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PAT VAN PE

Viét Nam nam trong ving khi hau nhiét d6i, c6 ngudn gen cay thude
rat phong phil. Viéc nghién ctru cac cay thudc nam dung trong chita bénh
dugc Nha nude va By Y té khuyén khich boi day 1a mot hudng di ding
ddn huéng dén muyc dich ting cudng cung cip ngudn thude tét cho cong
dong xét trén cac phuong dién tinh hiéu qu4, tinh an toan va tinh sin co.
Hoang Kinh 1a mot vi thudc nam sin c¢6 ¢ cac vung ddng bang, mién nui,
trung du ctia Viét Nam va duoc sir dung phd bién trong dan gian trong
diéu tri nhidu bénh nhu bénh 1y vé khdp, cam cum, sot, ho, hen, bong
gan, viém dai trang... Cac nghién ciru vé thuc nghiém & nudc ngoai cho
thidy Hoang Kinh co tac dung giam dau, khang viém, khang nam, khang
khuén, tri ho, long dom, ha sét. G Viét Nam, cho dén nay chua c6 nghién
ctru nao vé thanh phﬁn héa hoc, tac dung dugc 1y, cling nhu tac dung 1am
sang cla cdy Hoang Kinh dic biét 1a tac dung trong diéu tri bénh 1y vé
khop. Véi mong mudn tan dung duoc mot loai dugc li€u co tac dung
chira nhiu bénh, sin c6 cua Viét Nam, ching t6i tién hanh nghién ctu
vé cay thude Hoang Kinh voi cac muc tiéu sau:

1. Nghién ciru djc tinh cép, bdn trwong dién ciia cao Hoang Kinh va
tic dung chéng viém, giam dau ciia vién nang cirng Hoang Kinh trén
thuc nghiém.

2. Pdnh gid tic dung ciia vién nang cirng Hoang Kinh két hop
Methotrexat trong diéu tri bénh nhén viém khép dang thap thé hoat

dong nhe va vira.



Chuong 1
TONG QUAN TAI LIEU

1.1. Quan niém ciia Y hoc hién dai vé bénh viém khép dang thap
1.1.1. Nguyén nhén va co ché bénh sinh

Theo Y hoc hién dai (YHHD), viém khép dang thap (VKDT) duoc
coi 1a mot bénh tu mién véi sy tham gia cla nhiéu yéu t6 nhu nhiém
khuan hodc di truyén. Cac nghién ctru cho thdy cac phan tmg mién dich
xay ra & mang hoat dich dong vai tro co ban trong bénh VKDT, trong d6
c4c té bao lympho T dong vai tro then chét.
1.1.2. Piéu tri viém khép dang thip

Tuy timg giai doan bénh VKDT ma chon phuong phap diéu tri thich
hop nhu diéu tri toan than, diéu tri tai chd, diéu tri phuc hoi chirc nang va
diéu tri ngoai khoa. Piéu tri toan than VKDT can phéi hop nhiéu nhém
thubc. Cac nhéom thudc bao gém: thudc giam dau don thuan (thudng
dung thudc giam dau bac 1 hodc bac 2); thubc khang viém khong Steroid
(NSAIDs); Glucocorticoid; nhom thudc thip khép tic dung chim
(Disease Modyfing Anti Rheumatic Drugs - DMADRS) va nhom thudc

tac nhan sinh hoc. Viéc phdi hop cac nhém thude theo nguyén tic sau:
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- Anti TNFa: Entanercept- Enbrel®
hodc Infliximab - Remicade®

- Anti IL — 6: Tocilizumab - Actemra®

- Anti B cell: Rituximab - Mabthera®

So d 1.2. Tém tit phac d diéu tri Viém khép dang thap
1.2. Quan niém ciia Y hoc ¢6 truyén vé bénh VKDT

1.2.1. Nguyén nhén va co ché bénh sinh
VKDT thugc pham vi chung Ty cua y hoc cé truyén (YHCT).

Nguyén nhan gay ching Ty bao gém ngoai nhan, ndi thuong va bat noi

ngoai nhan.

Co ché bénh sinh 1a do tién thién bit tc, can than hw, dinh vé déu hur,

nhiéu 1an bi cam phong han thap nhiét ta dan t6i khi huyét ngung tré,

kinh lac bi tic tré lam sung dau cac khop cuc bd hoac toan than.

1.2.2. Piéu tri VKDT

Diéu tri VKDT theo YHCT tuy thudc vao thé 1am sang ma c6 phap

diéu tri va diéu tri cu thé. Tuy nhién nguyén tic chung la diéu tri nguyén

nhan két hop diéu tri triéu chimg thong qua phap diéu tri hanh khi hoat
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huyét, thong kinh hoat lac nham lam giam sung, dau khép.Trong céac y
van kinh dién, chimg Ty dugc chia thanh 2 thé 16n 1a Phong han thap ty
va Phong thp nhiét ty. Gan ddy, dé phan anh ddy du chimg trang da
dang cua ching Ty trén lam sang, mot phan loai theo tai liéu Trung Y
Nbi khoa cuia Trung Qudc da chia chirng Ty thanh 10 thé. Theo d6, phap
diéu tri cua cac thé 1am sang cu thé nhu sau: Thé Phong thap ty véi phap
diéu tri khu phong, trir thap, thong lac, chi théng. Thé Han thip ty véi
phap diéu tri 6n kinh, tan han, trir thap, thong lac. Thé han nhiét thac tap
v6i phap diéu trj 6n kinh, tan han, thanh nhiét, trir thap. Thé Thap nhiét
ty v6i phap didu tri thanh nhiét, trir thip, tuyén ty, thong lac. Thé nhiét
doc ty voi phap diéu tri thanh nhiét giai doc, luong huyét, thong lac. Thé
Huyét & v6i phap diéu tri hoat huyét, hoa @, dudng can, thong lac. Thé
Pam troc voi phap diéu tri hoa dam, hanh khi, thong lac, tuyén ty. Thé
DPam & phap diéu tri hoat huyét hanh @, hoa dam, thong lac. Thé Khi am
ludng hu véi phap diéu tri ich khi dudng 4m, hoat huyét thong lac. Thé
Can than ludng hu v&i phap diéu trj tu bd can than.
1.3. Tong quan vé mdt sé nghién ciru diéu tri VKDT bang thudc
YHCT

Céc nghién ctru diéu trj VKDT bang thuéc YHCT bao gém nghién
ctru trén thue nghiém va trén 1am sang. Mot s6 bai thuéc nhu Tam ty
thang gia giam, Quyén ty thang gia giam hay cac vi thudc nhu Céu tich,
Thd phuc linh, C6t toai bd... da duge nghién ctru trén thuc nghiém. Két
quéa nghién ctru chi ra rang thuéc YHCT c6 tic dung giam dau, chéng
viém trén thuc nghi€ém. Tuy nhién, cac nghién ctru trén thuc nghiém con
chua nhiéu. Bén canh do6, nghién ctru vé cac bai thude, ché phim thubc,
vi thubc YHCT trén lam sang ciing da dwoc trién khai. Trude day,
nghién ctru tap trung vao str dung diéu tri VKDT bang cic bai thudc

YHCT don thuan (Xtc ty thang, Doc hoat tang ky sinh thang, Quyén ty
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thang gia giam, O dau thang, Tam ty thang gia giam...) va ché pham
YHCT don thuan (Ruogu ngot thap khép, vién nang Phong té thap, vién
nang Thép khdp, vién Hy dan...). Gan day, cing v6i hiéu biét méi vé co
ché bénh sinh bénh VKDT, hudng nghién ctru danh gia hiéu qua diéu tri
VKDT bang thuéc YHCT két hop thudc YHHD bit dau duoc quan tam.
Su két hop chii yéu 1a thudc thap khop tac dung cham (Methotrexat -
MTX) voi mot sb bai thubc YHCT nhu Thong ty hoat lac thang, Qué chi
thuoc duoc tri miu thang, Tir diéu tiéu ty thang, Tam ty thang...Su két
hop nay lam tang hiéu qua diéu tri, ting tinh khoa hoc va dam bao vé y
duc trong nghién ctru. Ciing v6i viéc nghién ciru cac bai thude, cac nha
khoa hoc quan tdm nghién ctru tac dung mot vi dugc liéu. Cac nghién
ctru doc vi cho phép xac dinh dugc thanh phan chinh cua thude c6 tac
dung diéu tri. Nghién ctru gin day c6 thé ké dén nhu nghién ctru vé vién
nang Regimune duoc chiét xuit tir r& cay Chay. Tuy nhién, céc nghién
clru doc vi, dic biét 1a doc vi vé thude nam con rat khiém ton.
1.4. Tong quan vé cay Hoang Kinh
* Tén khoa hoc: Hoang Kinh co tén khoa hoc la Vitex Negundo L.
* Bd phan dung: nhiéu bo phan cua cdy Hoang Kinh dugc st dung 1am
thudc: 14, qua, r&, vo than.
* Cac nghién ciru vé cay Hoang Kinh

+ O nudc ngoai, c6 mot s6 nghién ciru vé ciy Hoang Kinh. Tuy
nhién, cic nghién ctru nay tip trung chi yéu trén thuc nghiém. Két qua
cac nghién ctru da xac dinh thanh phan hoa hoc chinh cua cdy Hoang
Kinh (l& chira flavonoid, tinh dau, carotene, glycoside...; hat chtra
flavonoid, triterpenoid, p-sitosterol...) va mot s6 tac dung dugc Iy nhu tac
dung giam dau, chdng viém va budc dau cho thdy Hoang Kinh co tac

dung chéng oxy hoa, bao vé té bao gan trén thuc nghiém.
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+ O Viét Nam, Hoang Kinh dugc str dung phd bién trong dan
gian véi nhiéu chi dinh bénh khéc nhau va duge coi nhu mot cdy thube
quy. Tuy nhién, chua c6 nhitng minh chimg khoa hoc vé cay thudc nay.
Vi vay, cay thude chua duoc dua vao chuyén ludn Duogc dién Viét Nam.
Do d6, can c6 nhitng nghién ciru trén thyc nghiém ciing nhu trén 1am
sang dé cung cdp nhimg minh ching khoa hoc, qua d6 dé c6 thé tan
dung, phat trién cdy thudc quy nay. Nam 2013, nhom nghién ctru truong
Dai hoc Y Ha Noi d két hop véi truong Pai hoc Duge Ha Noi bude dau
nghién cuu vé dic diém thuc vat, thanh phﬁn héa hoc va bao ché vién
nang cung tir 14 cdy Hoang Kinh. Két qua nghién ctru da dinh tinh duoc
cac nhom chat chinh trong 14 Hoang Kinh va xac dinh dugc ham luong
Flavonoid trong 1& Hoang Kinh. Nghién ctru nay tiép tuc duoc danh gia
tinh an toan va tac dung cuia la cdy Hoang kinh trén thyc nghi€m va trén
Iam sang.

Chuong 2
POI TUQNG - PHUONG PHAP NGHIEN CUU
2.1. Chit liéu nghién ciru
2.1.1. Nghién ciru trén thue nghiém: Cao dic Hoang Kinh duoc bao ché
tir 14 cdy Hoang Kinh tai Truong Pai hoc Dugc Ha Noi. Cao dac Hoang
kinh dat tiéu chuén co so.
2.1.2. Nghién ciru trén lim sang

- Vién nang Hoang Kinh duoc bao ché tir cao dic Hoang Kinh
tai Truong Pai hoc Dugc Ha Noi. Thanh phén 1 vién nang: 316 mg Cao
dic Hoang Kinh, ta duoc vira du 1 vién nang s6 0. Vién nang c6 chimg
nhan tiéu chuan co sé cia Vién kiém nghiém thude Trung vong - BO Y

Té. Thude ddi chimg: Mobic 7,5mg ctia cong ty Boehringer Ingelheim -
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Greece. Thudce diéu tri nén cta 2 nhom; Methotrexat 2,5mg, 10mg/tu§n,
cua cong ty Remedica Ltd - Cyprus
2.2. Pbi twong nghién ciru
2.2.1. Péi twong nghién ciru trén thwe nghiém

Tho chung Newzealand White, chudt nhét tring ching Swiss,
chudt cong tring ching Wistar truong thanh do Trung tim chin nudi
dong vat thi nghiém Vién V¢ sinh dich t& Trung wong cung cap.
2.2.2. Doi twong nghién civu trén lam sang

C& mau duoc tinh theo cong thirc nghién ciru 1am sang cua T
chic Y té Thé gidi. Nghién ctru tién hanh trén 72 bénh nhan VKDT
chia lam 2 nhém: nhém nghién cru 36 bénh nhan, nhom ching 36
bénh nhan.
* Tié¢u chun chon bénh nhéan: Chon bénh nhan dugc doan VKDT theo
tiéu chudn cua HoOi thip khép hoc My (American college of
Rheumatology - ACR) nam 1987, dang dugc diéu tri Methotrexat
10mg/tudn, thoi gian it nhat 1a 3 thang cho dén thoi diém tham gia
nghién cuu, thé hoat dong nhe va vira theo mirc d6 hoat dong bénh dua
trén 28 khop (disease activity score based on 28 joints - DAS 28): 2,6 <
DAS 28 < 3,2 va 3,2 < DAS 28 < 5,1, tudi > 18, khong phan biét gidi,
nghé nghiép, tinh nguyén tham gia nghién ctru.
* Tiéu chuin loai trir bénh nhan: Loai trir bénh nhan mic bénh suy
gan, suy than, bénh vé mau, lao, ung thu, viém loét da day ta trang
tién trién, rdi loan tAm than, rdi loan cam giac, bénh vé mit, bénh
phdi man tinh, phuy nit c6 thai va cho con b, khong tuan thu yéu cau
cua nghién ciru.
2.3. Phuwong phap nghién ciru
2.3.1. Nghién ciru trén thuc nghiém

- Nghién ciru doc tinh cép ctia cao Hoang Kinh theo phuong phap

Litchfield - Wilcoxon: Chudt nhét dugc chia thanh 5 16, mdi 16 10 con,
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dugc udng thude nghién ctru 3 1an/24h theo liéu ting dan tir 124,05g/kg
dén 620,25g/kg. Theo dbi tinh trang chung va sb luong chudt chét & mdi 16
trong 72 gio va theo ddi tinh trang ctia chudt dén hét ngay thir 7.

- Nghién ctru doc tinh ban truong dién theo hudng dan cua T
chirc Y té thé gidi: Tho duge chia lam 3 16, mdi 16 10 con. Lo chimg;
udng nuéc cat 2ml/kg thé trong/ngay. Lo tri 1: udng Cao Hoang Kinh
lidu 3,2g duoc liéukg thé trong; Lo tri 2: ubng Cao Hoang Kinh lidu
9,6g duoc lidu/kg thé trong. Tho duoc udng mot 1an/ngay lién tuc trong 8
tuan. Panh gia tai cac thoi diém trude udng thude (To), sau 4 tudn (T4),
sau 8 tudn (Ts) vé tinh trang chung, thé trong, chirc nang tao mau va hinh
thai gan than.

- Nghién ctru tdic dung gidm dau trung wong cua vién nang
Hoang Kinh bing phuong phdp mim néng va may do ngudng dau.
Chudt nhét tring dugc chia thanh 4 16: Lo 1: udng nudc cit lidu
0,2ml/10g thé trong/ngay; Lo 2: udng codein phosphat 20mg/kg thé
trong; Lo 3: udng Hoang Kinh liéu 9,6g/kg thé trong/ngay; L6 4: udng
Hoang Kinh liéu 28,8g/kg thé trong/ngay. Phwong phdp mdam néng: Do
thoi gian phan tng v6i nhiét do cta chudt trude khi udng thude va sau
khi udng thudc 1an cudi cing 1 gio. Phirong phdp gdy dau bang mdy do
ngudng dau: Tac dung mot luc ting dan 1én ban chan phai ciia chudt.
Quan sat dé phat hién va ghi lai khoang cach trén thuéc do & may do
ngudng dau khi dat dén Iyc 1am cho chudt phan tng lai bang cach rit
chan ra khoi kim gay dau ctia may do ngudng dau.

- Nghién ciru tac dung giam dau ngoai bién bang phuwong phap
gay quin dau bang acid acetic: Chudt nhit tring dugc chia thanh 4 16: L
1 ubng nuéc céat litu 0,2ml/10g thé trong/ngay; Lo 2 udng aspirin
150mg/; L6 3 ubng Hoang Kinh lidu 9,6g/kg thé trong/ngay; Lo 4 udng
Hoang Kinh liéu 28,8g/kg thé trong/ngay. Chudt & cac 16 1, 3 va 4 dugc

uong nudc cat hodc thude thir moi ngay 1 lan vao buoi sang trong 3 ngay
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lién tyc. Ngay thir 3, sau khi udng thudc 1 gio, tiém vao 6 bung mdi
chudt 0,2ml dung dich acid acetic 1%. Pém sb con quén dau cua ting
chudt trong mdi 5 phut cho dén hét phat thir 30 sau khi tiém acid acetic.
So sanh sb con quin dau ctia chudt gitra cac 16 véi nhau.

- Nghién ciru tac dung chdng viém cdp cua vién nang Hoang
Kinh trén mo hinh gay phu viém chan chudt bang carrageenin va trén mo
hinh gay viém mang bung chudt céng bang carrageenin va
formaldehyde. Chudt dwoc udng thube véi lidu 5,69 va 16,8g/kg thé
trong/ngay hoic nudc trong 4 ngay lién trude khi gay viém. Ngay thi 4,
sau khi uéng thudc 1 gio, gdy viém bang cach tiém carrageenin 1%
0,05ml/chudt vao dudi da gan ban chan sau bén phai ctia chudt. Po thé
tich chan chudt vao cac thoi diém: trude khi gy viém (Vy), sau khi gy
viém 2 gio (Vy), 4 gio (Vy), 6 gi0 (Ve) va 24 gio (Vyy).

- Nghién ciru tac dung chéng viém man trén mé hinh giy u hat
thuc nghiém: Chudt nhét tring, duoc chia thanh 4 16: L6 1udng nudc cit
0,2ml/10g chudt; L6 2: udng methylprednisolon lidu 10mg/kg thé trong;
L6 3: udng cao Hoang Kinh liéu 9,6g duoc lidu/kg thé trong; Lo 4 ubng
cao Hoang Kinh lidu 28,8¢g dugc liéuw/kg thé trong. Gdy viém man tinh
bang cach cdy soi amian trong luong 6 mg tiét tring di dugc tim
carrageenin 1% & da gay ctia mdi chudt. Sau dé cac chudt dugc udng
nude cat hogc thude thir lién tyc trong 10 ngay. Ngay thir 11 tién hanh
giét chudt, boc tach khéi u hat va can tuwoi. Chon ngau nhién mdi 16 3
khdi u hat dé 1am xét nghiém giai phdu bénh vi thé. Cac khdi u hat con
lai duoc sdy kho ¢ nhiét 6 56°C trong 18 gid. Can trong luong u hat sau
khi da duoc siy kho.

2.3.2. Nghién cvru trén lam sang
2.3.2.1. Thiét ké nghién ciru: Thir nghiém 1am sang mé, so sanh trude
v6i sau diéu tri, va so sanh voi nhom chimg.

2.3.2.2. Quy trinh nghién ciru
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- Bénh nhan chon vao nghién ctru dugc chia thanh 2 nhém theo
phuong phap ghép cip twong dong vé tudi, gioi, mirc d6 hoat dong cua
bénh theo DAS 28.

- Phéc d6 nén str dung cho ca 2 nhém: Methotrexat 2,5mg x 4
vién /1an/ tuan x 4 tuan. Udng c¢b dinh vao mot ngdy trong tuan (ngay thir
2 sau khi bénh nhan vao vién). Nhom chtmg: 36 bénh nhan, uéng Mobic
7,5mg/ngdy x 30 ngay. Nhom nghién ctru: 36 bénh nhan, udng vién nang
Hoang Kinh 10 vién /ngay x 30 ngay.
2.3.2.3. Cdc chi tiéu nghién ciru

- Cdc chi tiéu nghién ciru trén 1&m sang: thoi gian cimg khop
budi sang, sb khép dau, VAS (Visual Analog Scale), chi sb Ritchie, sd
khop sung, muc do cai thién bénh theo chitc nang van déng (Health
Assessment Questionnaire - HAQ), DAS 28, cai thién bénh theo ACR va
cac tac dung khong mong mudn trén 1am sang. Cac chi tiéu 14m sang
duogc luong gia vao ngay dau tién (Dy), ngay thir 15 (Dss) va ngay thir 30
(Dgo) cua dot diéu tri.

Céc chi tiéu can 1am sang nhu bilan viém (téc do mau lang,
Protein C phan tmg (CRP - C - reaction protein), cac xét nghiém huyét
hoc va sinh hoa nhu héng cAu, bach cau, tiéu clu, cac enzyme gan ALT,
AST, ure, creatinin va yéu t6 dang thap RF. Cac chi tiéu trén can lam
sang duoc luong gia vao Dy va Dy, cua dot diéu tri.
2.3.2.4. Phuong phdp danh gid két qua

- Panh gi4 hiéu qua diéu tri: Panh gid muc cai thién 20%, 50%,
70% theo tiéu chudn ACR. Panh gia muc cai thién hoat dong bénh theo
tiéu chudn ciia Chau Au (EULAR-2010): so sanh DAS 28 trudc va sau
diéu tri (Hiéu sd < 0,6: bénh khong cai thién; 1,2 > hiéu s > 0,6: bénh

cai thién trung binh; hiéu sé > 1,2: bénh cai thién tdt).
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- bBéanh gid mac d6 cai thién hoat dong bénh theo thé han nhiét
cua YHCT.

- Panh gia vé tac dung khong mong mudn cua thude
2.3.2.5. Xir Iy s6 liéu: Céc s6 liéu thu thap duoc xir 1y theo thuat todn
thong ké Y sinh hoc, str dung phan mém SPSS 18.0. Sy khéc biét c6 y
nghia thong ké khi p < 0,05,
2.3.2.6. Pgo dirc nghién cizu: Nghién ctru da dugc théng qua Hoi dong
Pao duc Y sinh hoc Truong Pai hoc Y Ha Noi

Chuwong 3
KET QUA NGHIEN CUU

3.1. Két qua nghién ciru trén thuc nghiém
3.1.1. Bjc tinh cdp va bdn trwong dién

* Pgc tinh cAp: Sau khi udng cao Hoang Kinh & tat ca cac 16
khong c6 chudt nao chét trong vong 72 gid. O céc 16 chudt udng vai licu
Hoang Kinh 1a 124,05g duoc liéu /kg dén lidu 372,15g duoc liéu /kg
chudt an udng, van dong binh thuong, di ngoai phan khé. O 16 chudt
udng vé6i lidu Hoang Kinh 1a 496,20g duoc lidu /kg dén 620,25g duoc
lidu /kg mot s& chudt trong 16 ¢6 hién tugng ia chay trong vong 24 gio
sau khi uéng thudc thir, nhitng ngay sau tré' vé binh thuong.

* Poc tinh ban truong dién: Trong thoi gian thi nghiém, thd & ca
3 16 hoat dong binh thuong, nhanh nhen, mit sang, 16ng muot, an uéng
t6t, phan kho. Sau 8 tun ding thudc lién tuc véi lidu 3,2g duoc lidu/kg
tho va 9,6g duogc liéu/kg tho khong gdy doc tinh trén co quan tao mau va
khong lam thay ddi chirc ning gan than tho trén xét nghiém sinh hoa

cling nhu trén m6 bénh hoc.
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3.1.2. Tac dung gidm dau, chéng viém
3.1.2.1. Tac dung gidam dau
* Tac dung giam dau trung uong: Hoang Kinh liéu ding

9,6g/kg/ngay va 28,8g/kg/ngay ubng trong 3 ngay lién tuc khong cé tic

dung giam dau khi nghién cuu trén mdé hinh mam néng va may do

ngudng dau trén chudt nhét trang.

* Tac dung giam dau ngoai bién: Tac dung giam dau cua vién

nang Hoang Kinh bing phuong phép giy dau bang acid acetic
Bang 3.17. Anh hwéng cia vién nang Hoang Kinh
Ién s6 con quin dau cia chudt nhat tring

Sb con quin dau (s6 con/5 phut)

L6 n
, , >10-15 , >20-25 ,

0 -5 phat >5-10 phat phit > 15 - 20 phut pht > 25 - 30 phut
1 10 | 6104345 | 2440+7,06 | 1860+3.86 | 1560+ 2,99 1‘;';21' 11,40 + 3,66
2 10 | 060+097 | 860+255 | 7.80£002 | 740143 | 7.00£240 | 630271
P21 <0,001 <0,001 <0,001 <0,001 <0,001 <0,01
3 10 | 3004216 | 14704501 | 13704283 | 10104218 | 9004258 | 560+ 295
Pas <005 <001 <001 <0,001 <001 <001
P32 <001 <001 <0,01 <001 >0,05 >0,05
4 10 | 340+184 | 15104238 | 12104160 | 990+191 | 870+157 | 540+165
Ps1 < 0,05 <0,01 <0,001 <0,001 <0,01 < 0,001
Das <001 <001 <001 <001 >0,05 > 0,05
Pas > 005 > 005 > 0,05 > 0,05 >0,05 > 0,05

Két qua & bang 3.17 cho thidy: Hoang Kinh ca 2 liéu

9,8g/kg/ngay va 28,8g/kg/ngay udng trong 3 ngay lién tuc c6 tic dung

lam giam 1o rét s0 con quan dau ¢ tat ca cac thoi diém nghién ctru so voi

16 chung (p < 0,05, p <0,01 va p <0,001).




3.1.2.2. Tac dung chong viém

* Tac dung chong viém cap:
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- Téc dung chong viém cdp cua vién nang Hoang Kinh trén mo

hinh gdy phit chdn chudt cong trdng bang carrageenin

trén mo hinh gay phu chan chujt

Bang 3.18. Anh hwéng ciia vién nang Hoang Kinh

Sau 2 gio Sau4 gio Sau 6 gio Sau 24 gio
% giam % giam . .
Lo bophu phi s Do phu (%) phi s B phur (%) % gigm phi Pophu (%) | % gl@
o . _ . o o o phu so voi
(Xzsp [ | (Xzsp || (Xxsp | OVINE ) (X 1sE) | g
chimg chimg
1 42104601 60,78+847 6898+7383 20,16+4,70
2 1977+ 483 53,05 3381+6,33 4437 41,70+571 3954 1539+455 2367
Poa <001 <005 <005 >0,05
3 37,70£787 1046 4967 £652 1827 4059+530 41,16 2469+414 1520
Pa1 >005 >005 <005 >0,05
Pa2 >005 <005 >005 >005
4 4379+880 -40 59,53+830 2,06 50,61+6,78 26,63 27431381 -36,08
Pa1 >005 >0,05 >0,05 >0,05
Pa2 >0,05 <005 >0,05 >005

Két qua & bang 3.18 cho thidy Hoang Kinh liéu 5,6g/kg mirc do

phil chan chudt giam c6 y nghia thong ké so véi 16 chimg tring & thoi
diém 6h, mirc d6 giam 1a 41,16%.
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- Anh huong ciia Hoang Kinh 1én s6 lieong bach cau trong dich
ri viém
Bang 3.21. Anh hudng ciia vién nang Hoang Kinh

1én s6 lugng bach cau dich ri viem

S6 luong bach cau | 9 bach ciu _ _
L6 | n _ . psovsilol | psovailo2
(GN) (X £SE) giam
1 10 16,46+ 2,63
2 10 1880+2,11 -14,20 >0,05
3 10 1407 +2,79 1453 >0,05 >0,05
4 10 11,16 £2,25 32,23 <0,05 >0,05

Két qua & bang 3.21 cho thay Hoang Kinh liéu 16,8g/kg c6 tac
dung lam giam ro rét ) lugng bach cAu trong dich ri viém so véi 16
ching (p < 0,05), mtrc d6 giam la 32,23%.
* Tac dung chdng viém man ciia vién nang Hoang Kinh

Bdng 3.22. Tac dung cua vién nang Hoang Kinh 1én trong lweng u hat

o Trong lugng u Ty 1€ giam trong A o
L6 (mg) Itrong u hat (%) psol6l psol62
1 7525+17,25
2 3543+ 12,75 52,92 <0001
3 4500+ 1155 4020 <001 >0,05
4 44.22+729 4124 <0,001 >0,05

Két qua bang 3.22 cho thiy: Hoang Kinh liéu 9,8g/kg va
28,8g/kg lam giam 40,20% va 41,24% trong lugng khi u hat so véi 16
ching, c6 tc dung chéng viém man tinh (p < 0,01).
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3.2. Két qua nghién ciu trén 1am sang
3.2.1. Péc diém bgnh nhan nghién ciru

- Céc ddc diém vé tudi, gisi, thoi gian mac bénh, nghé nghiép,
muc d6 bénh cia 2 nhém trude diéu tri nhu thoi gian cang khop budi
sang, chi s6 khop sung, khop dau, chi sb Ritchie, VAS, ESR, HAQ cia
hai nhém khac biét khong c6 ¥ nghia thong ké (p > 0,05).

- Ty 1€ bénh nhan phan loai theo han nhiét cia YHCT cua 2
nhom khac biét khong ¢ ¥ nghia théng ké vai p > 0,05.
3.2.1. Két qua diéu tri theo YHHD
3.2.1.1. Tac dung giam dau

- Sau diéu tri, thoi gian cang khép trung binh va sé khép dau
trung binh ciia 2 nhdm khac biét c6 ¥ nghia thong ké so voi trude diéu tri
(p < 0,05). Tuy nhién giira 2 nhém khdng khac biét co y nghia thong ké
(p>0,05)

- Sau diéu tri mirc do cai thién theo thang diém VAS (VASI,
VAS2) & nhém nghién ctru cao hon nhoém chirng, sy khac biét co y nghia
théng ké véi p < 0,05. Mirc do cai thién VAS3 cua nhém nghién ctu va
nhom chung khéng c6 su khac biét.

Béang 3.32. Cai thién chi sé Richie trung binh

) Nhém C
Ritchie Nho("%NfS(;)_%) (n=36) p
- (X +SD)
Dy 11,47 £2,21 12,81+4,31 | >0,05
D3 7,58 £2,35 8,69 = 3,00 > 0,05
Cai thién (Dso- Do) -389+272 -411+377 |>0,05
P (oo- p3o) <0,05 < 0,05

Chi s Ritchie trung binh caa nhém nghién ctu va nhém ching

déu giam c6 ¥ nghia thong ké so véi trude diéu tri véi p < 0,05.
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3.2.1.2. Tac dung chong viém
Bang 3.33. Cai thién s6 khép sung trung binh

Nhém NC (n=36) | Nhom C (n=36)
Khép sung — — p
(X +SD) (X +SD)
Dy 1,72+1,28 169+137 > 0,05
D3 0,56 £ 0,84 1,19+112 <0,05
Cai thién (Dgo- Do) -1,17+£1,36 -0,5+0,88 < 0,05
P (po- p30) <0,05 < 0,05

hon nhém chiing, su khac biét co y nghia théng ké véi p < 0,05.
Bang 3.34. Cai thién téc d9 mau lang trung binh

Sau diéu tri s0 khép sung trung binh cua nhém nghién ctiru cao

Nhém NC (n=36)

Nhém C (n=36)

Mau ling (mm/h) — — p
(X +SD) (X +SD)
Dy 37,38 £ 18,09 37,78 25,03 | >0,05
D3 27,22 + 16,99 36,36 £ 21,56 | >0,05
Cai thién (Dsp- Do) -10,16 £ 19,40 -1,42+£17,38
P (po- b3o) < 0,05 > 0,05

Sau diéu tri, tc 4 mau lang trung binh ctia nhém nghién ciru giam
¢6 ¥ nghia thong ké so véi trude diéu tri va so véi nhém chimg véi p < 0,03.
Bang 3.35. Cai thién CRP trung binh cia hai nhém

CRP Nhom NC (n=36) Nhom C (n=36)
(mg/dl) (X + D) (X + D) P
Do 1,22 +154 1,79+ 2,69 > 0,05
Dag 0,77+1,17 1,34 +2,82 > 0,05
Cai thién (D3o- Do) -0,45+1,26 -0,46+ 2,72 > 0,05
P (po- b3o) < 0,05 > 0,05

Sau diéu tri, CRP trung binh ciia nhom nghién ctu giam co y

nghia théng ké véi p < 0,05. CRP ¢ nhém chimg giam khong c6 ¥ nghia

thong ké voi p > 0,05.




3.2.1.3. Tdc dung cdi thién hoat dong bénh

17

Bang 3.37. Cai thién chire nang van dong trung binh

danh gia theo b cau héi HAQ
| NnémNC (n=36) | Nhém C (n=36)
HAQ trung binh — —
Q trung (X +SD) (X + SD) P
Dy 2,49 + 0,97 2,23 +1,25 > 0,05
D3y 1,34 £0,61 1,36 £ 0,81 > 0,05
P (oo- p3oy < 0,05 < 0,05

Sau diéu tri nhdm ching va nhém nghién ctru déu cai thién chuc

ning van dong trung binh theo HAQ so véi trude diéu tri. Sy cai thién cé

y nghia thong ké vai p < 0,05.

Ty 16%
80%
70%
60%
50%
40%
30%
20%
10%
0%

75%

58.44%

33.33%

13.899
11.11% g 3395

Khéng céi thién  Cai thién ACR 20 Cai thién ACR 50

B Nhém nghién cru
B Nhém chirng

Cai thién ACR

p<0,05

Biéu d6 3.12: Ty 1¢ bénh nhan cai thi¢én theo ACR

Ty 1€ bénh nhéan cai thién 20% theo ACR & nhom nghién cuu

cao hon nhém ching, su khéc biét co ¥ nghia thong ké vai p < 0,05.
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Bang 3.38. Cai thién chi s6 DAS 28 trung binh

DAS 28 Nhém NC (n = 36) Nhém C (n = 36)
trung binh (X +SD) (X +SD) P
Dy 4,06 £0,61 4,07+0,71 > 0,05
D3 3,32+0,81 3,69 £ 0,93 > 0,05
P (Do- D30) <0,05 <0,05

Miic d6 cai thién trung binh theo DAS 28 sau diéu tri ciia 2 nhom giam
c6 ¥ nghia théng ké so véi trude diéu tri vop p < 0,05.
3.3. Mitic d9 cai thién bénh theo phén loai thé bénh va han nhiét cia YHCT

Mirc do cai thién > 20% cac chi sb Ritchie, chiic niang van dong theo HAQ,

cai thién theo DAS 28 khac biét khong c6 ¥ nghia thong ké theo tinh cht han
nhiét caa bénh (p > 0,05).
3.4. Tac dung khong mong mudn

Nhém nghién ctru khong c6 bénh nhan nao c6 biéu hién bt thuong
trong 30 ngay diéu tri. Nhom chimg c6 4,81% (3/36 bénh nhan) ¢ biéu hién
dau thuong vi phai két hop ding Omeprasol 20mg/ngay va 11,11% (4/36
bénh nhan) c6 cam giac day bung sau khi uéng Mobic.
3.4.1. Tdc dung khéng mong muén trén cén lim sang

Bang 3.45. Thay di c4c chi so huyét hoc trudc va sau diéu tri

Nh6m NC (n = 36) Nhem C (n = 36)

Chi s6 (X £5D) p (X £5D) p

] ] Dy Dso Dy D3
Hf’(“Tgllgé” 4,44 +0,47 4394045 | >005 | 421+037 413+043 | >0,05
Hb (o) | 1311136 | 1296+114 | >005 | 123+148 | 1214%145 | >0,05
Bf“(CGh/IC)'Q‘“ 7,42 +2,94 718+245 | >005 | 7.28+244 689+226 | >005
Ti(éc‘;/ff‘“ 201,8+81,48 | 279,03+9537 | >0,05 | 296,39+ 9824 | 20739+9477 | >0,05
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Céc chi sb héng cau, bach cau, tiéu ciu ciia nhém nghién curu va
nhém chimg thay d6i khong c6 ¥ nghia thong ké so véi trude diéu tri va
so sanh gitra 2 nhom (p < 0,05).

Cac chi sb sinh hoa nhu glucose mau, ure, creatinin, ALT, AST thay
d6i khong c6 y nghia thong ké so voi trudce diéu tri va so sénh giita 2 nhom.

Chuong 4
BAN LUAN

4.1. Ban luin vé két qua nghién ctru trén thue nghiém
4.1.1. Djc tinh cép va bdn trwong dién

- Poc tinh cAp: Chudt nhit di dwoc udng cao Hoang Kinh & nong do
dam dic nhét, thé tich t6i da 0,25ml/10g chudt va sb lan t6i da 3 lan
trong 24 gid. Nhu vay, chudt da dugc udng luong thudc tdi da co thé
dung nap duoc, twong duong 620,25g dugc lidukg thé trong chudt
khong c6 chudt nao chét nén khong xac dinh duoc lidu giy chét va lidu
chét nim muoi phan trim (LDsg). Tinh theo kinh nghiém déan gian thi
chudt nhit da ung gip 64,61 1an liéu trén ngudi (tinh hé sb ngoai suy
trén chudt nhét 1a 12). Theo hudng din cua To chirc Y té thé gidi va
huéng din nghién ciru thube méi, sir dung Hoang Kinh voéi liéu dan gian
1 rat an toan.

- Poc tinh ban trudng dién: Theo két qua nghién ctru, dung cao
Hoang Kinh liéu twong duong 1am sang va lidu gip 3 lan liéu 1am sang
khong 1am anh huéng dén chirc ning gan than va khong lam thay d6i mo
bénh hoc gan than thé. Nhu vay, cao Hoang Kinh khéng gay doc tinh
ban truong dién trén tho. Theo cac nghién ciru vé thanh phan hoa hoc
cling nhu tac dung dugc 1y cua Hoang Kinh, cho thdy dich chiét tir 14
Hoang Kinh ¢ tac dung bao vé té bao gan, c6 tac dung chong oxy hoa.
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4.1.2. Tdc dung giam dau, chéng viém

- Tac dung giam dau: Vién nang Hoang Kinh khéng c6 tac dung giam
dau theo co ché trung wong ma c6 tac dung giam dau theo co ché ngoai
vi. Thi nghiém gay dau bang acid acetic 1a thi nghiém dai dién trong viéc
danh gia giam dau c6 tinh chit ngoai vi. Theo cac nghién ctru vé thanh
phan hoéa hoc cua 1a Hoang Kinh cho thay thanh phan chinh cua Hoang
Kinh 1a cac flavonoid, thanh phan nay co tac dung chdng oxy hoa cao.
Nho tic dung nay s& lam giam gbc tu do, 1am giam sy oxy héa 16p
phospholipid mang té bao va giam giai phong mot sb chat trung gian hoa
hoc dan dén viém va dau. Mot sé dugce liéu YHCT duge nghién ciru trén
thuc nghiém ciing cho thay c6 tic dung giam dau ngoai vi nhu C6t khi
ct, Cau tich, vién Regimune chiét xuét tir r& cay Chay.

- Tac dung chdng viém: Hoang Kinh liéu 5,6g/kg thé trong co tac
dung chéng viém cdp & thoi diém 6h sau khi gdy phu chan chudt cong
trang bang carragenin. Hoang Kinh & ca 2 liéu 9,6g va 28,8g/kg thé trong
déu co tac dung chéng viém man tinh trén md hinh gy viém man u hat
& chudt nhit tring, tac dung nay twong duong methylprednisolon liéu
10mg/kg thé trong. Theo nghién ctru vé thanh phan héa hoc cua 1a
Hoang Kinh cho thiy thanh phan chinh trong 1a Hoang Kinh 1a tinh dau,
flavonoid inositol, saponin va tannin... Cac flavonoid tu nhi€n dugc xem
1a c6 ban chat chéng oxy hoa, chéng lai cac gbc tr do cua oxy - cin
nguyén cua nhiéu qué trinh bénh 1y trong co thé, trong d6 c6 qua trinh
viém, oxy hoa LDL. Tac dung diéu trj chdng viém, giam dau cia
flavonoid chiét xuét tir Hoang Kinh c6 1& ciing lién quan chit ché véi dic

tinh chong oxy hoa cta no.
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4.2. Ban luin vé két qua nghién ctru trén 1Am sang
4.2.1. Sw twong dfing cia 2 nhom nghién ciru
Hai nhém bénh nhan ¢6 sy twong dong veé tudi, gidi, thoi gian mac bénh

va mirc d6 bénh trude didu tri. Py 1a mét tiéu chi quan trong trong nghién
ctru ddi ching nham dam bao tinh khéach quan cua két qua nghién cuu.
4.2.2. Higu qud diéu tri theo YHHD
4.2.2.1. Tac dung giam dau

Sau diéu tri thoi gian ciang khop trung binh, s6 khép dau trung binh,
diém trung binh VAS1, VAS2, VAS3 va chi sb Ritchie ciia nhom nghién ciru
va nhom chimg déu giam c6 ¥ nghia thong ké so véi trude diéu tri (p < 0,05).

Céc nghién ciu vé thanh phan héa hoc cho thay thanh phan chinh
cua 14 Hoang Kinh la Flavonoid - ¢6 tac dung lam giam géc tu do, giam
su oxy hoa 16p phospholipid mang té bao va giam giai phéng mot sé chit
trung gian héa hoc dan dén viém va dau. Tac dung giam dau cta vién
nang Hoang Kinh ciing da dugc minh chung trén thyc nghiém khi gay
dau quan bang acid acetic trén chudt nhit trang.
4.2.2.2. Tac dung chong viém

Sau diéu tri s6 khép sung trung binh, téc do mau lang trung binh va
CRP trung binh ctia nhém nghién ciu giam c6 ¥ nghia théng ké so véi
trude diéu tri voi p < 0,05. Tac dung chong viém trén 1dm sang ciing phi
hop véi két qua chéng viém cip va man trén thuc nghiém. Theo nghién
ctu cua Chattopadhyay P va cong su vé 1a cdy Hoang Kinh cho thiy tinh
dau chiét xuat tir 14 Hoang Kinh c6 tac dung wc ché COX - 1 va COX - 2.
Nghién ctru vé cao Hoang Kinh trén 1am sang cho thay c6 tac dung giam
chu vi khop gbi trén nhitng bénh nhan thoai hda khép gdi kém theo sung
khép gdi véi p < 0,05.
4.2.2.3. Tac dung cdi thién hoat dong bénh

Sau diéu tri ca 2 nhém déu cai thién chirc nang van dong trung binh

theo HAQ so vdi trude diéu tri (p < 0,05). Mirc d6 cai thién chirc nang van
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dong HAQ ty 1€ thuan véi mic do giam dau va giam sung trén 1am sang.
Vi két qua nghién ciru vé tac dung giam dau va chong viém trén 1am sang
ciing nhu trén thuc nghiém thi mac do cai thién chi sé6 HAQ 1a hoan toan
phil hop. Biéu db 3.12 cho thay ty ¢ cai thién 20% va 50% theo ACR cua
nhom nghién ciru 1a 75% va 11,11%, cao hon nhém chirng ¢ muc cai thién
20% (p < 0,05). Mdc cai thién 20% la ngudng dugc ACR sir dung dé danh
gia bénh nhan c6 dap tng v6i mot thude hay mot phuong phap diéu trj hay
khong. Két qua bang 3.38 cho thay mic do cai thién trung binh theo DAS
28 sau diéu trj ciia 2 nhdm giam c6 y nghia thong ké so vai trude diéu tri
v6p p < 0,05. Chi s6 DAS 28 trung binh trude diéu tri cia nhém nghién
ctru 14 4,06 + 0,61, sau diéu tri 14 3,32 + 0,81.
4.2.3. Hiéu qud diéu trj theo phan logi han nhigt ciia YHCT

Hoang Kinh 1a dugc liéu méi va chua dugc ghi nhan trong Dugc
dién Viét Nam IV. Dé tim hiéu tinh han nhiét ciia Hoang Kinh, ching toi
chia l1am 2 thé han va nhiét theo YHCT va tim méi tuong quan vai hiéu
qua diéu tri theo YHHD. Két qua nghién ctru cho thdy muc do cai thién
bénh > 20% theo cac chi s6 Ritchie, DAS 28 va HAQ ¢ hai thé han va
thé nhiét cua nhém nghién ctru thay doi khdng c6 y nghia thong ké. Két
qua nay ciing phu hop vai tai ligu c6 ghi chép vé tinh “Binh” cua Hoang
Kinh. C6 I& can nghién ciu trén sé luong bénh nhan nhiéu hon va voi
cac mat bénh khac nhau mai c6 thé khang dinh thém vé tinh han nhiét
theo YHCT cua vi thubc nay.
4.2.4. Tac dung khéng mong muén ciia Hoang Kinh

Qua nghién ciu 30 ngay trén 36 VKDT bing vién nang Hoang

Kinh, ching t6i chua ghi nhan dugc truong hop nao cé tac dung khéng
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mong mudn trén 1am sang. Két qua nay ciing phu hop vai két qua nghién
ctu trén thyc nghiém: Khong xac dinh dugc doc tinh cap va khong thay
doc tinh ban truong dién cua Hoang Kinh trén dong vat thuc nghiém.
Tuy nhién, & nhom di ching xuat hién 4,81% s6 bénh nhan c6 biéu hién
dau thugng vi va 11,11% s6 bénh nhan c6 cam giac day bung do tac

dung khong mong mudn cua thude giam dau chdng viém.
KET LUAN

1. Chua xac dinh dwgc djc tinh cip (LDsg) va ddc tinh ban truong dién
cia cao Hoang Kinh trén dong vat thuc nghiém. Vién nang Hoang
Kinh c6 tic dung giam dau theo co ché giam dau ngoai vi va c6 tac
dung chong viém cip, man trén md hinh ddng vat thue nghiém.

- Trén chudt nhiét tring véi lidu 620,25g /kg thé trong gip 64,61
lan lidu tdi da dung cho ngudi nhung khong xac dinh duoc LDs,

- Hoang Kinh véi liéu twong dwong 1am sang (3,29 /kg thé trong) va
liéu gép 3 1an lidu 1am sang (9,6g/kg thé trong) udng trong 8 tuan chua thiy
bién d6i cac chi s can nang, huyét hoc, hoa sinh va khong bién di hinh thai
dai thé va vi thé gan than tho so véi 16 chimg (p > 0,05).

- Hoang Kinh lidu 9,69 va 28,8g/kg thé trong chudt/ngdy ubng
trong 3 ngay lién tuc co6 tac dung giam dau ro rét trén mo hinh gy quéan dau
bang acid acetic so v6i 16 chimg (p < 0,05).

- Vién nang Hoang Kinh c6 tac dung chéng viém cip trén mo
hinh gy phti chan chudt bang carrageenin ¢ thoi diém 6 gio va mo hinh
giy tran dich mang bung chudt cdng tring bang carrageenin +
formaldehyde (p < 0,05).

- Vién nang Hoang Kinh c6 tic dung chéng viém man tinh:
Thudc lam giam trong luong khéi u hat trén chudt nhét tir 40,20% dén
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41,24% so véi 16 chiung (p < 0,01 dén p < 0,001). Tac dung nay twong
duong methylprednisolon liéu 10mg/kg.
2. Vién nang Hoang Kinh két hep Methotrexat c6 tac dung tét trong
diéu tri bénh VKDT giai doan hoat dgng vira va nhe trén |am sang.

- Thoi gian cing khép trung binh, sé khop dau trung binh, chi s6
VASI, VAS2, VAS3 va ritchie sau diéu tri cai thién co y nghia so voi
true didu tri (p < 0,05). Mirc d6 cai thién dau trung binh va hoat dong
bénh theo danh gia ctia bénh nhan (VAS1, VAS2) & nhom nghién cau
cao hon nhom chuing (p < 0,05).

- S6 khdp sung trung binh, ESR va CRP giam c6 y nghia so véi trude
diéu tri (p < 0,05). Mirc d9 cai thién cao hon so véi nhém chiing (p < 0,05).

- Chuc nang van dong theo HAQ, DAS 28, ACR 20 cai thién c6
¥ nghia so voi trude diéu tri (p < 0,05).

- T4c dung cai thién bénh theo cac chi sé Ritchie, DAS28, HAQ
& cac thé han va nhiét theo YHCT khong c6 su khac biét (p > 0,05).

- Chura thay téc dung khdng mong mudn ciia vién nang Hoang Kinh
trén 1am sang va can 1am sang trong 30 ngay diéu tri bénh nhan VKDT.

KHUYEN NGHI

Budc dau nghién ciru trén 14m sang cho thiy Vién nang Hoang
Kinh sir dung tién loi, an toan va c6 hiéu diéu trj t6t trén bénh nhan
VKDT. Vi vay, nén duoc trién khai nghién ctru véi $6 luong bénh nhan
16n hon va vai thoi gian dai hon.

Can nghién ctru phuong phap tach chiét hoat chat chinh cé tac
dung trong 14 Hoang Kinh va phuong phap bao ché vién nang véi cac
hoat chat tach chiét dé tinh giam s6 luong vién nang trong diéu tri.
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INTRODUCTION

Vietnam, which is located in tropical climate, has plenty of
medicinal plants genetic resources. The study of medicinal plants used in
healing has been encouraged by the Government and the Ministry of
Health since this is a proper direction which aims to enhance the supply
of good medicine for community in terms of efficacy, safety and
availability. Hoang Kinh is a Vietnamese herb available in the plains,
mountains, midland of Vietnam and is widely used in treating many
diseases such as joint disease, flu, fever, cough, asthma, sprains, colitis
... The studies carried abroad showed that Hoang Kinh has analgesic,
anti-inflammatory, antifungal, antibacterial, reducing cough, expectorant,
antipyretic effects. In Vietnam, so far no studies have been conducted on
the chemical constituents, pharmacological effects, as well as the clinical
effects of Hoang Kinh especially in the treatment of rheumatology
diseases. With the desire to take advantage of a medicinal plant available
in Vietnam that can treat many diseases, we conducted this research on
Hoang Kinh with the following objectives:

1. Study on the acute and sub — chronic toxicity of Hoang Kinh extract
and anti-inflammatory, analgesic effects of hard Hoang Kinh capsules
on experiment.

2. Evaluate the effect of hard Hoang Kinh capsules in combination
with Methotrexate in the treatment of mild and moderate type of active
Rheumatoid arthritis.



Chapter 1
OVERVIEW OF DOCUMENTS

1.1. Notion of Modern Medicine about rheumatoid arthritis
1.1.1. The cause and pathogenesis
According to morden medicine, rheumatoid arthritis (RA) is

considered as an autoimmune disease with the involvement of many factors
such as infections or genetic. The studies showed the immune response
occurs in the synovium plays a fundamental role in RA disease in which T
cells play a significant role.
1.1.2. Treatment of rheumatoid arthritis

Depending on the stage of the RA disease to select appropriate
treatment such as systemic treatment, topical treatment, rehabilitation
treatment and surgical treatment. Systemic treatment of RA should
coordinate multiple drug classes. The class of drugs include: simple
analgesics (pain medications typically grade 1 or grade 2); Non - steroidal
anti-inflammatory drug (NSAIDs); glucocorticoids; rheumatoid arthritis
drug group delay effects (Disease Modyfing Anti rheumatic drugs —
DMADRs) and drug group biological agents. The combination of these
classes of drugs based on the following principles:



Peripheral arthritis,
symmetric lasts> 6 weeks —~] NSAIDs or

(especially female, middle- inhibit COX - 2
aged)

O

Definitive diagnosis RA (ACR 1987
or ACR/EULAR 2010)

No contraindications ﬂ No response

Coordinate DMARDs > 6 months
- > —
MTX10-15mg/week > 6 months — (MTX +S52) or

No response ﬂ

MTX combine with 1 of the 3 groups
- Anti TNFa: Entanercept- Enbrel®

or Infliximab - Remicade®
- Anti IL — 6: Tocilizumab - Actemra®
- Anti B cell: Rituximab - Mabthera®

Reassess after every 3-6
months. Transfer to other .
biological drugs if fails to
response

Table 1.2. Brief of Rheumatoid arthritis treatment procedure

1.2.The conception of traditional medicine about RA

1.2.1. The cause and pathogenesis
RA is categorized as “Bi zheng” in traditional medicine. Causes

of “Bi zheng” include the six external climatic factors, seven emotional
factors and other pathogenic factors.

The pathogenesis mechanism is due to congenital deficiency,
deficiency of liver and kidneys, or frequently invaded by wind, cold,
damp, heat leading to stagnancy condition of blood, gi and meridians,

which cause painful, swelling joints partially or totally.


http://old.tcmwiki.com/wiki/six-climatic-factors
http://old.tcmwiki.com/wiki/seven-emotions
http://old.tcmwiki.com/wiki/seven-emotions

1.2.2. Treatment of RA

Treating RA according to traditional medicine must depends on
clinical patterns to choose treatment principles and specific treatment.
However, the general principle is treating the cause combining with
symptomatic treatment by circulating blood and gi to reduce swollen,
paintful joints. In the classic medical literatures, “Bi zheng” is classified
into two major patterns, which are wind cold damp impediment pattern
and wind damp heat impediment pattern. Recently, in order to fully
reflect the diversity of “Bi zheng” in clinical practice, a criteria based on
Chinese Internal medicine divides “Bi zheng” into 10 patterns.
Accordingly, the treatment principles for each patterns are: Wind damp
impediment pattern with principle of dispelling wind, eliminate
dampness, circulate meridians, analgesic. Wind cold impediment pattern
with principle of warm meridian, scatter cold, eliminate dampness,
circulate meridians. The cold combined with heat impediment pattern
has the principle of warm meridian, scatter cold, reduce heat, eliminate
dampness. The principle of damp heat impediment pattern is reducing
heat, eliminating dampness, analgesic, circulating meridians. The toxic
heat impediment pattern has the principle of reducing heat, detoxicating,
cooling blood and circulating meridians. The blood stagnation has the
principle of circulating blood, dispelling stasis, nourishing tendon,
circulating meridians. The principle of phlegm pattern is transforming
phlegm, circulating qi, circulating meridians, analgesic. The phlegm
stasis has the principle of circulating blood, dispelling stasis,

transforming phlegm and circulating meridians. The principle of gi and
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yin vacuity pattern is nourishing gi and yin, circulating blood, circulating
meridians. The liver and kidney vacuity pattern has the principle of
supplement the liver and kidney.

1.3. An overview of some RA treatments by traditional medicine

Researches on treating RA by traditional medicine include
experimental and clinical studies. Some ancient remedies such as “Tam
ty thang” (with additions and subtracions), “Quyen ty thang” (with
additions and subtracions) or some medicinal plants such as Rhizoma
Cibotii, Smilacis Glabrae, Rhizoma Drynariae fortunei... have been
studied experimentally. Research results indicate that traditional herbs
have analgesic, anti - inflammatory on experiment. However, there
hasn’t been a large number of experimental researches so far. Besides,
studies of medicine remedies, medicinal preparations, traditional herbs,
have also been conducted clinically. In the past, some researches focused
only on treating RA by single remedies (“Xuc ty thang”, “Doc hoat tang
ky sinh thang”, “Quyen ty thang”, “O dau thang”, “Tam ty thang”...)
and single traditional medicine products (“Ruou ngot thap khop”,
“Phong te thap” capsules, “Thap khop” capsules, “Hy dan” capsules ...).
Recently, by the updated understanding of RA pathogenesis, new trend of
researching the treatment RA by medicinal plant combined with mordern
medicine has been concerned. The common combination are between DMARDs
(MTX) and some remedies such as “Thong ty hoat lac thang”, “Que chi thuoc
duoc tri mau thang”, “Tu dieu tieu ty thang”, “Tam ty thang”... This
combination increases effectiveness of treatment, increases scientific
aspects and ensures medical ethics in the research. Along with the study
of remedies, scientists also are interested in researching effects of a
single medicinal plant. This type of study allows scientists to identify the



main effective components of the plant in treatment. For example, the
research on Regimune capsule which is extracted from the roots of
Artocarpus tonkinensis plant. However, researches for a specific plant,

especially about Vietnamese medicinal plants still are limited.
1.4. Overview of Hoang Kinh plant

* Scientific name: Hoang Kinh's scientific name is Vitex Negundo L.
* Used parts: Many parts of the plant can be used as medicine: Leaves,
fruits, roots, bark.
* Studies on Hoang Kinh

+ In foreign countries, there are some researches on Hoang
Kinh. However, these are mainly experimental studies. These studies
have identified the chemical composition of Hoang Kinh plant (leaves
contain flavonoids, essential oils, carotene, glycosides...; seed contains
flavonoids, triterpenoid, p-sitosterol...) and some pharmacological
effects such as analgesic, anti-inflammatory effects and Hoang Kinh
initially showed antioxidant effects, protecting liver cells experimentally.

+ In Vietnam, Hoang Kinh is widely used in the community to
treat many different diseases and is considered as a valuable medicinal
plant. However, there is no scientific evidence of this medicinal plant. So
Hoang Kinh has not been recorded in Vietnam Pharmacopoeia
monograph. Therefore, it is necessary to have experimental and clinical
trials to provide scientific evidence, in order to utilize and develop this
valuable medicinal plant. In 2013, the research team from Hanoi Medical
University collaborated with Hanoi Pharmaceutical University initially
studied botanical characteristics, chemical composition and preparation
of hard capsules from Hoang Kinh leaves. The results of this qualitative
research has identified the main ingredient and the concentration of
flavonoid in Hoang Kinh leaves. This study continues to be evaluated the
safety and effects of Hoang Kinh leaves on experimental and clinical.
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Chapter 2
RESEARCH SUBJECTS - RESEARCH METHODOLOGY

2.1. Research materials
2.1.1. Experimental research: Hoang Kinh extract is made from Hoang
Kinh leaves at Ha Noi University of Pharmacy.
2.1.2. Clinical Research
- Hoang Kinh capsules is made from Hoang Kinh extract at Ha Noi
University of Pharmacy. Ingredients 1 capsule: 316 mg Hoang Kinh
extract, excipients g.s 1 capsule 0. Capsules are certified basic standards
of the Central Drug Testing Institute - Department of Health. Reference
drug: Mobic 7,5mg of Boehringer Ingelheim company - Greece.
Background drug of 2 group: Methotrexat 2,5mg of Remedica Ltd -
Cyprus
2.2. Research subjects
2.2.1. Subjects in the experimental study

Swiss white mice, white grown Wistar rats, New Zealand white
rabbits provided by the Laboratory Animal Center - National Institute of
Hygiene and Epidemiology.
2.2.2. Subjects in the clinical study

The sample size was calculated using the clinical research formula
of the World Health Organisation. The study conducted on 72 RA
patients divided into 2 groups: Treatment group (36 patients), control
group (36 patients).
* Criteria to select patients : Patients diagnosed with RA based on the
standard of American college of Rheumatology - ACR 1987, being
treated with Methotrexate 10mg/week for at least 3 months before the
research, with mild and moderate type of active Rheumatoid arthritis
(disease activity score based on 28 joints - DAS 28): 2,6 < DAS 28 < 3,2
and 3,2 < DAS 28 < 5,1, aged > 18, regardless of sex, job, volunteered to
participate in the research.
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* Criteria to exclude patients: Excluding patients with liver failure,
kidney failure, blood diseases, tuberculosis, cancer, progressing peptic
ulcer, mental disorders, sensory disturbances, eye diseases, chronic lung
diseases, pregnant and breastfeeding women, not comply with the
requirements of the study.
2.3. Research methodology
2.3.1. Experimental research

- Study on the acute toxicity of Hoang Kinh extract by the
method of Litchfield - Wilcoxon: The mice are divided into five groups,
each group has 10 mice, which are given the studying medicine 3
times/24h with dose increases from 124,05g/kg to 620,25g/kg. Monitor
the general status and number of dead mice in each group in 72 hours
and monitor the general status of the mice until the end of the 7th day.

- Study the sub - chronic toxicity under the guidance of World
Health Organization: Rabbits are divided into three groups, each group
has 10 rabbits. Control group: Drink distilled water 2ml/kg of body
weight/day. Treatment group 1: Drink Hoang Kinh extract dose of 3,29
medicine/kg of body weight; Treatment group 2: Drink Hoang Kinh
extract dose of 9,6g/kg of body weight. Rabbits drink once a day
continuously for 8 weeks. Assessment at the time before giving medicine
(TO), after 4 weeks (T4), after 8 weeks (T8) on general condition, body
weight, blood — forming function and morphology of liver and kidney.

- Research on central analgesic effect of Hoang Kinh capsules
with hot plate test and gauge pain threshold. Mice are divided into 4
groups: Group 1: Drink distilled water dose of 0.2ml/10g of body
weight/day; Group 2: Drink codeine phosphate 20mg/kg of body weight;
Group 3: Drink Hoang Kinh dose of 9.6g/kg of body weight/day; Group
4: Drink Hoang Kinh dose of 28.8g/kg of body weight/day. Hot plate
method: Measure the response time to temperature of rats 1 hour before
and 1 hour after taking the last pill. Causing pain by pain threshold
meter: Applying an ascending force to the right foot of the mouse.
Observe to detect and record the distance on the ruler in the gauge
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threshold of pain when it reaches the force that making mouse react by
withdrawing from the needle of threshold pain meter.

- Research on peripheral analgesic effect by causing cramping
pain method with acetic acid: White mice are divided into 4 groups :
Group 1 drink distilled water dose of 0.2ml/10g of body weight/day;
Group 2 drink aspirin 150mg/kg of body weight/day; Group 3 drink
Hoang Kinh doses of 9.6g/kg of body weight/day; Group 4 drink Hoang
Kinh dose of of body 28.8g/kg weight/day. Mice in the Group 1, 3 and 4
are drinking distilled water or the reagents once a day in the morning for
3 consecutive days. On the 3rd day, 1 hour after taking the drug, mice's
abdominal cavities are injected with 0.2 ml of acetic acid 1%. Count the
number of cramping pain episodes in each rat every 5 minutes for 30
minutes after injection of acetic acid. Compare the number of episodes of
cramping pain between groups.

- Study on the anti-inflammatory effects of Hoang Kinh capsules
on paw edema model rat and peritonitis model rats caused by
carrageenin and formaldehyde. Mice were given pills with dose of 5,69
and 16,8g/kg of body weight/day or water for 4 days before inducing
inflammation. On the 4th day, after taking pills for 1 hour, induce
inflammation by injecting carrageenin 1% 0,05ml/mouse subcutaneously
in the right hind soles of the mouse. Measure the volume of rat paw
before inducing inflammation (V0), 2 hours after inducing inflammation
(V2), 4 hours (V4), 6 hours (V6) and 24 hours (V24).

- Research on chronic anti-inflammatory effects on experimental
granulomas model: White mice, divided into 4 groups: Group 1: Drink
distilled water 0.2ml/10g of body weight; Group 2: Drink
methylprednisolone 10mg/kg of body weight; Group 3: Drink Hoang
Kinh extract dose of 9,6g/kg of body weight; Group 4: Drink Hoang
Kinh extract dose of 28,8g/kg of body weight. Inducing chronic
inflammation by implanting sterile asbestos fibers weighed 6mg which
were soaked in 1% carrageenin, to the skin of each mouse nape. The rats
then drink distilled water or the reagents continuously for 10 days. On
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the 11th day, kill mice, remove the granuloma and weigh. Randomly
select 3 granulomas in each group for testing microscopic pathology.
The remaining granulomas are dried at temperature of 56°C for 18 hours.
Weigh granulomas after being dried.
2.3.2. Clinical research
2.3.2.1. Research design: Clinical trial (interventional trial), comparing
after and before treatment, study group and control group.
2.3.2.2. Research process

- Selected patients for the study are divided into 2 groups
according to the method of homogenous pairing of age, gender, degree
of disease activity according to DAS 28.

- Background therapy used for both 2 groups: Methotrexate 2.5mg

X 4 tablets/times/week x 4 weeks. Drinking on fixed day of the week
(day 2 after patients are hospitalized). Control group: 36 patients, taking
Mobic 7.5mg/day x 30 days. Treatment group: 36 patients, taking 10
Hoang Kinh capsules/day x 30 days.

2.3.2.3. Research targets

- Clinical research targets: Duration of morning stiffness,
number of painful joints, VAS (Visual Analog Scale), Ritchie index,
number of swollen joints, disease's improvement level according to
motor function (Health Assessment Questionnaire - HAQ), DAS 28,
disease improvement according to ACR and adverse side effects on
clinical research. The clinical criterias were evaluated on the first day
(D0), day 15 (D15) and day 30 (D30) of the treatment.

Subclinical figures such as inflammation factors (erythrocyte
sedimentation rate - ESR, C protein reaction — CRP), the haematological
and biochemical tests such as erythrocytes, leukocytes, platelets, liver
enzymes (ALT, AST), urea, creatinine and rheumatoid factor (RF).
These tests are evaluated at DO and D30 of the treatment.



11

2.3.2.4. Methods of evaluation results

- Assess the effectiveness of treatment: Assessing improvement 20%,
50%, 70% according to ACR criteria. Assessing improved disease
activity according to European standards (EULAR - 2010): Compare
DAS 28 before and after treatment (performance of < 0.6: The disease
does not improve; 1.2 > offset > 0.6: The disease improves at an
averange rate; performance > 1.2: Disease improves).

- Assess the level of disease activity improvement on the patterns of RA
in traditional medicine.

- Assess the adverse side effects of the medicine.

2.3.2.5. Data processing: The collected data is processed in accordance
with Biomedical statistical algorithms, using SPSS 18.0 software. The
differences are statistically significant at p < 0.05.

2.3.2.6. Research morality : Research has been approved by the Council
of Biomedical Ethics of Hanoi Medical University.

Chapter 3
RESEARCH RESULTS

3.1. Experimental research results

3.1.1. Acute toxicity and sub — chronic toxicity

* Acute toxicity: After oral administration of Hoang Kinh extract, all
groups had no mouse died within 72 hours. The group which rats drink
Hoang Kinh dose of 124.05g medicinal/kg to 372.15g/kg of body weight
of mice, experienced normal eating and movement, dry stool. In group of
mice drinking Hoang Kinh dose of 496.20g/kg to 620.25g/kg, some mice
experienced diarrhea within 24 hours after reagents administraton, but
returned to normal stool after the first day.

* Sub - chronic toxicity: During the experiment, rabbits in 3 groups
operate normally, agile, bright eyes, silky hair, fine dining, dry stool.
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After 8 weeks of continuously using the study medicine with doses of
3.2g/kg rabbit and 9.6g/kg rabbit, no toxicity on blood forming system or
any changes on rabbit liver and kidney function biochemical tests as well
as on histopathology were observed.

3.1.2. Analgesic, anti-inflammatory effects

3.1.2.1. Analgesic effect

* Central analgesic effect: Hoang Kinh dose of 9.6g/kg/day and
28.8g/kg/day orally for 3 consecutive days does not have analgesic effect
on hot plate method and gauge wheels on mice pain threshold.

* Peripheral analgesic effect: Analgesic effect of Hoang Kinh capsules

on pain caused by method using acetic acid.

Table 3.17. Effects of Hoang Kinh capsules
on some of white mice's episodes of cramping pain

Number of cramping pain attacks (number of episodes/5 min)
Group | n
. . . . >20-25 .
0-5mins | >5-10mins |> 10 - 15 mins|> 15 - 20 mins mins > 25 - 30 mins
1 24,40 £ 18,60 + 15,60 + 11,40 +
10 6,10 + 3,45 706 3.86 2.99 14,20+ 3,82 3,66
2 10 0,60 +0,97 8,60 2,55 7,80 £0,92 7,40 £1,43 700+240 | 630271
P21 < 0,001 < 0,001 <0,001 < 0,001 < 0,001 <0,01
3 14,70 £ 13,70 £ 10,10 +
10 3,00 £2,16 5,01 283 218 9,00+£2,58 | 5,60+295
P31 < 0,05 <0,01 <0,01 < 0,001 <0,01 <0,01
Ps.» <0,01 <0,01 <0,01 <0,01 > 0,05 > 0,05
4 15,10 £ 12,10
10 340+184 238 1,60 9,90+1,91 8,70+157 | 540+1,65
Ps1 < 0,05 <0,01 < 0,001 <0,001 <0,01 < 0,001
Ps.2 <0,01 <0,01 <0,01 <0,01 > 0,05 > 0,05
Pas-3 > 0,05 > 0,05 > 0,05 > 0,05 > 0,05 > 0,05
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The results in Table 3.17 show: Hoang Kinh with both 2 doses of
9.8g/kg/day and 28.8g/kg/day orally for 3 consecutive days are
significantly effective in reducing number of cramping pain attacks at all
times of study, compared to control group (p < 0.05, p < 0.01 and p <

0.001).

3.1.2.2. Anti-inflammatory effect
* Acute anti-inflammatory effect:

- Acute anti-inflammatory effects of Hoang Kinh capsules on white rat
model with edema paw caused by carrageenin

Table 3.18. Effects of Hoang Kinh capsules on edema paw rat model

After 2 hours After 4 hours After 6 hours After 24 hours
% % % %
reduced reduced reduced | Edema level | reduced
Group | Edemalevel edema | Edemalevel %) | aqema | Edemalevel (%) | edema %) edema
X +5 level/ X +5 level/ X +5 level/ V2 level/
( B control ( B control ( B conol | (X £SB) | conol
group group group group
1 4210+6,01 60,78+847 6898+7,83 20,16+4,70
2 1977+ 483 | 5305 33814633 437 41,70+571 3954 | 1539+455 | 2367
P21 <001 <005 <005 >005
3 37,10+787 1046 49,67 +6,52 1827 4059+530 41,16 2469+414 1520
Pa1 >005 >0,05 <005 >0,05
Ps2 >0,05 <005 >0,05 >005
4 43791880 -40 5953+830 2,06 50,61+6,78 2663 | 27431381 36_08
Ps >0,05 >0,05 >0,05 >0,05
Paz >005 <005 >005 >005

The results in Table 3.18. show: With Hoang Kinh dose of
5.69/kg of rat, paw edema levels have significantly decreased compared
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to control group of white rats at the time of 6h, reduction level is

41.16%.

- Influence of Hoang Kinh on the amount of leukocytes in inflammatory

exudate

Table 3.21. Influence of Hoang Kinh capsule on the amount of

leukocytes in inflammatory exudate

Number of %
Group | n | leukocytes (G/l) | Reduced | p/groupl | p/group 2
(X +SE) leukocytes
1 10 16,46 + 2,63
2 10 18,80+ 2,11 -14,20 > 0,05
3 10 | 1407+2,79 14,53 >0,05 >0,05
4 10 11,16 £2,25 32,23 <0,05 > 0,05

The results in table 3.21. show: Hoang Kinh dose of 16.8g/kg has the

effect of significantly reducing the amount of leukocytes in inflammatory
exudate compared to control group (p < 0.05), the reduction is 32.23%.
* Chronic anti-inflammatory effects of Hoang Kinh capsules

Table 3.22. Effects of Hoang Kinh capsules on granulomas weight

Percentage of

Group \?nggﬁtkzmz; granulomas weight | p/groupl | p/group 2
loss (%)
1 75,25+17,25
2 3543+12,75 52,92 < 0,001
3 45,00 + 11,55 40,20 <0,01 >0,05
4 44,22 +7,29 41,24 < 0,001 > 0,05

The results in table 3.22 show: Hoang Kinh doses of 9.8g/kg and

28. g/kg reduce 40.20% and 41.24% granulomas weight compared to
control group, is effective against chronic inflammation (p < 0.01).
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3.2. Clinical research results
3.2.1. Characteristics of studied patients

- The characteristics of age, gender, disease duration, occupation,
level of disease of patients in 2 groups before treatment (such as time of
morning stiffness, joint swelling index, joint pain, Ritchie index, VAS, ESR,
HAQ) of two groups have no statistically significant differences (p > 0.05).

- Percentages of patients classified into patterns according to
traditional medicine of two groups were not significantly different with p >
0.05.

3.2.1. Treatment results according to Western Medicine
3.2.1.1. Analgesic effect

- After treatment, the difference between mean durations of joints
stiffness of two groups was statistically significant, compared to before
treatment (p < 0.05). However, between 2 groups there was no statistically
significant different (p > 0.05).

- After treatment the degree of improvement according to VAS
(VASL, VAS2) of treatment group was higher than control group, the
difference was statistically significant at p < 0.05. The degree of
improvement VAS3 of treatment group and control groups did not differ.

Table 3.32. Improvement of Ritchie mean index

Study group Control group (n
Ritchie (n =36) = 36) p
(X +SD) (X +SD)

Do 1147+£2,21 12,81 +4,31 > 0,05
Dso 7,58 +2,35 8,69 + 3,00 >0,05
Improve

(Dy- Do) -3,89+£2,72 -4,11+377 >0,05
P (po- p30) < 0,05 <0,05
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Ritchie mean index of both the study and control group reduced

statistically significant compared to before treatment with p < 0.05.

3.2.1.2. Anti-inflammatory effect
Table 3.33. Mean number of swollen joints improvement

Study group Control group

Swollen joint (n=36) (n=36) p
(X +SD) (X £SD)

Dy 1,72+1,28 1,69+1,37 > 0,05
Do 0,56 +0,84 1,19+1,12 <0,05
Improve (Dzo- -1,17+1,36 -0,5+0,88 <0,05
Do)
P (po- bao) <0,05 <0,05

After treatment, the mean number of swollen joints of study group
was lower than control group, the difference was statistically significant at p

<0.05.

Table 3.34. Mean erythrocyte sedimentation rate improvement

Study group Control group (n
 Erythrocyte (n=36) = 36) 0
sedimentation(mm/h) — —
(X +£SD) (X £SD)
Do 37,38 + 18,09 37,78+ 25,03 | >0,05
D 27,22 +£16,99 36,36 +21,56 | >0,05
Improve (Dsg- Do) -10,16 +£19,40 -1,42+17,38
P (©o-D30) <0,05 >0,05

After treatment, the mean erythrocyte sedimentation rate of study
group decreased statistically significant compared with before treatment and

compared with the control group at p < 0.05.
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Table 3.35. Mean CRP levels improvement of 2 groups

Study group Control group
CRP (n=36) (n =36) D
(mgy/dl) — —
(X £SD) (X £SD)

Dy 1,22 +1,54 1,79+2,69 > 0,05
Dso 0,77 £1,17 1,34+2,82 > 0,05
Improve

-045+1,26 -046+ 2,72 > 0,05
(D30' DO)
P (po- ba0) <0,05 >0,05

After treatment, the mean CRP level of study group reduced with
statistical significance p < 0.05. The mean CRP level decreased in the
control group has no statistical significance with p > 0.05.
3.2.1.3. Disease's activity improvement function

Table 3.37. Mean motor function score improvement

assessed according to the HAQ questionnaire

Study group Control group
Average HAQ (n = 36) (n = 36) D
(X +SD) (X +SD)
Dy 2,49 + 0,97 2,23+1,25 > 0,05
D3y 1,34 +0,61 1,36 + 0,81 > 0,05
P (Do- p3g) < 0,05 < 0,05

After treatment, mean motor function score of both control

group and treatment improved according to HAQ compared to before

treatment. The improvement was statistically significant at p < 0.05.
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Graph 3.12: Percentage of patients improve with ACR
Percentage of patients improved by 20% according to ACR was higher
in study group, the difference was statistically significant at p < 0.05.

Table 3.40. Mean DAS 28 index improvement

Average Study group Control group
DAS 28 (n=39) (n=35) P
(X +SD) (X +£SD)
Do 4,06 + 0,61 4,07+0,71 >0,05
Dy 3,32+0,81 3,69+0,93 > 0,05
P (0o-p30) <0,05 <0,05

The mean level of improvement according to DAS 28 after treatment
of 2 groups had a statistically significant reduction compared to prior
treatment with p < 0.05.

3.3. The degree of disease improvement classified by disease pattern and
heat - cold characteristics in traditional medicine

The > 20% improvement levels of Ritchie index, HAQ motor
function score, improved according to DAS 28, the difference was not
statistically significant according to the heat — cold pattern in traditional
medicine classification of disease (p > 0.05).
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3.4. Adverse side effects

The study group did not have any patient with abnormal expression
in 30 days of treatment. Control group had 4.81% (3/36 patients) experienced
epigastric pain and had to use Omeprazol 20mg/day and 11.11% (4/36
patients) with mild abdominal discomfort after taking Mobic.
3.4.1. Subclinical adverse side effects
Table 3.47. Changes of hematological figures before and after treatment

Study group (n=36) Control group (h=36)
Index (X +SD) p (X +SD) p
DO D30 DO D30
Erym;yte 4,44+ 047 4394045 | >005 | 421+037 4134043 | >005
Hb(gl) | 1311136 | 1296:114 | >005 | 123148 1214145 | 5005
Le”(lg‘;;’tes 7,42+ 2,94 718+245 | >005 | 728+244 6894226 | >005
Platelet(Gll) | 291,8=8L48 | 279039537 | >005 | 20639%9824 | 29739£9477 | >005

The levels of erythrocyte, leukocytes, platelet of study group and
control group did not vary, there was no statistical significance compared to
before treatment and between 2 groups (p < 0.05).

The biochemical indicators levels after treatment (glucose, urea,
creatinine, ALT, AST) has no statistically significant change compared to
before treatment and between two groups.

Chapter 4
DISCUSSION
4.1. Discuss the results of experimental studies
4.1.1. Acute toxicity and semi-chronic toxicity
- Acute toxicity: The mice were given Hoang Kinh extract in the most
concentrated, the maximum volume of 0.25ml/10g mouse and a maximum of
3 times in 24 hours. Thus, the mice have been taking the maximum amount of
drug can be tolerated, equivalent 620,259 medicine/kg mouse weight without
any dead rats, therefore could not determine the lethal dose and lethal dose of
fifty percent (LD50). Calculated according to folklore, the mice were drinking
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more than 64.61 times the human dose (calculated extrapolation factor of 12
mice). Under the guidance of the World Health Organization and new drug
research guide, using a folklore dose of Hoang Kinh is very safe.

- Sub-chronic toxicity: According to research results, using Hoang Kinh
extract with dose equivalent to clinical dose and dose 3 times higher than the
clinical dose does not affect liver and kidney function and do not alter the
rabbit liver and kidney histopathology. Thus Hoang Kinh extract dose not
poison in rabbits. According to the study of the chemical composition and
pharmacological effects of Hoang Kinh, extracts from Hoang Kinh leaves
have a protective effect on liver cells and anti-oxidant effect.

4.1.2. Analgesic,anti-inflammatory effects

- Analgesic effect: Hoang Kinh capsules have no analgesic effect that
follows central mechanism but peripheral mechanism. Causing pain
experiment with acetic acid is representative in evaluating analgesic peripheral
mechanism. According to the study of the chemical composition of the Hoang
Kinh leaves showed that major component of Hoang Kinh are flavonoids,
these components have high antioxidant effects. Due to this effect, reduction
of free radicals, oxidative cell membrane phospholipid layer and the release of
several chemical mediators of inflammation lead to pain result. Some
traditional herbal medicine studied in experimental research also showed the
peripheral analgesic effect such as Radix Polygoni cuspidate, Zrizoma Cibotii,
Regimune capsule was extracted from root of Artocarpus tonkinensis
A.Cheval.

- Anti-inflammatory effect: Hoang Kinh dose of 5.6g/kg body weight
have anti-inflammatory effects 6 hours after causing edema by carragenin in
white rat. Hoang Kinh doses of 9.6g and 28.8g/kg body weight have anti-
inflammatory effects in models of mice with chronic granulomas
inflammation, this effect is equivalent to methylprednisolone dose of 10mg/kg
body weight. According to the study of the chemical composition of the
Hoang Kinh leaves showed major component of Hoang Kinh leaves are
essential oil, flavonoids, inositol, saponins and tannins... The natural
flavonoids are considered to have the antioxidant, against radicals free of
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oxygen - the root causes of many pathological processes in the body,
including the process of inflammation, oxidized LDL. Therapeutic effect anti-
inflammatory, analgesic of flavonoids extracted from Hoang Kinh may also
closely linked to the characteristics of its antioxidant properties.
4.2. Discuss the results of clinical studies
4.2.1. Homogenousity between 2 groups

Two groups of patients have homogenous rate of age, gender, disease
duration and severity of disease before treatment. This is an important
criterion in controlled studies to ensure the objectivity of the research results.
4.2.2. Effective treatment according to modern medicine
4.2.2.1. Analgesic effect

After treatment the mean joint stiffness time, mean number of painful
joints, mean score VAS1, VAS2, VAS3 and Ritchie's index of study group
and control group have reduced statistically significant compared to before
treatment (p < 0.05).

These studies show that the chemical composition of the main
components Hoang Kinh leaves is Flavonoid - effecive in reducing free
radicals, oxidative cell membrane phospholipid layer and the release of
several chemical mediators guide to inflammation and pain. Analgesic effect
of the Hoang Kinh capsules has been demonstrated in experiments as causing
cramping paint by acetic acid in mice.
4.2.2.2. Anti - inflammatory effect

After treatment the mean number of swollen joints, erythrocyte
sedimentation rate and CRP levels of study group have a statistically
significant reduction compared with prior treatment with p < 0.05. Anti-
inflammatory effects in clinical practice is consistent with anti-inflammatory
results in experimental acute and chronic. According to research by
Chattopadhyay P and partner on Hoang Kinh leaves shows oil extracted from
Hoang Kinh leaves has the effect of inhibiting COX - 1 and COX - 2. Clinical
studies on Hoang Kinh showed it is effective in reducing knee circumference
in patients with knee osteoarthritis and swollen knees with p < 0.05.
4.2.2.3 Reduction on disease activity
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After treatment two groups had improved motor function according to
HAQ than before treatment (p < 0.05). The degree of improvement of motor
function HAQ proportional to the degree of pain and reduce swelling in
clinical practice. With the results of research on analgesic and anti-
inflammatory as well as in clinical experiments, the degree of improvement in
HAQ index is a perfect fit. Table 3.39. shows the improvement rate of 20%
and 50% according to the ACR of the treatment group is 75% and 11.11%,
higher than in the control group improved by 20% (p < 0.05). Mold improving
the ACR 20% is the threshold used to assess patient response to a drug or a
treatment or not. Results of Table 3:40 shows the average level of
improvement according to DAS 28 after the second treatment group had a
statistically significant reduction compared with prior treatment with p < 0.05.
DAS 28 average index before treatment was 4.06 + 0.61, after 0.81 + 3.32
treatment.

4.2.3. Effective by heat-cold classification pattern in traditional medicine

Hoang Kinh is a new medicinal plant and has not been recorded in
Viethnam Pharmacopoeia IV. To explore the heat-cold characteristics of
Hoang Kinh, we divided into heat and cold pattern in traditional medicine and
find correlations with modern medicine effective treatment. The study results
showed that patients improved levels > 20 % according to the Ritchie index,
DAS 28 and HAQ in two patterns cold and heat of study group has no
statistical significance. This result is consistent with material recorded on the
"Commentaries" of Hoang Kinh. Perhaps research is needed on the number of
patients with more and different diseases in order to assert more about
traditional classification on heat — cold characteristics of this medicine .
4.2.4. Adverse side effects of Hoang Kinh

Over the 30 days study on 36 RA patients with Hoang Kinh capsules, we
have not recorded any cases of adverse side effects in clinical practice. This
result is consistent with research findings on experimental research: Acute
toxicity and sub-chronic toxicity of Hoang Kinh were unidentified on
experimental animals. However, in the control group 4.81% of patients with
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epigastric pain expression and 11.11% of patients have a feeling of fullness
due to undesirable effects of anti-inflammatory painkillers observed.

CONCLUSION

1. Acute toxicity (LD50) and sub-chronic toxicity of Hoang Kinh extract
on experimental animals were unidntified. Hoang Kinh capsules have
analgesic effect follow peripheral mechanism and anti-inflammatory
effects on experimental animals.

- On white mice with dose of 620.25g/kg body weight, 64.61 times
the maximum dose for human wuse but not determined LD50.

- Hoang Kinh with equivalent clinical dose (3.2g/kg body weight) and
dose 3 times higher than clinical dose (9.69/kg body weight) in 8 weeks have
not changed the body mass weight, haematological and biochemical
laboratory tests, and macroscopic and microscopic liver and kidney of rabbit
compared to control group (p > 0.05).

- Hoang Kinh dose of 9,6g/kg body weight/day and 28,8g/kg body
weight/day orally for 3 consecutive days shown analgesic effects evidently
when studied by causing cramping pain method with acetic acid (p < 0.05).

- Hoang Kinh capsules have acute anti-inflammatory effects on
model of edema caused by carrageenin on rat paw at the time of 6 hours and
models caused ascites in white rats by carrageenin + formaldehyde (p < 0.05
compared to control group).

- Hoang Kinh capsules is effective against chronic inflammation:
Drugs reduce particle granulomas weight in mice from 40.20% to 41.24%
compared to control group (p < 0.01 to p < 0.001). This effect is equivalent to
methylprednisolone 10 mg/kg.

2. Hoang Kinh capsules in combination with Methotrexate is effective in
treating RA in moderate and mild clinically active phase.

- Mean joint stiffness time, mean number of painful joints, the index
of VAS1, VAS2, VAS3 and Ritchie after treatment significantly improved
compared to before treatment (p < 0.05). The degree of improvement in pain
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and disease activity as assessed by the patient (VASL, VAS2) was higher in
the study group (p < 0.05).

- The mean number of swollen joints, ESR and CRP decreased
significantly compared to before treatment (p < 0.05). Higher level of
improvement compared to the control group (p < 0.05).

- Functions moving in HAQ, DAS 28, ACR 20 improved compared
to before treatment (p < 0.05).

- Disease improvement effects accordinh to Ritchie index, DAS 28,
HAQ in the heat and cold pattern according to traditional medicine has no
different (p > 0.05).

- Adverse side effect of Hoang Kinh capsules was unidentified in
clinical and subclinical researches in 30 days of treating RA patients.

RECOMMENDATIONS

Initial clinical studies shows that Hoang Kinh capsules are
convenient, safe and effective in treating RA patients. Therefore, research
should be pursued with greater numbers of patients and with a longer period
of time.

Methods of extracting the main active ingredient in the Hoang Kinh
leaves and dispensing capsule method for extracting active ingredients to
reduce the number of fine capsules in treatment are needed.



