénh g6 ASM 0.064B+0.004
Nhém ASH 0.051°°+0.003
Nhém mobic 0.052°+0.007
. Nhom 0.113+0.00  0.115%0.002
Phongbenh (o thuong 2
Nhom AS  0.112°+0.00  0.116*+0.003
Granulocyte 1
s(x10’tb/ ~ Gaybénh  NhomRA 0.133"+0.00
mm’) 4
Nhém bénh 0.141°440.002
o Nhém ASL 0.125°*+0.004
Chitabenh 16 ASM 0.121%+0.005
Nhom ASH 0.115°40.003

Nhom mobic 0.114°°40.001

a0 C4c gid tri vi cac chit cai khac nhau trong mot hang cho thy két qua khac nhau dang ké (p <0.05)

ABCD . Cac gia tri v6i cac chit cai khac nhau trong mét cot cho thiy két qua khac nhau dang ké (p<0.05)

Bach céu cac loai trong mau chudt nhém RA da ting manh so v&i nhom AS (lymphocytes ting 1.39+0.01
x10’tb/mm’, monocytes ting 0.03+0.003x10’tb/mm’, granulocytes ting 0.017+0.001x10°tb/mm?)
(p<0.01) (Bang 3). Sau khi duoc ubng dich chiét AS lymphocytes cia nhoém ASH dat
4.1340.09x10°tb/mm’, tuong duwong v4i nhom Mobic 1a 4.08+0.08x10°tb/mm’, giam thap hon nhiéu so
v6i nhom bénh (5.58+0.04x10°tb/mm’). Luong monocytes ciing giam manh & cac nhém ASL (giam
0.021+0.003x10°tb/mm”*), ASM (giam 0.022+0.001x10°tb/mm*), ASH (0.033+0.002x10’tb/mm”) so véi
nhom RA. Luong granulocytes & nhom bénh ting cao hon so vo6i nhom RA (tang
0.008+0.002x10°tb/mm”) (P,0.05), nhém ASH giam (0.018+0.001x10°tb/mm”) va twong dwong véi nhom
Mobic (giam 0.019+0.003x10’tb/mm”*) (p<0.02). Té bao bach ciu cac loai giam dan & nhiing con chudt
dugc udng dich chiét AS cho thiy tac dung khang viém cia AS trong chita tri viém khép dang thép 6
chudt Swis:s. . i . )

Bach cau hat 1a quan th€ bach cau chinh lién quan dén tinh trang viém khop do FCA gay ra & khop.
Céc té bao bach cau dugce tao ra trong tily xuong va di chuyén dén vi trf viem. Qua trinh viém ¢ chudt RA
duogc didc trung boi phan tmg mién dich do té bao T diéu khién, gop phan vao su khoi dau va duy tri tinh
trang viém khép [35]. Ham luong cic loai bach ciu ting did dugc quan sat do tinh trang viém
khép. Cytokine tién viém nhu TNF o, IL-1 va IL-6 tao ra duoc giai phong vao hé thong tudn hoan. Cac
cytokine lyu hanh nay c6 xu hudng lam thay ddi chirc ning cia cic co quan & xa va tao ra mot loat cac
thay d6i pro-atherogen bao gém rdi loan chirc ning ndi mo, khang insulin, rdi loan lipid mau, tic dung
prothrombotic va stress oxy hoa [36]. Trong nghién ciru ctia chung t6i, dich chiét AS kiém soat déang ké
ndéng do cac loai bach cau theo cach phu thudc vao lidu cho udng so voi nhom kiém soat viém khép
va nhom dugc diéu tri bang mobic.
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Béng 4. Anh huong cta dich chiét AS 1én chi s6 sinh hoa méau

Chi tieu  Giai doan Nhém thi nghiém Thoi gian
0 tuin 4 tudn 6 tudn 18 tuén
Phong bénh Nhém binh thuong - -
Ham Nhom AS - -
lwgng Gay bénh Nhém RA 2.29°+0.57
(HCIRIFI) Nhom bénh 23574028
& Chira bénh Nhom ASL 1.76%+0.24
Nhom ASM 1.41°20.31
Nhom ASH 1.19°P+0.42
Nhom mobic 1.38°5+0.34
Phong bénh Nhoém binh thuong - -
. Nhém AS - -
Ham Gay bénh Nhom RA 4.04°+0.26
‘“I"{-’F“g Nhom bénh 4.38"+0.39
1 Chira bénh Nhom ASL 3.71°5+0.42
(mgL”) Nhém ASM 2.46°°+0.52
Nhom ASH 1.74°°+0.43
Nhém mobic 1.62°+0.61

*.Céc gia tri v6i cac chir cai khac nhau trong mot hang cho thay két qua khac nhau dang ké (p <0.05)
ABEDE.Cac gid tri véi cac chit cai khac n}lau trong mot cot cho thy ké} qua khac nhau dang ké (p<0.05)

Ham Iuong RF va CRP trong huyét thanh ciia nhém bénh (do6i chiing am) da tang (RF ting 0.34 mgL”
! CRP ting 0.06 mgL™) & tuan 18 so v6i nhom RA & tuan 6 (p<0.05). Diéu tri bang dich AS luong RF va
CRP déu giam dan. Pén tuan 18 & nhém ASH chi s6 RF 1a 1.74 £0.43 mgL"', CRP 1a 1.19 = 0.42 mgL"'
tuong dwong véi nhém mobic (RF: 1.62 + 0.61 mgL™”', CRP: 1.38+ 0.34 mgL™) (p <0.01). Chudt bi viém
khép duge didu tri bang dich AS da c6 biéu hién hdi phuc so v6i nhom bénh.

CRP 1a chi s hidu qua cta ton thuong md hodc viém & gan [37]. CRP dugc hinh thanh trong syn va
cdc md xuong trai qua qué trinh viém [38]. Nong d6 CRP huyét twong ting dé dap ung vdi tinh trang
viém & RA va cc bénh viém khac. Nong d6 CRP cao hon trong huyét twong cho thiy nhimg thay d6i
khdp mé rong trong viém khép. Synovium cuia cac khop bi viém c6 thé kich hoat kich hoat cac dai thuc
bao va nguyén bao soi, tao ra cac t& bao nay dé giai phong thém CRP [39]. Nong d6 CRP cao hon trong
huyét trong cho thay nhiing thay d6i khdp ma rong trong viém khép [40]. CRP, RF va cac dau higu viém
1a chi s ctia hoat dong thap khép. Tang mirc do cua tat ca cac thong sd ndy xac nhan su khoi phét ctia
viém khép [25]. RF duoc san xuit boi cac té bao B di trai qua mot qua trinh dot bién soma theo khang
nguyén [41]. RF 1a mot yéu t6 anh huong dén sy phat trién cia RA. Tang RF 1a do kich thich hé thong
mién dich chdng lai cac vi sinh vét giy bénh xdm nhép [36.2]. Tang mic d6 RF & nhitng con chudt khong
¢6 triéu chimg lam ting dang ké nguy co méc phai RA [42]. Trong nghién ctru hién tai, nong d6 CRP, RF
da giam déng ké sau khi bo sung dich AS.

2.2.6. Hinh thai ngoai va mo khép

Mirc d6 nghiém trong cua bénh va anh huong cta chiét xuat ethanol vo qua AS dbi v6i hinh thai ngoai
cang chan chudt dugc thé hién & hinh 3. O nhém AS, chudt dugc udng dich chiét vo qua AS phong bénh
trong 4 tuan, c:fmg chan, ban va ngoén chan binh thuong, chudt van dong linh hoat. Nguoc lai, nhom RA
sau khi tiém FCA, biéu hién d4u hi¢u dau khép bao gdm sung va d6 & khop, han ché van dong va dau khi
cham vao, chudt di lai kh6 khan. Trang thai viém, sung cang tang 1én & nhom bénh sau 18 tuan theo dai.
Mot s6 con chudt chan khap khiéng va di chuyén xung quanh kho khin bang cach kéo ban chan cia
chang [27]. O cac nhom duoc udng diéu tri bang dich chiét vo qua AS, céc triéu chimg viém giam dan,
thé hién su hoi phuc khép. O nhém ASL (200 mg/kg thé trong), cang chan da bot sung. Nhom ASM (300
mg/kg thé trong) chudt van dong kha linh hoat, chan giam sung, chét hoat dich tang sinh, sun khdop da
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dugc phuc hoi. Pac biét & nhém ASH chan da hét sung, chudt van dong rat linh hoat, c6 thé leo tréo dé
1éy thirc an, ting sinh hoat dich, khong con thim nhiém té bao viem. Két qua nhéom mobic giéng nhu
nhom ASH.

Nhom AS Nham RA

P - | \@
- LN

Nhém ASL Nhém ASM Nhém ASH Nhém Moble

Nham bénh

Hinh 3. Anh hudng cua dich chiét AS hinh thai ngoai cing chan chudt
th:'IEI AS Nhom bénh

Nhém Mobic

Nham ASL Nhém ASM Nhom ASH
Hinh 4. Anh hudng cua dich chiét AS dér} chu trac mé khép )

Mtic do nghiém trong cia bénh va anh hudng cua chiét xuat ethanol vo qua AS doi vai mo khdp ban
chan chuét duge thé hién ¢ hinh 4. O nhom AS, chudt duge uéng dich chiét vo qua AS phong bénh trong
4 tuén, khong co biéu hién viém, x61 mon sun va hinh thanh pannus & mo6 khdp. Nguoc lai, nhom RA sau
khi tiém FCA, té bao viém (twong bao, dai thyc bao) xam nhép vao chit nén (nhom RA, nhém bénh),
synoviocytes tang sinh rd rét, hinh thanh pannus véi sy &n mon sun khop. Trang thai cang tang lén &
nhém bénh sau 18 tuan theo déi. O cac nhom duoc uéng diéu tri béng dich chiét vo qua AS, cac triéu
chtng viém giam dan, thé hién sy hdi phuc khép. O nhom ASL, biéu hién thoai héa sun vira phéi va hinh
thanh pannus nhe. Nhém ASM chét hoat dich ting sinh, sun khép da dwoc phuc hdi. Dic biét & nhom
ASH khong con thadm nhidm té bao viém, bé mat khép nhin véi sy gia ting cac 16p sun khop. Két qua
nhém mobic gidng nhu nhom ASH.

Danh gi4a md hoc dugc thuc hién trong nghién ciru nay dé xac dinh nhing thay d6i mé hoc vé mirc do
nghiém trong cua bénh gitta cac nhom, bao g6m viém mang hoat dich, thoai hda sun va x6i mon xuong.
Mang hoat dich ¢ chudt mé khép chudt RA day hon so véi & chudt dabi chung. Ching minh sy pha hiay
sun va xwong cuc ky nghiém trong bén canh sy xdm nhap manh cua cac té bao viém vao khop [27]. Tuy
nhién, & chudt duge bd sung dich AS, cac phan tich m6 bénh hoc cho théy tac dung chéng viém manh,
giam dang ké tinh trang mach mau, sung huyét, ting truéng pannus, tén thuong sun khop va giam khong
gian khop
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3. KET LUAN

Chiét xuét ethanol vo qua AS liéu 200, 300, 400 mg/kg thé trong co tic dung hidu qua trong phong va
diéu tri RA trén chudt Swiss trong mo hinh viém khép dang thap bang FCA. Sau 18 tuan chudt uéng dich
AS phong va diéu tri RA da thé hién su hdi phuc qua su giam han ché van dong khop, giam nhiét do ban
chan, duong kinh khop, giam thé tich cang chan, giam ton thuong ciu tric sun khop, giam lugng WBC,
cac loai bach cau lympho, bach cAu mono, bach cau hat, RF, CRP trong mau. Chiét xuit ethanol vo qua
AS liéu 400 mg/kg thé trong c6 hiéu qua tot nhat trong phong va diéu tri RA.
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