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PAT VAN PE

Thoéi hoa khop gdi (THKG) 1a mot bénh 1y man tinh bao gom ton
thuong sun khép gdi 1a chu yéu, kém theo ton thuong xuong duéi sun, day
chang, cac co canh khép va mang hoat dich khap géi [1], [2].

Khép gdi bi thoai hda khong nhitng 1am anh huong dén sinh hoat va kha
nang lao dong cta ngudi bénh ma con dé lai di chung dau kéo dai, bién dang
truc chi dudi, mat vitng va gisi han tim van dong (TVD) khép gbi. THKG la
nguyén nhan gay tan tat cho nguoi ¢d tudi dung tha 2 sau bénh tim mach [3],
[4], [5]-

O Viét Nam, bénh ly khép goéi ngay cang phé bién vai ty 18 bénh nhan
(BN) thoai hoa khop goi ngay cang gia ting, chiém 56,5% tong so cac bénh
khép do thodi hoa can diéu tri noi tra [3], [4].

Vé chi phi diéu tri THKG, ¢ cac nudc Chau Au, chi phi tryc tiép diéu tri
THKG khoang 4.000 USD /bénh nhan/nam, con & Viét Nam mdi dot diéu tri
THKG khoang 2-4 triéu VND, chua tinh dén céc dich vu khéc lién quan dén
diéu tri [3], [4], [5].

Y hoc hién dai diéu tri THKG cha yéu bang st dung thudc giam dau
chéng viém khong steroid. Hau hét cac thudc thudc nhom nay cé tac dung
chbéng viém tot, giam dau nhanh. Tuy nhién, tic dung ngoai ¥ thudng gap cua
nhém thudc nay 1a phan ang kich thich da day gay viém, loét, tham chi xuat
huyét da day. Pay 1a yéu to quan trong thic day cac nha nghién ctu tiép tuc
tim t0i cac san pham mai ¢é tac dung chdng viém khdp nhung khong (hoic it)
6 tac dung phu trén hé tiéu hda [2], [6].

Thoai hoa khop géi thuoc pham vi ching ty theo Y hoc c¢o truyén
(YHCT), nguyén nhan la do chinh khi suy giam, phong han thdp xam nhap
vao ma gay bénh va c6 cac phuong phap diéu tri nhu ding bai thuéc Boc hoat



tang ky sinh, Tam ty thang... va khong dung thuéc nhu cham cuu, cy chi,
thay cham...[7], [8], [9].

Trong y hoc ¢b truyén noc ong da duoc str dung dé diéu tri mot s6 bénh
kha hiéu qua nhu viém khép, thodi hoé khép. Trong thanh phan caa noc ong
c6 chua rat nhiéu chét cd hoat tinh sinh hoc nhu cac men va cac chudi peptide
ngan. Chinh nhd cac thanh phan ndy ma noc ong c6 thé dugc sir dung nhu
mét duoc liéu quy, dic biét co tac dung chéng viém, giam dau dé diéu tri cac
bénh Iy vé khap. C6 rat nhiéu céch thic s dung noc ong dé diéu tri nhu: tiém
dudi da, tiém bap...Mot trong nhitng hudng di ma y hoc ¢6 truyén dua ra 1a sir
dung phuong phap thuy cham ché pham chta noc ong tac 1a tiém maot liéu
nhé ché pham chaa noc ong vao huyét dé diéu tri thoai hoa khop goi.

Xuat phat tir co sé trén, chiing toi tién hanh nghién ctu dé tai: “Panh gia
két qua diéu trj thoai héa khép gdi ciia phwong phap thiy cham ché
pham chira nec ong” Vi cac muc tiéu sau:

1. Pdnh gia tac dung diéu tri thodi hda khép goi ciia phwong phdp thiiy
cham ché pham chaa nec ong

2. Pdnh gid tac dung khdng mong muén ciia phwong phdp diéu tri.



Chuong 1
TONG QUAN TAI LIEU

1.1. Thoai hoa khép gdi theo Y hoc hién dai
1.1.1. Dinh nghia

Thoai hoa khop gdi duge dic trung boi su thodi hda viem cua mot sun
khép nao d6 vai sy hinh thanh gai xwong phan (ng trén bé mat sun khop.

Thoai hoa khép do rat nhiéu yéu té gay nén nhu di truyén, chuyén hoa,
hoéa sinh, co hoc cudi ciing 1a hién twong viém thir phat mang hoat dich. Qué
trinh thoai hda khép bao gém déng thai hién twgng pha huy va sira chita sun,
xuong va mang hoat dich. Bénh c6 tinh man tinh giy dau don va bién dang
khép nhung khong do viém dac hiéu [1], [2], [6], [10].

1.1.2. Co ché bénh sinh va phan logi thoai hoa khdp géi
1.1.2.1. Co ché bénh sinh

Cho dén nay co ché bénh sinh cua thoai hoa khép gdi van con nhiéu ban
cdi. Ton thuong co ban cua THKG xay ra ¢ sun khép. Hién nay c6 nhiéu nha
nghién ciru cho rang c6 hai co ché khoi phat qua trinh phét trién thoai hoa khép.
Co ché dau tién 1a do tac dong co gidi: chan thuong 16n hoac vi chan thuong 1ap
di 1ap lai nhiéu lan dan dén céac té bao sun giai phong ra enzyme phé hity va cac
dap g sira chira twong dbi phtc tap dan dén phé hay sun. Co ché thir 2 1a céc
té bao sun cung lai do tang ap luc, giai phong cac enzyme tiéu [1], [6], [11].

Co ché viém trong thoéi hoa khop: Mic di 1a qué trinh thoai hoa, song
trong THK van c6 hién tuong viém dién bién timg dot biéu hién bang dau va
giam chirc niang khép tén thuong, ting sé luong té bao trong dich khép két
hop Vvéi viém hoat dich kin dao vé to chuc hoc. Nguyén nhan cé thé do phan
rng cua mang hoat dich vai cac san pam thoéi héa sun, cac manh sun hoic

xuong bi long ra [6], [11].



Co ché gay dau khép trong THKG: trong thoai hod khép géi dau 1a
nguyén nhan dau tién khién bénh nhan di kham. Do sun khép khong c6 than
kinh nén dau c6 thé do:

- Viém mang hoat dich, cac co bi co kéo.

- Xuong dudi sun ¢d ton thuong ran nit nho gay kich thich phan tng dau.

- Gai xuong gdy cing cac dau mat than kinh & mang xwong [1], [6], [11].
1.2.2.3. Phan logi thoai hoa khép gai

Nam 1991, Altman va cong su dé& nghi xép loai THK thanh hai loai:
THK nguyén phat va THK thir phat. Cach phan loai nay dén nay van duogc
nhiéu tac gia tng dung [12].

- Thoai hoa khap goi nguyén phat: Su 130 hoa 1a nguyén nhan chinh,
bénh thuong xuat hién muon & ngudi trén 60 tudi, nhiéu vi tri tién trién cham,
tang dan theo tudi. Nguyén nhan 130 hda do tudi duoc giai thich do céc té bao
sun thoi gian lau s& gia, kha nang tong hop nén céac chat tao nén soi collagen
va mucopolysacharid s& giam sat va rdi loan, chat lugng sun kém dan dic biét
1a tinh dan hoi va chiu luc, hon nita cic té bao sun cua nguoi trudong thanh
khong con kha nang sinh san va tai tao.

- Thoai hoa khép gdi thir phat: Phan Ién do cac nguyén nhén co gidi, gap
& moi la tudi, khu trd & mét vai vi tri, c6 thé gap:

+ Sau chan thuong: gdy xuwong gay léch tryc, can léch, ton thuong
sun chém sau chan thuong hoic sau cat sun chém, c4c vi chan thuong lién
tiép do nghé nghiép. Cac ton thuong nay dan dén rdi loan phan bé luc 1am ton
thuong sun khop som.

+ Sau cac bénh ly xuong sun: Hoai tir xwong, hoai tur sun do viém,
viém khop dang thap.

+ Céc bénh ly noi tiét, chuyén hoa: Pai thao duong...ddy déu la cac
nguyén nhan gy THK gdi tha phét [1], [5], [6].



SO PO CO CHE BENH SINH CUA THOAI HOA KHOP GOI

(Howell 1998) [13]
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1.1.3. Trigu chirng cia thoai hoa khap goi
1.1.3.1. Lam sang
- Pau khép gdi: Pau c6 tinh chat co hoc, thuong lién quan dén van dong,
dau am i, ting khi van dong, khi thay doi tu thé, giam dau vé dém va khi nghi
ngoi. Pau dién bién thanh ting dot dai ngan tly timg truong hop, hét dot c6
thé hét dau sau do tai dot khac hoic c6 thé dau lién tuc ting dan.
- Han ché van dong: cac dong tac cua khop khi bude 1én hoiac xudng cau
thang, dang ngdi ghé, dimng day, ngoi xom, di bo lau xuét hién con dau. ..
- Bién dang khap: khong bién dang nhiéu, bién dang trong THKG thuong
do cac gai xuong tan tao, do léch truc khép hoac thoat vi mang hoat dich.
- Cac dau hiéu khac
+ Tiéng luc khuc khi van dong khap.
+ DAu hiéu bao gd khi kham.
+ Dau hiéu “pha gi khop”’: 1a dau hiéu cang khap budi sang khdng kéo
dai qua 30 phdt.
+ C6 thé so thay chdi xwong & quanh khap.
+ Teo co do it van dong.
+ Tran dich khép: do6i khi gap do phan ung viém tha phat cua mang
hoat dich.
+ Bénh thuong khong c6 biéu hién toan than.
Hay gap & nguoi thura can, béo phi [1], [3], [10].
1.1.3.2. Can lam sang
- Xquang quy uéc: ¢6 ba dau hiéu co ban [3], [10]
+ Hep khe khép: khe khong dong déu, bd khong déu.
+ Pic xuong dudi sun: gap ¢ phan dau xwong, trong phan xuong dic

thay mot s6 hdc nho séang hon.



+ Moc gai xwong: ¢ phan tiép gidp giira xuong va sun, mang hoat dich.

Gai xuong c6 hinh tho va dam dic, mot sé manh roi ra nam trong 6 khép hay

phan mém quanh khap.

* Tiéu chuan phan loai THK trén Xquang cia Kellgren va Lawence (1987) [14]:

+ Giai doan 1: gai xuwong nhé hoac nghi ngo cé gai xuong.

+ Giai doan 2: gai xuong r0.

+ Giai doan 3: hep khe khép vira.

+ Giai doan 4: Hep khe khép nhiéu kém xo xuong duéi sun.
* Tiéu chuan chan doan THKG theo hoi Thap khép hoc My (American
College of Rheumatology-ACR) nam 1991 [12]:

1.

Dau khop goi

2. Co gai xuong 6 ria khap (Xquang)
3. Dich khép la dich thoai hoa

4,

5. Cang khép dudi 30 phut

6.

Tudi trén 40

Luc khuc khi ctr dong

Chan doan xéc dinh khi ¢ yéu t6 1, 2 hoac 1, 3, 5,6 hoac 1, 4, 5,6

Tiéu chuan nay c6 d6 nhay >94%, d6 dac hiéu >88% Ia tiéu chuan phu
hop nhat & Viét Nam [3].
1.1.4. Cdc phwong phdp diéu tri thoai hda khop géi

Hién nay c6 nhiéu phuong phap diéu tri THKG véi myc tiéu :

- Giam dau

- Duy tri va tdng kha nang van dong.

- Han ché va ngin ngtra bién dang khop.

- Tréanh cac tac dung phu caa thudc.

- Nang cao chat lugng cudc song cho nguoi bénh [2], [6], [10].
1.1.4.1. bieu tri ngi khoa

- Céc bién phap khong dung thudc co tac dung giam dau, duy tri dinh

dudng co & cach khép, diéu tri cac dau gan va co két hop.



- Céc thudce diéu tri gdm [2], [6], [10]:

+ Thudc diéu tri triéu chung tac dung nhanh nhu thudc giam dau, thube
chéng viém khong steroid ...tiém corticoid noi khép 1a phuong phap c6 hiéu
qua ngan ddi véi triéu ching co nang cua THK goi.

+ Thubc diéu tri theo co ché bénh sinh: 1a nhom thude diéu trj tac dung
cham va dat hiéu qua duy tri sau khi ngimg diéu tri, dung nap tdt, rat it tac
dung phu nhu Glucosamin sulfat, Chondroitin sulfat, thubc bd sung chat nhay
dich khép ¢ ban chat 1a acid hyaluronic dudi dang natri hyaluronic nhu Go
On, Hyalgan, Hyasin...
1.1.4.2. biéu tri ngoqi khoa

Puoc chi dinh véi cac truong hop han ché chitc ning nhiéu hoic dau
khép khong dap tng véi cac phuong phap diéu tri noi khoa [2], [6], [10].
1.1.4.3. Phong bénh:

- Duy tri trong lugng co thé & mirc do thich hop.

- Chéng tur thé x4u trong lao dong va sinh hoat.

- Tranh cac dong tac qua manh va dot ngot.

- Phat hién sém céc di tat caa xwong, khdp dé kip thoi diéu tri [2], [6], [10].
1.2. Thoai hda khép goi theo Y hec co truyén
1.2.1. Bénh danh

Thoai hoa khép gdi dugce xép vao chang phong han thap ty cia Y hoc ¢o
truyén véi bénh danh 1a Hac tat phong [7], [8], [9].

1.2.2. Nguyén nhén co ché bénh sinh

Do vé khi cua co thé khong day du, cac ta khi nhu phong, han, thap, xam
pham vao cén, co, khép xuwong, kinh lac 1am su van hanh cua khi huyét tac lai
gay cac chung sung, dau cac khop gbi. Do nguoi gid, can than bi hu, hoac
bénh 1au ngay 1am khi huyét giam sit, dan dén can than bi hu, than hu khong
cha dugc cbt tuy, can huyét hu khong nudi dudng duoc can lam xuong khép
bi thoai hda, bién dang, co bi teo va khép bi dinh [7], [8], [9], [15].



1.2.3. Trigu chitng va diéu tri
1.2.3.1. Thé phong han thdp ty

Triéu ching: Pau & mot khop hoac 2 khop gdi, dau ting khi van dong
di lai, troi lanh dau nhiéu, chudm nong d& dau, tay chan lanh, so lanh, réu
ludi trang. Kém theo triéu chirng cua can than hu nhu: Pau lung, U tai, nga
kém, nuéc tiéu trong, tiéu nhiéu 1an, mach tram té.

Phap diéu tri: Khu phong tan han trir thap hanh khi hoat huyét, b can than.

Phuong duoc: Bai thuéc Poc hoat tang ky sinh thang (Thién kim
phuong) gia giam

Ngoai ra c6 thé ding bai thudc cd phuong Tam ty thang 13 phu phuong

cta bai Poc hoat tang ky sinh thang. Trong d6 bo vi thubc Tang ky sinh, gia
thém vi Tuc doan, Hoang ky gitp tang cudng tac dung bo can than, bo khi huyét.

Cham ciiu: Cham cac huyét tai chd va cac huyét co tac dung bo can than
nhu: Tam &m giao, Thai khé, Tuc tam ly, Huyét hai, Lwong khau...[7], [8], [9].
1.2.3.2. Thé phong nhiét thap ty

Triéu chung: Cac khop dau, chd dau co cam giac nong rat, sung, d6. Co
dudi cac khop kho khin, khép dau chuom lanh c6 cam giac dé chiu. Cac khop
sung dau lam cho vén dong khé khan. Toan than thudng phat sét, miéng kho,
tam phién, chat ludi do, réu vang, mach hoat sac

Phap diéu tri: Thanh nhiét trir thap, so phong thong lac.

Phuong duoc:

- Néu céc khop dang sung, dau, nong do, sot cao dung bai “Bach ho qué
chi thang”.

- Néu céc khép da bét sung, dau, néng do, sot nhe thi dung bai “Qué chi

thuoc duoc tri mau thang”.

Cham cau: Cham céc a thi huyét két hop Hop cdc, Phong mén...[7], [8], [9]
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1.3. Phwong phap thiy cham
1.3.1. Dinh nghia

Thuy cham (tiém thudc vao huyét) 1a su két hop giira ki thuat tiém cua
Y hoc hién dai véi phuong phap chdm kim vao huyét caa Y hoc ¢d truyén,
phéi hop tac dung chita bénh cuaa huyét vi theo hoc thuyét kinh lac véi tac
dung duy tri kich thich caa cham kim vao huyét va tac dung cua thubc dé
nang cao hiéu qua chira bénh [16], [17], [18], [19].
1.3.2. Co ché va tac dung cria thizy cham
1.3.2.1. Theo hoc thuyét kinh lac

Thién Hai Luan sach Linh khu néi: “Muoi hai kinh mach bén trong phu
thudc 12 tang pha, bén ngoai noi vai cac khap chan tay”’[15]. Nho hé kinh lac
ma c4c bo phan trong co thé cau thanh mot té chuc hoan chinh théng nhat.
Khi ndi tang c6 bénh, s& c6 phan ang biéu hién ra bén ngoai than thé. Thay
cham vao huyét vi trén co thé s& gay ra cac kich thich nhitng bo vi nhat dinh &
ngoai da cling s€ ¢ phan tng tai ndi tang, tir dé co tac dung chira bénh [17],
[18], [19].
1.3.2.2. Theo Pap-Lop

“V6 ndo 1a co quan cua phan xa co diéu kién. Moi bién hoa bénh ly 1a do
bién hoa co ning cuia than kinh cao cap giy ra”. Khi thay cham vao mot bo vi
(huyét vi) nao dé trén co thé, véi ky thuat cham ding va chinh xac sé& truyén
xung dong kich thich d6 vao vo ndo, rdi tir ndo phan xa téi cac cap caa hé
than kinh, diéu chinh tat ca cac hoat dong cia co quan ndi tang, do do chira
khoi bénh. Ngoai ra trén mit da c6 nhiing diém huyét vi vo ciing nho bé, 1a
nhitng diém hoat dong do co ning ciia cic co quan ndi tang phan anh Ién
mat da, tuong tu VSi cac diém hoat dong dién vi trén mat da. Thay cham la
da dung mot loai tac dong vat 1y va hod hoc dé kich thich mot cach thich

dang vao cac diém hoat dong dién vi (tuc 1a cac huyét) [17], [18], [19].



11

1.3.2.3. Theo duwoc ly hoc

Bat ctr mot loai thudc tiém nao da thich hop véi tiém dudi da hoic tiém bip
(trir nhitng loai thudc tiém c6 tac dung kich thich manh quéd), thi di tiém vao bat
ct b vi ndo & dudi da hodc bap thit ciing ¢ tac dung duogc 1y nhu nhau. Ngoai
tac dung dan truyén caa huyét dich, thudc dugc tiém vao kinh huyét c6 thé qua
tac dung cua kinh lac giup cho co thé hap thu thudc nhanh, tac ddng manh t6i bo
vi ¢6 bénh ma chi can mot lwong nho (dic biét 1a nhiing loai thudc c6 tac dung
gy hung phan hoic gay uc ché cac trung khu than kinh).

Khi thay cham, vé tac dung dugc ly co rat nhiéu vu diém:

a. Cung mot thtr thudc tiém vao huyét thich ¢ng trén cing mot bénh
nhan, tac dung duoc ly manh hon khi khong tiém vao huyét vi.

b. Cung mét thir thude néu tiém vao huyét thich tng trén cling mot bénh
nhan, chi can liéu luong it cling van cd tac dung duoc Iy manh nhu dung liéu
lwgng nhiéu ma khong tiém theo huyét vi (diém nay cé thé tham khao dé giam
bét lidu lugng cac loai thude doc, bao dam an toan cho bénh nhan).

c. Phéi hop thudc véi cham con c¢6 wu diém 1a cing mét Iic giai quyét
duogc nhiéu ching bénh khac nhau [17], [18], [19].

1.4. Vai tro cia cytokin trong dau do viém
1.4.1. Nguén géc cia cac cytokin

Cytokin 13 nhiing phén tir protein tan trong nudc, duoc bai tiét tir cac té
bao c6 tac dong dic biét trong su twong tac gitta cac té bao voi nhau. Céc
cytokin c6 thé hoat dong trén cac té bao tiét ra nd, cic té bao bén canh hoic
trong mot s trudng hop voi cac té bao ¢ xa. C6 nhidu cytokine nhu
lymphokines la cac cytokin duoc bai tiét boi cac té bao lympho, monokine 1a
cac cytokin dugc bai tiét boi cac dai thuc bao va interleukin 14 cac cytokine do
cac té bao bach cau bai tiét ra. Cytokin co thé duoc bai tiét boi nhidu quan thé
té bao, nhung cac té bao bai tiét cytokin chil yéu 1a cac té bao lympho T hd tro

va dai thuc bao. Cytokin cling co thé duoc bai tiét boi cdc mo than kinh ngoai
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bién trong cac trang thai sinh Iy va bénh 1y bo1 su ¢6 mat cia cac loai té bao
nhu dai thuc bao, dudng bao, té bao ndi mod va cac té bao Schwann. Khi to
thuong than kinh ngoai vi, cac té bao dai thuc bao va cac té bao Schwann tap
trung quanh vi tri ton thuong, bai tiét cac cytokin va cac yéu td phat trién dic
biét cho viéc hdi phuc than kinh. Viéc kich thich viém cuc bo hach gai khong
chi 1am ting cac cytokin gdy viém ma ciing giam céc cytokin chdng viém .
Cytokin ciling c6 thé dugc tong hop va giai phong tir nhan nhay dia dém, duoc
tong hop bén trong dng sdng than té bao hach gai hodc ving da bi viém [20],
[21], [22], 23].
1.4.2. Vai tro cua cytokin trong dau do viém
1.4.2.1. C4c cytokin gay viém

Cac cytokin gay viém duoc san xuat chu yéu boi cac dai thuc bao hoat
dong va né lién quan dén su diéu hoa ting phan ung viém. C6 mét bang
chung 16 rang vé cac loai cytokin gay viém nhat dinh nhu IL-1p, IL-6, va
TNF-a 1a c6 lién quan dén qua trinh tién trién caa dau bénh ly [20], [22], [23].

IL-18 duoc giai phong truéc hét bai cac té bao monocyte va dai thuc
bao ciing nhu bai cac té bao khdng mién dich nhu nguyén bao soi va cac té
bao noi mo khi ¢6 tén thuong té bao, nhidm tring, xam lan va viém. Gan day,
nguoi ta thay rang IL-1p duoc biéu hién trong cac té bao than kinh cam giac ¢
hach gai. Su biéu hién cua IL-1p ting 1én clng Vi Sy ton thuong dap nat cac
té bao than kinh ngoai vi hoac sau chan thuong cac té bao than kinh dém va
cac té bao hinh sao trong hé thong than kinh trung wong. IL-1p c6 thé gay
tang cam giac dau va lam ting bai tiét cac chat P va prostaglandine E2 trong
mot s6 té bao than kinh va té bao than kinh dém [24], [25], [26], [27].

TNF-o ciing 12 mot cytokin gay viém déng vai tro rat quan trong trong
mot s6 mo hinh gy dau. TNF-o hoat dong trong mot sé con duong truyén
khac nhau qua céc hai loai thu cam thé trén bé mat té bao 1a TNFR1va

TNFR2. Céc thu cam thé ndy cd mit & cac té bao than kinh va cac té bao than
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kinh dém. TNF-a da dugc ching minh 1a dong vai tro ca trong viém va tang
cam giac dau than kinh. Viéc tiém vao to chicc khép gdi chat gay viém trén
chudt c6 thé 1am ting co ¥ nghia nong do TNF-a, IL-1p, va yéu td phat trién
than kinh (NGF) trong chan chudt gay viém. Viéc tiém mot liéu duy nhat
khang huyét thanh c6 chira khang TNF-o 1am cham xuat hién viém va cam
giac dau va giam IL-1p nhung khong 1am giam nong d6 NGF [28], [29], [30].
1.4.2.2. Cac cytokin chong viém

Cac cytokin chdng viém 1a mot chudi cac phan tir co chire ning diéu
hoa mién dich ma n6 kiém soat phan ung cua cac cytokin viém. Cac cytokin
nay hoat dong phdi hop véi cac chat e ché cytokin nao d6 va cac thu cam thé
Clia cac cytokin hoa tan dé sinh ra phan ung mién dich trén nguoi. Vai tro coa
chung trong viém ngay cang duoc nhan thic rd rét hon. Cac cytokin chéng
viém chu yéu gom cac chat déi khang thu cam thé (IL)-1, I1L-10, IL-11, and
IL-13. Cac yéu t6 uc ché bach cau, interferon-alpha, 1L-6 va yéu té ting
truong chuyén dang beta (TGF-B) c6 thé dugc xép hoic 1a cytokin gay viém
hoac cytokin chdng viém tly ting truong hop cu thé [20], [23].

Trong cac cytokin chong viém, IL-10 1a mot cytokin co cac dic tinh
chéng viém manh mé& nhat, no ¢ ché sy biéu hién cua cac loai cytokin viém
nhu TNF-qa, IL-6 va IL-1 sinh ra tir cac dai thuc bao hoat héa. Hon nira, I1L-10
c6 thé 1am tang hoat dong cua cac chat khang cytokin noi sinh va lam giam
cac thu cam thé cua céac cytokin gay viém. Viéc bo xung cac protein IL-10 da
dugc chang minh 1a tc ché sy phat trién dau trong nhiéu mé hinh dong vat
nhu mé hinh gy viém gay than kinh ngoai vi. Nguoc lai, uc ché IL-10 ving
tay séng lai dugc ching minh 1a 1am ting hanh vi dau than kinh trén dong vat
thuc nghiém. Cac nghién cau 1am sang gan day da chi ra rang nong do IL-10
trong méu thap va mot cytokin chéng viém khéc 1a 1L-4 c6 thé dong vai trd
mau chét trong dau man tinh vi nong do thap cua hai loai cytokin nay da duoc
xac dinh trén bénh nhan véi dau man tinh [23], [31], [32], [33].
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1.5. Téng quan vé nec ong va cac nghién ciu @wng dung ché pham chira
noc Nnoc ong trong diéu tri bénh.
1.5.1. Thanh phdn cia nec ong

Nho sy phat trién khoa hoc, ngay nay, ngudi ta d xac dinh duoc hau
hét cac thanh phan cta noc ong va cé thé nhém thanh 3 nhdém chinh sau:

- Céc enzyme: ban chat cua cac enzyme (hay goi 1a men) 1a cac chudi
protein cd vai tro xuc tac trong cac phan tng sinh hoc. Nguoi ta da xac dinh
duoc trong noc ong ¢o6 chira 5 loai enzyme khac nhau (xem bang 1.2).

- Cac chudi polypeptide: Trong noc ong c6 mét sé loai polypeptide,
trong do6 loai polypeptide chinh 14 melittin (cling 14 thanh phan chinh cua noc
ong). Melittin c6 trong lugng phan tir khoang 2840 dalton va thanh phan cé
hoat tinh sinh hoc ¢6 tac dung chong viém, giam dau.

- Céc thanh phan c6 trong lwong phan tir thap: cac amino acid, cac
catecholamine, duong va mudi khoang [34], [35], [ 36].

Noc ong duoc sinh ra bai tit ca cac loai ong va duoc xem 1a mot loai
duoc chat. Nhiéu thanh phan cua né di duoc nghién ciu trong cac nghién ctu
thuc nghiém vé dugc chat. Trong cac thanh phan nay, melittin 1a thanh phan
chinh ctia noc ong vai nhidu tac dung cd loi va c6 doc tinh khé thap [34],
[35], [36].

1.5.2. Cac nghién ciru danh gia déc tinh, tinh an toan va tac dung cra noc
ong trén dong vt thuc

Cho dén nay, noc ong dugc nhiéu tac gia trén thé gidi nghién cau sir
dung nhung chu yéu 1a sir dung tai chd nhu bang phuong phap thuy cham
hoac tham chi 1a boi 1én da. Vi vay, hau nhu cac nghién ciru lién quan dén
danh gia doc tinh va tinh an toan cua noc ong cha yéu chi ding lai ¢ viéc
danh gia doc tinh cua noc ong khi dugc tiém dudi da hoac trong da.

Nam 2003, Park va cong su da danh gia doc tinh, tinh an toan caa noc ong

trén chuot cong bang theo dbi ty 16 chét, su thay doi can nang, cac dau hiéu 1am
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sang, chirc ning va hinh théi cac co quan ndi tang, sinh héa va huyét hoc cua noc
ong khi tiém dudi da cac lidu khac nhau thip hon liéu 0,3mg/kg/ngdy mot miii don
hoic lién tyuc trong 4 tuan. Nhom tac gia da dua ra két luan rang noc ong khong doc
va an toan vai liéu dudi 0,3mg/kg/ngay [37].

Nam 2013, Han va cong su di danh gia doc tinh cap tinh cia noc ong thudc
ching Apis Mellifera trén da cua chudt céng bang cach tiém noc ong liéu 1,5g/kg
dudi da trén chudt cong chang Sprague-Dawley va theo ddi ty I chét, dau hiéu
nhiém doc, su thay d6i can ning va hinh anh dai thé caa cac co quan, ndi tang trong
vong 15 ngay. Két qua caa nghién ciu cho thay chudt phat trién tot va hinh anh dai
thé ctia cac co quan ndi tang khdng c6 biéu hién bat thuong [38].

Nim 2015, Lee va cong su di danh gia doc tinh toan than cap tinh caa noc
ong bang cach tiém ¢ 3 licu (liéu thap: 0.1ml/dong vat, liéu trung binh: 0,5ml/dong
vat va lidu cao: 1,0ml/dong vat véi 1 liéu duy nhat vao tinh mach chudt cbng chang
Sprague-Dawley va theo di chuot ty 1 chét, can nang cia chudt trong vong 14
ngay sau khi tiém. K&t qua cua nghién ctu ndy cho thiy chudt phat trién binh
thuong, khéng co su thay doi vé cac chi sb sinh hoa va huyét hoc ciia nhom tiém
noc ong véi nhom chang. Tir két qua ndy, nhom téc gia da két luan liéu doc cia noc
ong 1a 16n hon liéu st dung trong nghién ciu ndy va noc ong la an toan véi lidu
dudi Iml/dong vat [39].

Nim 2017, Saced va Khalil tién hanh danh gia doc tinh va tinh an toan cua
melittin caa noc ong trén chudt nhat tiém trong da protein melittin duoc tac chiét tir
noc ong Vai liéu ting dan vai dai liéu 9000, 4500, 2250, 900, 450, 250, 100, 50 va
30 pg/lidu trén ddi twong nghién ciu 1a chudt nhit ching Swiss. Panh gia doc tinh
caa melittin bang cac chi s6 nhiét do co thé, su van dong, can ning, cu tric va
chirc ning ctia cac co quan ndi tang (gan, than, ndo, tay xuong). Két qua nghién ciu
cho thay 30pg/liéu melittin dugc thay 12 liéu an toan thap nhat véi it tac phu nhat va

khong tim thay su bét thuong vé hinh anh trén giai phau bénh 1y cac co quan noi
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tang. Tur két qua ndy, nhom tac gia di dén két luan rang melittin 14 an toan vai cac
lidu tri thap va cd thé tng dung nhu duoc chat trén 1am sang [40].

Nam 2019, Lé Van Quan va cong sy, Nguyén Ba Quang va cong su,
Nguyén Duy Luat va cong su [41], [42], [43] da nghién ctru danh gia tac dung
chdng viém cua thay cham ché pham chia noc ong trén chudt gay thoéi hoa cot
song, thoéi hoa khép gdi va viem quanh khop vai véi 3 lidu diéu tri khac nhau:
0,5mg/kg; 1mg/kg va 1,5mg/kg), so sanh véi nhom diéu tri bang Mobic liéu
1mg/kg. Két qua nghién cau cho thy thay cham ché pham chia noc ong co tac
dung chéng viém, giam dau 16 rét va tac dung chdng viém caa ché pham chira noc
ong la twong duong vai tac dung cia Mobic 1mg/kg.

Nhu vay, bang viéc str dung cac phuong danh khac nhau vé tinh an toan va
hiéu qua ciia sir dung noc ong trong diéu tri trén thuc nghiém, cac tac gia déu dua ra
két luan rang noc ong la an toan & liéu thap va co thé duoc st dung nhu 13 mét loai

duoc liéu dé diéu tri chong viém, giam dau trén thuc nghiém va trén 1am sang.
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' _ CHUONG2 -
POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciu

La bénh nhan thoai ho& khop géi, lta tudi tir 35- 70, dén diéu tri tai
Bénh vién Cham ctru Trung wong va Bénh vién Tué Tinh, duoc lua chon theo
tiéu chuan sau:
2.1.1. Tiéu chud@n chen bénh nhan nghién cizu theo Y hoc hién dai
- Bénh nhan duoc chan doan xac dinh THK gdi giai doan 1 va 2 theo tiéu
chuan cua Hoi Khdp hoc My (American College of Rheumatology — ACR
(1991) véi céc tiéu chuan sau [12]:
1. Tudi>35
2. Moc gai xuong ¢ ria khép trén phim chup Xquang khép gbi.
3. Cung khép budi sang dudi 30 phut khi cir dong.
4. Lao xao & khop khi cur dong.
5. Trén can lam sang c6 hinh anh gai xuong ro, gai xuong nhd hodc
nghi ngo c6 gai xuong
6. Bong y tham gia nghién cuu.
2.1.2. Tiéu chudn chen bénh nhan nghién cizu theo y hec cé truyén
- Lua chon bénh nhan duogc chin doan thoai héa khép géi duoc chan
doan hac tat phong thé phong han thap ty theo YHCT véi céc triéu ching sau:
+ Pau & mot khdp hay 2 khdp, dau tang khi van dong di lai, troi lanh
dau nhiéu, chudm néng dd dau.
+ So lanh, tay chan lanh, tiéu nhiéu nudc, tiéu trong.
+ Chét ludi nhat, réu ludi trang
+ Mach tram té.
- Pong y tham gia nghién ciru.
2.1.3. Tiéu chudn loai bénh nhan khéi nghién cizu

+ Bénh nhan dugc chan doan thoai hoa khép géi theo tiéu chuan cua
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Ho61 Khép hoc My (ACR 1991) nhung khong thudc giai doan 1 va giai doan 2
theo phan loai Kellgren va Lawrence.

+ Thodi hoa khép gbi do nguyén nhan thir phat.

+ Pong mic cac bénh ndi khoa khac (suy tim, gan than...)

+ Phu nir ¢6 thai, cho con bu.

+ Di tng v6i cac thanh phan da biét cua noc ong.

+ Khéng tuan tht quy trinh diéu tri, ding thém cac phuong phap diéu
tri khac.

+ Khong tu nguyén tham gia nghién ctru.
2.1.4. Cé#@ mdu nghién ciu va phan nhom

2.1.4.1. Cé& mdu nghién ciu:

Sir dyng ¢6ng thac tinh ¢& mau so sanh hai ti 1& s dung trong

thi nghiém 1am sang cho nghién ctu thuan tap c6 nhém ching:

2
(2244/209 + Z2p/P1q1 + q2p,)
n= 2
(p; —p2)

Trong do:

p1: ty 18 wdc doan can thiép thanh cong ¢ nhom diéu tri thay cham ché
pham chira noc ong trong nghién ciu nay chung tdi wdc luong 1a 95%, p;-
0,95, gy 1- p;= 0,05

p,: ty 18 BN nhém diéu tri thuy cham vitamin By, 1000 mcg + Becozyme

2ml + Novocain 3% dat dich diéu tri 14 72%, p, = 0,72, q.= 1- p,=0,28.

p : gidtri trung binh cua p; va g, p= (p1+ P2)/2 = 0,835, g = 1-p = 0,165.

a: do tin cay (a = 0,05).

Z,,: Hé 86 tin cdy voi muc y nghia o = 0,05, z;, = 1,96

Z,5: luc mu cua nghién ctu véi p=0,2, z,,=1,04

Theo cong thire trén, thay vao sb ta c6 ¢d miu nghién ciru n= 45,29.
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S6 bénh nhan nghién citu mdi nhom 13 45 nguoi.

Trén thuc té ching tdi Iy lwong bénh nhan cao hon dé& phong loai trir
nhiing bénh nhan khéng tuén thu quy trinh thuc hién nghién ctu hoac nhirng
bénh nhan bo cudc.
2.1.4.2. Phan nhom nghién cuu

Céc bénh nhan du tiéu chuan lya chon sau khi tién hanh hoi bénh, tham
kham 1am sang, 1am xét nghiém theo mot mau bénh an théng nhat, cac bénh
nhan dugc chon ngau nhién chia thanh hai nhom:

+ Nhom 1 (nhém NC): Gom 45 bénh nhan, duoc diéu tri bang phuong
phap thity cham ché pham noc ong vai liéu 0,0025 mg/kg can nang.

+ Nhom 2 (nhém PC): Gom 45 bénh nhén, duoc diéu tri bang thay
cham vitamin By, 1000 mcg + Becozyme 2ml + Novocain 3% (sau day goi tat
| vitamin nhom B).

2.1.5. Phwong phdp nghién cuu:

Tién cau, can thiép theo ddi doc c6 nhém chimg va so sanh trude- sau diéu tri
2.2. Chat liéu nghién ciru

2.2.1. Phwong ti¢n nghién caru

* Thugc thizy cham

- Ché pham chtra noc ong Apitoxin 1mg: Noc ong tinh chét dugc mua tir cong
ty JUGU- Han Qudc, duoc dong dudi dang bot 1mg. Khi sir dung, noc ong

duoc pha véi nudc mubi sinh 1y thanh céc nong do khéac nhau.
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Pain Relief of Osteoarthritis 1

APITOXI N1mg

( Dried Honey Bee Venom)

opmjmgAl  opmmAl  opmmy  opmmy  ohmmgal

(RS - R RO -BH Rrys - (ryus-al (xR -

quw I8 u;u Ll u;u 39 uw e Q:nuu e

= — - - =1
Hinh 2.1. Ché phdm chia nec ong do cong ty JUGU (Han Quéc) sdn xudt

- Vitamin By, 1000 mcg (6ng): Do cong ty dugc ¢ phan duoc pham
Vinh Phuc san xuat.

- Novocain 3% (6ng): Do cong ty dugc ¢6 phan duoc pham Vinh Phiic
san XuAt.

- Becozyme 2ml (6ng): Do cong ty Produits Roche- Phap san xuat

Hinh 2.2. Vitamin B12 va Novocain 3% do cong ty Duec phdm Vinh

Phdc san xuat
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Becozyme”

Vitamins B

Hinh 2.3. Becozyme do cdng ty Produits Roche- Phap sin xuat

* Dung cu thiy cham

- Bom tiém nhya: Loai 3ml

- Bong con vo tring, kep khéng mau, khay qua dau
* May dwoc sir dung trong nghién ciu

- May do mat do quang DTX 880 do hing BCE — My san xuat

- May Sinh hoa ban tu dong BTS 350, hdng Biosystem, Tay Ban Nha,
San xuat nam 2014.

- May phan tich huyét hoc Swelab Alpha, Hang Swelab, Thuy Dién,
San xuat nam 2014.

Tt ca cac phuong tién va dung cu dua vao nghién ctru phai duoc kiém tra

trude voi yéu cau 1a duge phép str dung va trong tinh trang dang hoat dong tot.



22

DTX 880
Multimode Detector

Hinh 2.4. Mdy do mdt dp quang DTX 880 do hang BCE — My sdn xuit.

2.2.2. Phwong phdp tién hanh
* Quy trinh thiy cham:
eDji véi nhom nghién cizu thizy cham ché pham chiza nec ong:

Theo quy trinh thay cham thudc do Bo y té ban hanh va kinh nghiém
thuc té trén 1am sang [44], chung t6i lva chon thuy cham 4 huyét: Huyét Hai,
Luong khau, Duong ling tuyén, Tac tam 1y (bang 2.1). Cac budc thay cham
duoc tién hanh nhu sau:

Budc 1: Pha lodng ché pham noc ong cho liéu diéu tri 0,0025mg/kg:
Pha noc ong véi nuéc cat theo ty 1¢ 1:8000 (Img ché pham noc ong
trong 8ml nudc cat).
Budc 2: Lay ché pham noc ong vao bom tiém:
- Thé tich noc ong cho mdi bénh nhan 1a 0,2ml/10kg. Vi du bénh nhan
nang 60kg thi can thé tich 12 0,2 x 6 = 1,2ml.
- Thé tich noc ong cho mdi huyét Ia = thé tich cho mdi bénh nhan : 4. Vi
du nguoi nang 60 kg thi thé tich noc ong thay cham méi huyét 1a 1,2 :4 = 0,3ml.
Budc 3: Tién hanh tiém thudc vao huyét:
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+ Sat khuan da ving huyét duoc thuy cham

+ Tay thuin cAm bom tiém, tay con lai cing da ving huyét, ddm kim

that nhanh qua da rdi tién kim t6i huyét dimg lai khi c6 cam giac dac khi, rat

bom ti€m kiém tra néu khong cé mau thi tir tr bom thude vao huyét.

+ Rt bom tiém, sat khuan da tai vi tri vira chAm kim

Budce 4: Cho nguoi bénh nghi ngoi tai giwong, theo doi trong thoi gian

15 phat cac phan tng bat thudng c6 thé xay ra.

 D6i Véi nhém doi chirng thiy cham vitamin nhom B:

- Bué6c 1: Lay thudc vao bom tiém: dung bom tiém 5ml lay 1 dng thudc

Vitamin B12 1000mcg tron lan véi 1 6ng thudc Becozyme 2ml va % éng

thudc Novocain3%.

- Cac budc tiép theo 1am twong tu & nhém nghién cuu.

* Liéu trinh diéu tri: Thiy cham ngay mot lan vao budi sang, mdi liéu trinh

diéu tri 15 lan thiy cham.

2.2.3. Danh sach huyét thaiy cham

Bdng 2.1. Vi tri, tiac dung cdc huyét sir dung trong nghién ciru [17], [45].

Ky hi¢u
Tén Vi tri Tac dung Chu tri £z
quoc te
Dudi da 1a khe gitra|Piéu huyét, Tri kinh nguyét
Huyét |co may va co rong|thanh huyét, kh(t)ng dél%, tor cung SP10
hai |trong, co rong gilta|tuyén thong ha |xuat huyét, phong
xuong dui. tiéu. ngua, da viém.
O chd 16m trén by |Thong diéu Vi |[Khép  goi  viém,
trén ngoai xwong  |khi, khu phong, |tuyén va viém. da
Luong | 0612 thén,  |hoa thip. day dau, da diy co| S34
khau ) ’ >
thang trén huyét cung.
Doc Ty
O chd 16m phia Thu can mach, |Tri khép géi viém,
Duong |truéc va dudi dau  |thanh thap nhiét, |lung dui dau, than
lang |nhd ctia xuong khu phong ta. kinh gian suon dau,| G34
tuyén |méc, noi than ndi thi mat viém, chong

voi dau trén xuong

mat, hoa mat, non
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mac, khe gitra co
mac bén dai va co
dudi chung céc
ngdn chan.

chua, ¢ chua, liét
ntra nguoi.

Tudc tam

s

ly

Duéi da 1a co cang
chan trude, chd
bam cac thd gan co
2 dau dui, khe gitra
xuong chay va
Xuong mac, mang
gian cot.

Ly Ty Vi, diéu
trung khi, théng
kinh lac - khi
huyét, phu chinh
bdi nguyén, bd hu
nhugc, khu phong
hoa thap, diéu hoa
huyét ap.

Tri da day dau, non
mua, ti€u hoa kém,
tao bon, rudt viém,
chi duéi yéu liét,
bénh thudc hé tiéu
hoa, kich ngat, co
thé suy nhuoc, than
kinh suy nhuoc.

S36

2.2.4. Chi tiéu nghién caru

2.2.4.1. Péc diém chung ciia déi tirong nghién cizu

Pic diém chung cia d6i tuong nghién ctru dugce danh gia tai thoi diém

vao vién bang phuong phap phong van gdm: nhom tudi, gidi tinh, nghé

nghiép, thoi gian mac bénh, tinh trang béo phi (BMI) va vi tri ton thuong.
2.2.4.2. Chi tiéu lam sang

Pugc tién hanh danh gia tai 3 thoi diém trudc khi bénh nhan duoc diéu

tri, sau 10 ngay diéu tri va saul5 ngay (két thuc liéu trinh diéu tri) gom:

- Mtic d6 dau thang diém VAS.

- Chire ning khép gdi theo thang diém Lequesne.

- Tam vén dong khép gbi.

- Chi s6 sinh tdn: Mach, nhiét ¢, Huyét ap.

- Triéu chung khéng mong muon: nhtc dau, chong mat, chay mau, dau,

di tng, nhiém tring, ap xe tai chd thay cham.

2.2.4.3. Chi tiéu can lam sang:

Céc chi ti€u can lam sang duogc danh gia tai 2 thoi diém trude dicu tri va

sau liéu trinh 15 ngay diéu tri, gom:

- Hinh anh xquang khép goi
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- Chi s6 huyét hoc (hdng cau, bach cau, tiéu cau) va Hoa sinh (AST,
ALT, Creatinin, Ure).

- Pinh lugng céc cytokin trong mau gém: 2 cytokin gay viém (TNFa, IL-
1P) va 1 cytokine chng viém (IL-10)

- Dinh Iugng - endorphin trong mau.
2.2.5. Cach xdc dinh cac chi tiéu nghién ciru
o Pdnh gid mirc dp dau theo thang diém VAS

Panh gia cam giac dau chi quan cta bénh nhan theo thang diém VAS
(Visual Analogue Scale) tir 0 dén 10 bang thudc do do dau cua hing Astra —
Zenneca (hinh 2.9). Trudc khi do bénh nhan dugc nghi ngoi, khong bi cac
kich thich khac tir bén ngoai va dugc giai thich phuong phap danh gia cam
giac dau qua 5 murc d9 dau, tir d6 bénh nhan tu chi ra mic @6 dau cia minh.
Phan loai mirc 6 dau nhu sau:

+ Mirc do thir nhat, tir vach 0 dén vach 2: khéng dau.

+ Muc d6 thir hai, tir trén vach 2 dén vach 4: hoi dau, kho chiu, khong
mat nga, khong vat va va cac hoat dong khac binh thuong

+ Muc do thir ba, tir trén vach 4 dén vach 6: dau vira, khd chiu, mat
ngu, bén chdn, khé chiu, khéng dam cu dong hoic c6 phan xa kéu rén.

+ Murc do tht tu, tir trén vach 6 dén vach 8: dau nhiéu, dau lién tuc,
ngai van dong, luén kéu rén.

+ Muc d6 the nam, tir trén vach 8 dén vach 10: rat dau, dau lién tuc,

toat mo hoi, co thé choang ngat.

Naropin® Emia” Marcaine” Xyloproct™ ‘xylocain:e’
= = s = ) = e = =5) 7 /&\J;éb
2 N . a2 o= ‘ ] :

The W orlel 1 _caacier Iy I _oaczil Anacsthocticos

PO e

Hinh 2.5. Thwdc do dé dau VAS (Visual Analogue Scale)
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Bing 2.2. Tiéu chuin dinh gid mivc d¢ dau theo thang diém VAS [46]

Két qua Panh gia Cho Panh gia két
thang dau mirc do dau diém qua diéu tri
Tur 0-2 diém Khong dau 4 Tot
T 3-4 diém Dau it 3 Kha
Tir 5-6 diém Pau trung binh 2 Trung binh
Tu 7-8 diém Dau nhicu 1 ,
, , Kém
T 9-10 diém Pau khong chiu n6i 0

e Pdnh gid mirc dp dau va chivc ning khép goi theo thang diém Lequesne
Index — 1985[45]
Thang diém nay duoc danh gia qua 3 chi s6 v6i tong s6 diém cao nhét 13
24 diém:
Bing 2.3. Bing luwong gid mirc d¢ dau va chirc nang khép goi theo
thang diém Lequesne Index — 1985 [47].

Chi s6 danh gia Piém
I. Pau hodac cam giac vudng tai khop Max=8
A. Ban dém

- Chi khi ctr dong hoic & mot s6 tu thé nao do

- Ngay ca khi nam yén

B. Pha gi khop

- Dusi 15 pht

- Trén 15 phut

C. bung yén hoic dam chan 30 phut ¢ dau ting 1én khong

D. Pau khi di b

- Sau mot khoang cach nao do 1
- Pau ngay khi bat dau va ngdy cang ting 2
E. Pau hoic vudng khi duang I&n khoi ghé ma khong vin tay 1

I1. Pham vi di bo t6i da (ké ca co dau) Max=8

- C6 han ché van dong song van di dugc trén 1000m 1
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- Khoang 1000m (di mat khoang 15 phat) 2
- Trén 500m — 900m (di mat 7 — 15 phut). 3
- Trén 300m —500m 4
- Trén 100m — 300m 5
- Du6i 100m 6
- Can mot gay nang hoac mot nang chéng +1
- Can hai gay hoic hai nang chong +2
I1l. Nhitng kho khan khac: Tra loi c&c cdu hoi dudi day Max=8
- Ong (ba) co thé di 1én mot tang gac khdng? 0-2
- Ong (ba) co thé di 1én xudng Mot tang gac khong? 0-2
- Ong (ba) c6 thé ngoi xom hoac quy khong? 0-2
- Ong (ba) co thé di trén mat dat 16i 16m khong? 0-2

Céach cham diém Lequesne (muc III. Nhitng kho khan khac):

Co lam duoc:
Lam duogc nhung

Khong lam dugc:

0 diém
1 diém (hodc 0,5 hoac 1,5)

2 diém

kho khan:

Bing 2.4. Dinh gid mirc dp ton thuwong theo thang diém Lequesne

Panh gia mirc do

Panh gia két

PIém Lequesne ; Cho diém .
ton thuwong qua diéu tri
T 0-4 diém Nhe 4 Tot
Tir 5-7 diém Trung binh 3 Kha
Tur 8-10 diém Ning 2 Trung binh
Tir 11-13 diém Rét nang 1
Tu trén 13 diém Tram trong 0 Kém

e Do tam vin dépng khép géi.

Cach do: Do gap, dudi cua khop gbi duge do dua trén phuong phap do

va ghi tam van dong cua khap do Vién han 1am céc nha phau thuat chinh hinh

My duoc Hoi nghi Vancouver ¢ Canada thong qua nam 1964 va hién duoc

qudc té thira nhan 1a phwong phép tiéu chuan - “phuong phap Zero” - nghia 13

& Vi tri giai phau, moi khép dugc quy dinh 1a 0° [46].
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Tu thé bénh nhan nam sap dudi chan (hinh 2.3).

Hinh 2.6. Po d¢ gdp dudi khdp géi Wavren A.Katr (1997) [48]
Dung cu do 1a thudc do chuyén dung, ¢ vach do goc chia do tir (0°-180°).
Bién d6 gap binh thuong cua khap gdi 1a: 135° - 140°, gap t6i da: 150°.
Bién d6 dudi binh thuong cua khép gbi 1a: 0°.

Bing 2.5. Pdanh gid mirc dé han ché vin dong gap khop géi

Panh gia Po gap goi
Han ché nang <90’
Han ché trung binh 90° - 120°
Han ché nhe 120° - 135°
Khong han ché >135°

Luong gia mic do cai thién van dong khép goi theo cac tiéu chuan:
+ Cai thién tét: Do gap gbi tang trén 20° so véi do gap ban dau.
+ Cai thién kha: Do gap gdi tang hon tir 10° — 20° so véi d6 gap ban dau.
+ Cai thién trung binh: D¢ gap gdi ting nhé hon 10°
+ Cai thién kém: Do gap gdi khong tang, hoic con giam di.
e Dinh lwong cytokin va £ - endorphin trong mau
Trong nghién ctu ndy, chdng toi tién hanh dinh luong cac cytokin gém
2 cytokine gay viém (TNFa, IL-1B), 1 cytokine chéng viém (IL-10) va B-
endorphin bang phuong phap so mau ELISA: Lay méau bénh nhan ¢ thoi diém

khoang 8-9 gid sang, chua an. Mau duoc lay ¢ tinh mach canh tay. Mdi lan
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Xét nghiém, lwong mau lay khoang 10ml. Mau sau khi lay duoc cho vao éng
nghiém d duoc chéng dong bang heparin va bao quan trong ta lanh & nhiét 4o -
80 d6 trudc khi tién hanh dinh lugng bang ELISA. Nong d6 interleukin duoc Xac
dinh bang phuong phap so mau ELISA vdi viéc sir dung kit mau chuan ELISA
cua cong ty Abcam, Cambridge, UK.

- Cé&c xét nghiém nay dugc thuc hién tai LABO trung tdm y sinh k¥ thuat
cao- Hoc vién Quan Y.

- Céc chi s6 huyét hoc va hoa sinh duoc thuc hién bﬁng may Celltac Es
(Mek -73001) cia hang Nihon Kohden (Nhat Ban) tai khoa Xét nghiém -
Bénh vién Cham ctru Trung Uong.

2.2.6. Pdnh gid mirc dé bénh va két qua diéu tri

Chlng t6i dua vao tong s6 diém cua 3 chi s6 nghién ctru gom murc do
dau theo thang diém VAS, chtic ning khép gdi theo thang diém Lequesne,
murc do han ché van dong khép gbi dé danh gia cac muc do bénh va két qua
diéu tri nhu sau:

Bing 2.6. Dinh gid mirc dp bénh va két qua diéu tri

Mitc d§ bénh Pi¢m Két qua diéu tri
Khong bénh 10 - 12 Tot
Nhe 7-9 Khé
Vira 4-6 Trung binh
Nang 0-3 Kém

2.2.7. Phwong phdp xi¢ 1y s6 liéu
Tat ca cac so liéu thu dugc tir nhdm nghién ctru dugc xir Iy theo phuong
phap théng ké Y hoc bang phan mém SPSS 20.0
Két qua duoc thé hién dudi dang: Gia tri trung binh va ty 1& phan tram (%).
Str dung test ¥ dé so sanh su khac nhau giita hai ty 1.
Str dung test T — Student dé so sanh su khac nhau giita hai gié tri trung binh,

Két qua nghién ciru duogc coi 1a co ¥ nghia théng ké khi p< 0,05.
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2.3. Thoi gian va dia diém nghién ciru

- Thoi gian nghién ctu: tir thang 05/2019- dén thang 05/2020

- Pia diém nghién ctru: + Bénh vién Cham ctru Trung wong

+ Bénh vién Tué Tinh

2.4. Van dé dao dic trong nghién cieu

- Bé cuong nghién ctiru dugc sy dong ¥ cua Hoi ddng xét duyét dé cuong
nghién cttu Hoc vién Y dugc hoc ¢6 truyén Viét Nam.

- Cac phac dd diéu tri duoc tién hanh véi su cho phép cua Bo Y té, Bénh
vién Cham ctru Trung wong.

- Pugc su ty nguyén hop tac caa dbi tuong nghién cau, d6i tugng nghién
ctru hoan toan c6 quyén tir chdi tham gia chuong trinh nghién ctu.

- Nghién cttu nay chi nham bao vé va nang cao suc khoe cho cong dong
ma khdng nham muc dich nao khac.

- Céc thong tin ca nhan cia dbi tuong nghién ctiu duoc dam béao gidr bi mat.

- Khéach quan trong danh gia va phan loai, trung thuc trong xu ly s liéu.

- Céc khia canh dao dtc khac trong nghién ctu déu dugc tuan tha theo
tuyén ngdn Helsinki nim 1966 va nhiing diém trong tdm trong hoi nghi vé

dao duc trong nghién curu khoa hoc tai Tokyo nam 2000.
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BENH NHAN PAU KHOP GOI

'

Kham Iam sang, xét nghiém
Chup X quang va MRI khép géi thang nghiéng

l

Chan doan xac dinh THKG nguyén phat giai doan 1, 2 theo ACR-
1991 va thugc thé phong han thap ty theo YHCT

(n=90)

}

!

!

Nhom NC (n = 45)
Thay cham ché pham chira noc

ong liéu 0,0025mg/kg theo phac do

Nhom BC (n = 45)

Thay cham Vitamin B, + Becozyme
2ml+ Novocain 3% theo phac do.

l

l

Panh gia cac chi tieu 1am sang tai thoi diém (Dg, D1g, Dis)
va cac chi tiéu can 1am sang ai thoi diém (Do Dys)

l

Phan tich s6 liéu, so sanh va danh gia két qua

l

KET LUAN

So d6 1.1. So' d6 nghién ciru
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) Chuong 3 )
KET QUA NGHIEN CUU
3.1. Pic diém chung cia déi tweng nghién cieu
3.1.1. Pdc diém vé tugi va gidi

Bing 3.1. Phin bé bénh nhan theo tudi va gidi tinh

Tudi Gibi Nhom NC (1) | Nhém PC (2) Tong
(n=45) (n=45) (n=90)
% n % n %
35- 39 Nam (a) 1 2,2 1 2,2 2 | 22
Nir (b) 1 2,2 1 2,2 2 | 22
P Pa5>0,05; P1.,>0,05
40 - 49 Nam (a) 2 4,4 1 2,2 3 | 33
Nir (b) 3 3,3 4 8,9 7 |78
P Pa5>0,05; P1.,>0,05
50 - 59 Nam (a) 3 3,3 4 8,9 7 |78
Nir (b) 18 40 19 42 37 | 41
p Pa5<0,01; p1.2>0,05
> 60 Nam (a) 3 3,3 2 4,4 5 5,6
Nir (b) 14 31 14 31 28 | 31
p Pa5<0,01; p1.2>0,05
Tudi trung binh 58,58 +8,53  |58,96+9,17
p P1.2>0,05; Payp<0,01

Nhan xét:

- Két qua bang 3.1 cho thay bénh thoai hoa khép gbi gap chu yéu ¢
Ira tudi trén 50 (77/90 tong sé BN nghién ctru) va khong c6 su khac biét vé
phan b6 bénh nhan theo nhém tudi va gidi giita nhom NC va nhém BC
(p>0,05).

- Ty 18 bénh nhan nit mic thoai hoa khdp gbi nhiéu hon bénh nhan

nam & ca nhom NC va nhém DC (37/44 BN ¢ nhom tudi tir 50 — 59 va 28/33
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bénh nhan lta tudi trén 60), (p<0,01).

3.1.2. Péc diém vé tinh trang béo phi theo chi sé khéi co thé (BMI)

Bing 3.2. Phin bé dbi twong nghién civu theo tinh trang béo phi qua chi so
khéi co thé (BMI)

Nhom | Nhom NC (1) Nhém PC (2) Tong
(n=45) (n=45) (n=90)
T}nh tlfa n % n % n %
béo phi
Nhe cén va 11 24,44 10 22,22 21 23,33
binh thwong
Quéacan 15 33,33 13 28,89 28 31,11
Béo phi do I 12 26,66 14 31,11 26 28,89
Béo phi d¢ 11 7 15,57 8 17,78 15 16,67
p p12> 0,05
Nhan xét:

- Trong s6 bénh nhan tham gia nghién ctu, chu yéu gap nhém qué can
chiém 31,11% s6 BN nghién cttu. S6 bénh nhan béo phi d6 | chiém 28,89%,
béo phi do 11 chiém 16,67% va s6 bénh nhan binh thuong chi chiém 23,33%.

- Khéng c6 su khac biét vé tinh trang béo phi qua chi s6 khéi co thé
(BMI) gitra hai nhom NC (p> 0,05).

3.1.3. Pdc diém vé thei gian méc bénh

Bing 3.3. Phin bé thoi gian mic bénh ciia 2 nhém nghién ciru

Thoi gian mic bénh | Nhom NC (1) | Nhém PC (2) Tong
(naim) (n = 45) (n = 45) (n = 90)
X +SD 4,63 = 3,25 4,27 + 2,68 4,45 + 2,97
P P12>0,05

Nhan xét:
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- Thoi gian mic bénh trung binh ctia 90 bénh nhan trong nghién ciru 1a

4,45 £+ 2,97 (ndm), nhom NC 13 4,63 £+ 3,25 (ndm), nhom DC 14 4,27 + 2,68

(nam). Sy khac biét gitta hai nhom 1a khong c6 ¥ nghia théng ké véi p > 0,05.

3.1.4. Pdc diém vé vi tri tén thwong khép goi

Bing 3.4. Phdn bo vi tri ton thwong khép géi ciia 2 nhém nghién ciru

Nhom NC (1) | Nhém PC (2) Tong

Vi tri khép (n = 45) (n = 45) (n = 90)

n % n % n %
Phai | 8 17,78 11 24,44 19 21,11
1 khép Trai | 8 17,78 7 15,57 15 16,67
Ca hai khop 29 | 64,44 | 27 60 56 62,22

P p12> 0,05
Nhan xét:

- Ty 18 bénh nhan tén thuong ca hai khép gbi chiém ty 1é cao 62,22%,
trong d6 & nhom NC la 64,44%, nhém DC 1a 60%. Su khac biét gitra hai

nhom khéng c6 ¥ nghia thong ké véi p > 0,05.

3.1.5. Pdc diém vé mirc dj ton thwong khop goi

Bing 3.5 Phan bé mikc dé ton thuwong khdp géi trén phim chup MRI ciia 2

nhom nghién cuu

trén MRI (n =45) (n=45) (n =90)
n % n % n %
bo 1 20 44,4 19 42,2 39 43,33
bo 11 25 55,6 26 57,8 51 56,67
Cong 45 100 45 100 90 100
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P p1_2>0,05

Nhan xet:

Bénh nhan dén diéu tri thoai hoa khép gdi gap chu yéu ¢ mac do Il
(chiém 56,67%). Khong c6 su khac biét vé phan bd mic do tén thuong khép
gdi gitta cac nhém nghién ctu (p>0,05).

3.1.6. Pdc diém 1am sang cia bénh nhan thoai hoa khép goi

Bdng 3.6 Tri¢u chirng lam sang cua bénh nhdn nghién ciru

Iricu chim Nh?nm:'\ig)(l) Nhém BC (2) Téng

) (n = 45) (n=90)
n % n % n %
Pau khop 45 100 | 45 | 100 | 90 100
Pha gi khép 45 100 | 45 | 100 | 90 100

Luc cuc tai khép 41 | 91,11 | 45 | 100 | 86 95,56
Déu hi¢u bao gb 42 | 9333 | 39 | 86,67 | 81 90
Han ché gip dudi 45 100 45 100 90 100
P P> 0,05

Nhan xet:

- Céc dau hiéu xuat hién trong NC gom dau khép, pha gi khép, han ché
gap dudi, luc cuc khap gbi, co dau hieu bao gd, chiém 90- 100% & ca 2 nhom.
Su khac biét gitra hai nhém khong ¢ y nghia théng ké véi p > 0,05.

3.2. Panh gia két qua diéu tri thoai hoa khép géi ciia phwong phap thuy
cham ché pham chira noc ong
3.2.1. Pdnh gid két qud diéu tri trén 1am sang
3.2.1.1. Bién doi mirc dé dau theo thang diém VAS truéc va sau diéu tri
Bdng 3.7. Bién doi mirc dp dau theo thang diém VAS

Nhom NC (1) (n=45) Nhém DC (2) (n=45)

Mirc d¢ dau DO (a) D15 (b) DO (a) D15 (b)
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n % n % n % n %

Khong dau 0 0 24 541 0 0 2 43

Pau nhe 1 3,33 19 41,2 2 3,5 25 | 55,36

Dau vira 28 61,33 2 4,7 28 | 616 | 17 | 37,24

Pau niang 16 35,34 0 0 15 | 349 1 3,1

P1(a-p) <0,01 P2(a-by <0,01

Pa (1_2)>0,05, pb(1-2)<0105

Nhan xet:

Trude diéu tri, mic do dau tap trung cha yéu & mic do dau vira (chiém
61,33% & nhom NC va 61,6% ¢ nhom PC) va miac do dau niang (chiém
35,34% & nhdm NC va 34,9% ¢ nhom DC). Khong c6 su khac biét vé mirc do
dau & nhém NC va PC tai thoi diém trude diéu tri (p>0,05).

Mtc d6 dau ¢ cac nhom sau diéu tri déu thay doi rd rét so véi trudc
diéu tri (p<0,01). Nhém thuy cham ché pham cht:a noc ong c6 mac do cai
thién tot hon so voi nhdm thuy cham vitamin nhém B (mac do dau nang tir
35,34% giam xudng con 0% va mirc d6 dau vira tir 61,33% xudng con 4,7% &
nhém NC. O nhom PC muc do dau nang chi giam tir 34,9% xudng 3,1% va
dau vira tir 61,6% xubng con 37,24%) véi p<0,05.

3.2.1.2. Bién doi gi tri trung binh mizc dé dau theo thang diém VAS
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. 6.63+1,33

Gia tri trung binh VAS

DO D10 D15

Thoi gian (ngay)
Nhom NC Nhom BC

Linear (Nhom NC)

Biéu dé 3.1. Bién déi gia tri trung binh mic dé dau theo thang diém VAS

Nhan xet:

Tai thoi diém trudce diéu tri, khdng c6 su khac biét vé gia tri trung binh
muic 46 dau theo thang diém dau VAS gitra hai nhém nghién ciu (p>0,05).

Gia tri trung binh mirc do dau theo thang diém dau VAS giam dan theo
liéu trinh diéu tri & ca hai nhém (p<0,05).

Sau diéu tri, nhdm bénh nhéan duoc diéu tri thuy cham ché pham chia
noc ong cd gia tri trung binh mutc 46 dau theo thang diém VAS 12 2,53 + 0,78,
thap hon so vd&i tri $6 ndy & nhdm bénh nhan dugc diéu tri thuy cham vitamin
nhém B 1a 3,92 + 1,87. Sy khéc biét nay c6 y nghia théng ké véi p<0,001.
3.2.1.3. Sy cdi thién chite nang khop géi theo thang diém Lequesne

Bdang 3.8. Mikc dg ton thwong chire niang khép goi theo Lequesne
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piém Nhom NC (1) Nhém PC (2)
Lequesne (n=45) (n=45)
Mike do DO (a) D15 (b) DO (a) D15 (b)
n % n % n % n %
Rat nang 0 0 o |l o o] o | o] o
Nang 8 | 178 | 0 | 0 | 7 |155| 3 | 67
Vira 32 | 711 | 6 |1333| 34 | 755 | 5 | 111
Nhe 5 | 11,1 | 39 |8667| 4 | 9 | 37 |822
P P1(a-)<0,01 P2(a-£)<0,01
pa(1-2)>0,05, pb(1-2)<0,001
Nhan xet:

Trude diéu tri, mic do ton thwong khop goi theo thang diém Lequesne

cha yéu tap trung & muac do vira (chiém ti 18 tir 71,1% dén 75,5%). Khong co

su khac biét vé muc do ton thuong khop gi gitta nhém DC va nhéom NC

(p>0,05).

Sau diéu tri, nhom diéu tri bang thuy cham ché pham chaa noc ong c6 ton

thuong khép gbi mie dé nhe chiém 86,67%, nhiéu hon so véi nhom diéu tri

bang thuy cham vitamin nhom B 1a 82,2% véi p<0,001.

3.2.1.4. Bién doi gia tri trung binh chizc ndng khop goi theo thang diém

Lequesne truoc va sau diéu trj.
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Nhém NC Nhém BC
9
8,25+0,88
8 @
6,7+1,02 z
7 8,0810,68 =
5,75+1,14 =
6 =
5 6,09+0,92 =
. 3,56+0,89 "or
5 =
=
2 =
1 ~
0
DO D10 D15

Théi gian (ngay)

Biéu dé 3.2. Bién déi gia tri trung binh chirc nang khép goi theo thang

diém Lequessne.

Nhan xet:

Khong c6 su khac biét vé gié tri trung binh chac nang khop gdi theo
thang diém Lequesne tai thoi diém trude diéu tri gitta nhém nghién ciu va
nhom dbi chitng (p>0,05).

Gia trj trung binh chtc ning khop gdi theo thang Lequesne giam dan
sau diéu tri & ca hai nhém. Tuy nhién nhém diéu trj thuy chdm bang ché pham
chaa noc ong giam nhiéu hon so véi nhdm thuy cham bang vitamin nhém B.
Sy khac biét giita hai nhém sau 15 ngay diéu tri c6 y nghia théng ké voi
p<0,01.
3.2.1.5. Mitc dé cdi thién tam vdn dong khop goi

Bdng 3.9. Mikc d cdi thign tam vdn dgng khop géi trwée va sau diéu tri.

Nhom Nhém NC (1) (n=45) | Nhém DPC (2) (n=45)
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DO (a) D15(b) | DO (a) D15 (b)
Mirc do
n % n % n % n %
Pd gip gdi ting trén 20° so
Véi ban dAu 3 (67| 00| 3|67 0] 0
A A Re 4~ N 0 0
b9 gap goi tang tir 10°-20° | 33 g6 | 0 | 0 | 31 (689 2 | 44
vai ban dau
A A Re 4~ y.: 0
D9 gap goi tang dw61 10750 | 15 | 967 | 6 | 133 | 11 | 244 | 21 | 467
vai ban dau
Dj gap goi khong tinghodc | o | o | 39 g7 | 0 | 0 | 22 |489
giam di
p p1_2<0,05; pa—b<0’01

Nhan xet:

Trude diéu tri, khdng c6 su khac biét vé muc do cai thién tam van dong
khép goi & nhém NC va nhom BC (p<0,05).
Sau diéu tri, mic do cai thién tim van dong khop géi ting & ca hai

nhém. Tuy nhién nhdm thuy chdm bing ché pham chta noc ong ting rd rét

hon so v6i nhém thuy cham bang vitamin nhém B (p<0,01).

3.2.1.5. Bién déi gia tri trung binh tam vdn dong khop géi truede va sau diéu tri.

160

[ =

F [on < - T = ]

=] o © o o
s
|

]
=]

Gia tri trung binhg TVD khaop goi

Biéu dé 3.3. Gia trj trung binh tam vdn déng khép goi.

140 129,33+2,81

—#— Nhom NC
—&— Nhoém BC

Thoi gian ( ngay)
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Nhan xét:

Khong c6 su khac biét vé tdim van dong khép gdi ¢ thoi diém trudc
diéu tri & nhom NC va nhém DC (p>0,05).

Sau diéu tri, tim van dong khop gbi tang so voi trude diéu tri & ca hai
nhém nghién ctu (p<0,05).

Sau liéu trinh 15 ngay diéu tri, tim van dong khop géi & nhém bénh
nhan diéu tri bang thuy chdm ché pham chaa noc ong cao hon nhom diéu tri
bang thuy cham vitamin nhém B, ¢ ¥ nghia thong ké véi p<0,05.
3.2.1.6. Két qud diéu tri

Bdng 3.10. Két qud diéu tri

Nhom NC (1) Nhém PC (2)
Két qua didu tri (n=45) (n=45)

n % n %
Tét 39 86,67 28 62,22
Kha 5 11,11 12 24,44
Trung binh 1 2,22 5 13,34

Khong két qua 0 0 0 0
Tong 45 100 45 100

P P1.,<0,01

Nhan xét:

100% s6 bénh nhan & nhom NC va nhom DC déu c6 cai thien mic do
bénh Iy so véi trude diéu tri.

Két qua tét & nhdm thuy cham bang ché pham chta noc ong chiém
86,67%, cao hon so v&i nhém d6i ching duoc thuy cham bang vitamin nhém
B chiém 62,22% (p<0,01).
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3.2.2. Bién doi ciia néng d¢ p-endorphin va cytokin ¢ bénh nhan thoai hoa

khop géi duwdi dnh hwéng cia thuy cham ché pham chiza noc ong.

3.2.2.1. Bién doi cua nong do f-endorphin huyét twong

Bdng 3.11. Nong d¢ p-endorphin huyét tuwong (ng/L) tai cac thoi diém

nghién ceru
Thoi diém nghién ciru P
Nhom

DO (a) D10 (b) D15 (c)
Nhom NC (1) | 890,69+£296,32 | 1014,01+299,15 | 1117,74+483,46 | Pap<0,01
Nhém DPC (2) | 816,76+£305,66 | 865,69+274,49 | 872,03+242,05 Pap,c<0,05

p P12>0,05 p1<0,01 P12<0,05

Nhan xet:

Khong c6 su khac biét vé nong do B-endorphin huyét twong giira nhém
NC va nhém PC tai thoi diém trude diéu tri (p>0,05).

Sau diéu tri, néng do B-endorphin huyét twong & nhom thuy cham ché

pham chira noc ong tang cao hon so véi tri s6 ndy ¢ nhém thuy cham vitamin
nhém B (p<0,01).

3.2.2.2. Bién doi cua nong dé cytokin huyét tiwong

Bdng 3.12. Nong dé TNF-a huyét twong (ng/L) tai cac thoi diém nghién ciru

) Thoi diém nghién ciru P
Nhom
DO (a) D10 (b) D15 (c)
Nhom NC (1) | 371,58+149,08 | 84,44+37,64 | 57,36£15,80 | P.,,<0,001
Nhém DPC (2) | 336,78+155,78 | 117,39+24,42 | 90,09+29,85 | P.,,<0,001
P p1_2>0,05 p1_2<0,05 p1_2<0,05
Nhan xet:

Trude diéu tri, khéng cd sy khac biét vé nong d6 TNF-a huyét twong &
nhom NC va nhom BC ( p>0,05).
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Sau diéu tri 10 va 15 ngay, ndng d6 TNF-a huyét twong giam ¢ ca hai
nhém so véi trude diéu tri, trong d6 nhom thuy chdm ché pham chaa noc ong
giam nhiéu hon so véi nhém thuy cham vitamin nhém B (p<0,05).
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Bdng 3.13. Néng d¢ |L-18 huyét twong (ng/L) tai cac thoi diém nghién ciru

Thoi diém nghién ciru

DO (a) D10 (b) D15 (c) P

Nhom

Nhom NC (1) | 129,72+82,37 | 93,61+26,89 | 81,05+33,68 Pc-ap<0,01

Nhom DC (2) | 123,69+79,82 | 107,09+24,70 | 87,90+41,90 Pc-ap<0,05

P P12>0,05 P12>0,05 P12<0,05

Nhan xet:

Trude diéu tri, khong c6 su khac biét vé ndng do IL-1p huyét tuong &
nhém NC va nhom DC ( p>0,05).

Sau diéu tri 10 va 15 ngay, nong d6 IL-1p huyét tuong giam & ca ca hai
nhém so véi trude diéu tri, trong d6 nhom thuy chdm ché pham chaa noc ong

giam nhiéu hon so véi nhém thuy cham vitamin nhém B (p<0,05).

Bdng 3.14. Nong dé 1L-10 huyét twong (ng/L) tai céc thoi diém nghién ciru

Thoi diém nghién ciru p
Nhom
DO (a) D10 (b) D15 (c)
Nhém NC (1) | 6,27£1,50 | 7,06+£1,99 7,44+2 33 Pc.ap<0,05
Nhom BC (2) | 6,24+1,62 | 6,31+2,49 6,44+1,92 Pc.ap>0,05
p p1_2>0,05 p1_2<0,05 p1_2<0,05
Nhan xet:

Trude diéu tri, khéng c6 su khac biét vé ndng do IL-10 huyét tuong &
nhom NC va nhém BC ( p>0,05).
Nong do 1L-10 huyét trong chi ting 1én sau 10 ngay va 15 ngay diéu tri ¢

nhém thuy cham ché pham chta noc ong (p<0,05).
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3.3. Theo ddi tac dung khdng mong muén ciia phwong phap diéu tri
3.3.1. T4c dung khéng mong muén trén 1am sang

Bdang 3.15. T4c dung khéng mong muén trén 1am sang

Téac dung Thoi diém danh gia
khéng mon .
9MONI | Nhom D1 D5 D10 D15
muon
n % n % n % n %
NC | 45 | 100 | © 0 0 0 0 0
Pau
pC | 45 | 100 | © 0 0 0 0 0
. NC 0 0 0 0 0 0 0 0
Hoa mat
chongmat |\ pc | o | 0 [0 | o | 0| o | 0| 0O
NC 0 0 0 0 0 0 0 0
Kho thé
PC 0 0 0 0 0 0 0 0
] NC 0 0 0 0 0 0 0 0
Man ngua
PC 0 0 0 0 0 0 0 0
NC 0 0 0 0 3 167 0 0
Chay méau
PC 0 0 1 122 1 [ 22| 1 |22
. NC 0 0 0 0 0 0 0 0
Nhiém trung
PC 0 0 0 0 0 0 0 0

Nhan xet:

Qua theo ddi doc trong liéu trinh 15 ngay diéu trj trén 90 BN duoc diéu
tri bang thuy cham ché pham chira noc ong va thuy chim bang vitamin nhoém
B, chung tdi thdy 100% BN bi dau ngay sau khi tiém tai thoi diém sau thiy

cham lan dau tién (D1) nhung khong kéo dai trong sudt qua trinh diéu tri. C6
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6/90 BN bi chay méau sau rat kim, xay ra vao ngdy diéu trj thit 5, ngdy diéu trj
thir 10 va ngay diéu tri thr 15 ¢ ca hai nhém diéu tri. Cac triéu chimg con lai
nhu hoa mat, kho thd, man ngira, nhiém tring khéng xuat hién trong sudt liéu

trinh 15 ngay diéu tri & ca hai nhoém nghién ciru.

3.3.2. Thay doi chi sé mach, nhiét dé, huyét ap
Bdng 3.16. Thay déi chi sé6 mach, nhigt dg, huyét ap

Thoi diém nghién ciru
Chi sb Nhom

DO (a) D10 (b) D15 (c)

Nhom NC (1) | 79,56+2,43 81,73+1,92 80,20+2,32

Mach
(l?m/phl'lt) Nhom DC (2) 79,404 32 80,39+3,91 78,98+3,85
p P1-2>0,05; Pe-ap>0,05
Nhém NC (1) | 116,67+5,22 117,3345,7 117,44+5,07
HA tdi da
(mmHg) Nhém BC (2) | 116,78+4,79 | 118,00+6,16 | 117,78%5,39
p P12>0,05; Pcap>0,05
Nhém NC (1) 14,22+4.76 73,56+5,18 74,6745,16
HA ti thiéu

(mmHg) | Nhém DC (2) 74,6747 74,67+5,78 74,78+5,83

p p1-2>0,05; pc-a,b>0105

Nhom NC (1) | 20,11+1,09 19,91+0,83 20,04+1,30

Nhip thé

(An/phit) Nhém PC (2) | 20,17+0,63 19,71+0,82 19,90+1,01
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P12>0,05; Pc.ap>0,05

Nhan xét:

Khéng c6 su khac biét vé chi sé mach, huyét ap va nhip thé & nhém thuy

cham ché pham chira noc ong va nhém thuy chidm vitamin nhoém B tai thoi

diém trude va sau diéu tri (p>0,05).

3.3.3. Thay doi mét sé chi sé can 1am sang

Bing 3.17. Thay déi mot sé chi s6 huyét hoc

Nhém NC (1)

Nhém PC (2)

Chi s6 (n=45) (n=45)
DO (a) D15 (b) DO (a) D15 (b)
Hong cau (T/1) 6,02+423 | 6,11+423 | 565+0,41 | 5,54+0,64
Bach cau (G/1) 6,23+2,34 | 6,31+154 | 6,16+158 | 6,12+156
Tiéu ciu (G/1) 250+105 265+50 261+100 260+65
p P1-2> 0,05, pa.,> 0,05
Nhan xét:

Khong cé su khac biét vé so lugng hong cau, bach cau, tiéu cau ¢ nhom

thuy cham ché pham chira noc ong va nhom thuy cham vitamin nhom B tai

thoi diém trudc va sau diéu tri (p>0,05).

Bing 3.18. Thay déi mét so chi sé sinh hod

Nhém NC (1) Nhém BC (2)
Chi sb (n=45) (n=45)
DO (a) D15 (b) DO (a) D15 (b)
Ure (mmol/l) | 587+2,67 | 57621,32 | 579+1,60 | 569+1,35
Creatinin (umol/l)| 72,10+13,69 | 72,15+13,12 | 71,45+15,34 | 72,15+15,15
Glucose (mmol/l) | 545+0,67 | 543036 | 5098034 | 5842061
AST (UI/l) | 19,56 +10,45 | 19,43+8,79 | 20,898,13 | 19,97+9,47
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ALT (Ul 19,87+9,54 | 19,68+9,12 | 19,03+10,23 | 19,15+6,12

p p1-2> 01051 pa-b> 0105

Nhan xét:
Tai thoi diém trude va sau diéu tri, khdng co su khac biét vé ham lugng
Ure, Creatinin, Glucose, AST, ALT & nhém thuy cham ché phiam chira noc

ong va nhém thuy cham vitamin nhom B (p>0,05).

CHUONG 4
BAN LUAN

4.1. Pic diém ciia ddi twong nghién ciru
4.1.1. Pdc diém vé tuéi va gidi

Két qua nghién ciu duoc trinh bay & bang 3.1 cho thay do tudi trung
binh caa bénh nhan thoéi hda khép gdi trong nghién cizu cua ching toi 12 58,58
+ 8,53 tudi, trong d6 bénh nhan thoai hoa khap géi tir 50 tudi tré 1én chiém toi
85,56% (77/90 BN). Khong co su khac biét co ¥ nghia théng ké vé tudi giira
cac nhdm nghién cau voi p > 0,05. Ty 1é bénh nhan nir mac thoai héa khép
g6i nhiéu hon bénh nhan nam ¢ tat ca cac nhém nghién cau (16/90 BN nam,
chiém 17,78%, 74/90 BN nix, chiém 82,22%), p<0,001.

Do tudi trung binh trong nghién ciu caa chung t6i twong tu voi két qua
trong c4c nghién cau caa mot s tac gia khac. Céc tac gia déu dua ra két luan
rang thoai hda khap goi thuong gap o lra tudi trén 50 va ty Ié mac bénh ni
gidi cao hon so véi nam gidi [4], [5], [49], [50], [51].

Cho dén nay van chua c6 giai thich thoa dang nhung c6 nhiéu tac gia cho
rang thodi hoa khép géi chiém ty Ié cao ¢ Ira tudi trén 50, chi yéu gap o ni
gidi co thé 1a do theo quy luat ty nhién, khi tudi cang cao thi cac té bao sun
cang gia di, kha ning tong hop collagen va mucopolysaccharid bi giam st va
rbi loan, chat luong sun s& kém, giam kha nang dan hoi va chiu luc. Giéi nix
dé bi thoai hda khép hon nam 1a do su thay d6i hormone thuong gap ¢ giai
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doan tién man kinh, sy suy giam hormone sinh duc nit 1am giam té bao sun
lam cho bénh thodi héa khop géi phét trién. Nhirng nghién cau caa cac tac gia
cho thay nguoi str dung hormone thay thé thi giam ty 1é thoai hoa khép gbi va
khop hang so véi nhitng nguoi khéng dung. Cling chinh vi 1y do d6 ma mot
trong cac yéu td thudc tiéu chuan chan doan thoai hoa khop gdi cua Hoi thap
khép hoc My (ACR 1991) 14 tudi cia bénh nhan trén 40 tudi [12].

Vi thé, c6 thé thay rd rang yéu té nguy co cao nhat cua thoai hda khap

chinh 14 tudi tac va gisi tinh [4], [5].
4.1.2. Pdc diém vé tinh trgng béo phi theo chi sé BMI

Tai thoi diém danh gia trude diéu tri (bang 3.2), chi c6 21/90 (chiém
23,33%) s bénh nhan trong nghién ctu dugc danh gid nhe can va binh
thuong, 76,67% bénh nhan quéa can va béo phi, trong d6 béo phi do | chiém
28,89 %, nhom béo phi do 11 chiém 16,67% (p<0,05). Két qua nghién ctu cua
chung toi twrong tu nhu két qua nghién cau cia Pham Hong Van khi nghién
ctru dac diém 1am sang cua bénh nhan thoai hoa khdp gbi nguyén phat duoc
diéu tri bang dién cham két hop tap dudng sinh cho thay 83,3% sb bénh nhan
tham gia nghién cuiru co tinh trang thura can hoac béo phi, trong do thura can
chiém 26,7%, béo phi do | chiém 40%, 16,7% béo phi do 11, chi c6 5/30 BN
binh thuong (chiém 16,7%) [52].

Két qua nghién ctiu ciia chung toi tuong ty két qua nghién ciu mot sb
tac gia khac déu cho rang cac yéu té co hoc (trong dé co béo phi) gop phan
khoi phat cling nhu 1am gia ting toc d6 thodi hoa cua sun khép, dic biét 1a
khép gdi. Nghién ctu cua Keng va cong su tai Trung tdm nghién ctu viém
khép & Richmond, Canada da chi ra rang ddi tuong c6 BMI khong binh thudng
(> 25) ¢ ti I ton thuong sun gap 3 lan so véi nhiing ngudi c6 BMI binh
thuong [53].

Tinh trang thira can béo phi ¢ lién quan dén muc d6 ton thuong khép

& nguoi bénh thodi hda khap géi ciing dugc nhiéu tac gia quan tm nghién cuau.
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Thira can, béo phi 1am ting nguy co mic cac bénh xuong khép. Luong can du
thira s& gy &p luc 1én cac khop xuong va dic biét 1a ving lung, hong, hang, dau
gdi va ban cha va bén canh do, luong md du thira trong co thé s& san Xut ra cac
protein goi la cytokine gay viém khip co thé. Cac cytokine pha huy mé bang
cach thay doi cac chire ning cua cac té bao sun [21], [22], [23].

Nhu chung ta dd biét, thodi hda khép 1a bénh 1y tén thuong toan bo
khép, trong d6 ton thwong sun la chi yéu. Tinh trang thoai hoa xay ra khi
khong c6 su can bang giira luc co hoc tac dong 1én khap va kha niang chiu dyng
caa sun khép. Vi vay, bénh thuong gap ¢ cac khop 16n chiu sic nang cua co
thé nhu khép hang, khép gdi... Khi trong lugng co thé ting thi sic ning dé 1én
cac khép cang 16n, nhat 1a ving lung, khép gbi, khop hang va khép co chéan
lam cho cac khop nay som bi ton thuong, ctiing khép va 130 héa nhanh, hau qua
1a gay dau dén va khé khan trong van dong, sinh hoat hang ngay cia ngudi
bénh. Do khép goi 1a mot trong nhiing khép chinh caa co thé, nén khi co thé
qua ning s& dat 1&n khép gbi stc nang qué tai, theo thoi gian s& 1am bién doi
thodi hdéa ¢ khép [1], [3].

4.1.3. Pdc diém vé thei gian mdc bénh.

Theo két qua tai bang 3.3, thoi gian méac bénh trung binh trong nghién
ctiu ciia chung t6i 1a 4,45 + 2,97 (nam), khong c6 sy khac biét vé thoi gian mac
bénh trung binh giita hai nhdm nghién cau (p > 0,05). Két qua nghién ciu nay
cling twong tu Vi két qua nghién cau cua Tran Thanh Luan khi nghién ciu tac
dung cua con dap trén BN thoai hda khop gbi cho thay, BN ¢ thoi gian mac
bénh trung binh 1a 4,84 + 2,23 (nam) [52]. Két qua nghién ciu caa Fang
Rucaicho thay thoi gian mac bénh cia BN thoai hoa khop goi 1a 4,8 + 3,5
(nam) [55].

Thoai hoa khép 1a bénh dién bién man tinh, giy dau va bién dang
khop, thuong khdng cé dau hiéu viém, nguyén nhan la do qué trinh 140 hda

va tinh trang qué tai kéo dai cua sun khép. Bénh dién bién 1au ngay méi
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anh huong dén chirc ning van dong cua khép. Giai doan dau bénh nhan chi
can nghi ngoi hay dung thudc giam dau thong thuong, bénh nhan thuong
chi d¢én vién khi chirc niang van dong cua khop bi anh huong. Pay ciing 1a
ly do giai thich vi sao thai gian bi bénh cho dén thoi diém nghién ctu cua
nhiéu tac gia déu kha dai.

4.1.4. Pdc diém Vi tri ton thwong

Theo két qua bang 3.4, trong 90 bénh nhan dugc lya chon trong nghién
ctru ctia chdng t6i thi sé bénh nhan thoai héa ca hai khép gdi chiém ty 1é cao
nhat 62,22%, thoai hoa mot khép 1a 37,78%, trong d6 ty ¢ thoai hda khép goi
phai 14 21,11%, khop gdi tréi 12 16,67%. Khong c6 sy khac biét vé phan bé vi
tri ton thuong khép goi giira hai nhdm bénh nhan nghién cau (p > 0,05).

Két qua nghién ctu ctia chung t6i ciing twong tu Vi két luan trong nghién
ctu ciia mot sé tac gia khi nghién ciru diéu tri thoai hda khép gbi cho thay ty 1é
thoai hoa ca hai khop chiém 42,23%, cao hon so véi s6 bénh nhan thoéi hoa
khap goi phai (31,06%) va khop gbi tréi (26,69%) [56], [57].

Nhu ching ta dxa biét, khop géi 1a khép chiu luc, ¢6 goc van dong 16n,
nhiéu chirc niang nén tré thanh mot trong nhiing vi tri khop dé bi thoai hoa. O
giai doan sém, bénh nhan thuong dau mot bén khép, sau d6 bénh tién trién s&
dan dén thoai hoa ca hai bén. Thoai hda khap gdi 1a bénh tién trién man tinh nén
thoi diém bénh nhan dén kham thuong bi ton thuong ca hai khép [1], [58].
4.1.5. Pdc diém mikc dp ton thwong khop goi trén phim chup MRI

Chup cong huong tir MRI 12 mot ki thuat chan doan hinh anh hién dai
trong y hoc, 1a mot ki thuat tao hinh cat 16p sir dung song tir trudng va séng
radio. Hinh anh chup cong huéng tir MRI ¢6 d6 twong phan cao, chi tiét giai
phau tt cho phép phat hién chinh xac céc ton thuong hinh thai, ciu trdc cac
bo phan trong co thé. Chup MRI khép géi la mot phuong phap chan doan

hinh anh rat cd gié tri trong chan doan, danh gia cac ton thuong khop goi bao
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gom ton thuong xuwong, sun, bao hoat dich, day chang, gan co ciing nhu tb
chtc phan mém quanh khép [3], [58], [59].

Ton thuong thoai hoa khdp duoc dic trung boi sy mat sun khép va hoat
dong tai tao cua xuong dudi sun, biéu hién boi sy hep khe khép, cé gai
xuong, dic xuwong dudi sun, d6i khi c6 héc & dau xwong dudi sun, cudi cing
dan dén bién dang khép, léch truc khép [3].

Két qua nghién ciru duoc trinh bay trén bang 3.5 cho thiy 100% sé BN nghién
cau ¢6 ton thuong khép gdi ¢ giai doan 1 va 11. Khong c6 su khac biét vé mic do
t6n thuong khép goi trén phim MRI giira cac nhém nghién ctu (p > 0,05).

Nhu chung ta da biét, thoai hoa khép 13 hau qua cua qua trinh co hoc va
sinh hoc lam mat can bang giita tong hop va huy hoai cia sun va xuong dudi
sun. Bé phan biét cac giai doan caa bénh thoai hoa khop gbi, can dya vao
phim X- quang theo tiéu chuan chan doan thoai hoa khop cua Kellgren va
Lawrence. Trong thiét ké nghién cau nay, ching toi chi lya chon mic d6 ton
thuong ¢ giai doan | va Il theo phan loai cua Kellgren va Lawrence vi & giai
doan nay kich thuéc bé mit sun khdp van chua cé sy thay d6i nhiéu. Bao hoat
dich khap van hoat dong binh thudng, cung cap da dich khdp dé nudi dudng
sun va bdi tron 6 khép, gitip cac dau xuong hoat dong duogc tron tru, chua hep
khe khép, chua hay hoai sun va xuong dudi sun, nén phu hop véi cac phuong
phap diéu tri khong dung thudc cua y hoc ¢o truyeén.

4.1.6. Pdc diém 1am sang cia bénh nhan thoai hoa khép goi

Theo két qua tai bang 3.6, cac dau hiéu nhu dau khép, pha gi khop va han
ché gap dudi la cac triéu chung gap chu yéu, chiém 100% s6 BN nghién cau.

C4c triéu chang nhu dau hiéu bao gb va lyc cuc tai khép gap it hon ¢ ca
hai nhém nghién cau (chiém 90% - 95,56%).

Khong c6 sy khac biét vé dic diém 1am sang caa bénh nhan thoai hoa

khép goi ¢ ca hai nhém nghién ciu (p>0,05).
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4.2. Panh gia hiéu qua giam dau chdng viém cia phwong phap thiy
cham ché pham chia noc ong trén bénh nhan thoai héa khép goi.

Viéc danh gia hiéu qua diéu tri cia bat ky mot phuong phap diéu tri nao
khong chi dua vao céac chi sb 1am sang hay can 1am sang don thuan, ma con
phai danh gia mot cach tong quat, dua trén cac thang diém stc khoe trong
sinh hoat, cling nhu hoat dong lao dong hang ngay. Chinh vi vay, trong
nghién ctru nay ching toi danh gia két qua diéu tri dua trén cac chi s6: mirc do
dau (VAS), chirc nang khép gbi theo thang diém Lequesne, mirc d6 han ché
van dong khdp gbi ¢ bénh nhan thodi héa khop goi duoc thay cham ché pham
chura noc ong.

Theo quan diém sinh 1y hoc, dau 1a mot co ché bao vé cua co thé, 1a dic
tinh chung cua tat ca gidi dong vat. Pau dugc xem 14 yéu to quan trong anh
hudéng dén hanh vi cta con nguoi. Hién nay, nguoi ta quan niém rang cam
giac dau 1a chtrc ning tich hop ciia co thé nham dong vién cac hé théng chirc
nang khac nhau dé bao vé co thé khoi cac yéu té gy hai. Pau 1a cam giac
phtc tap c6 su tham gia ctia nhiéu hé théng céc co quan chirc nang khac nhau
nhu y thire, cam giac, tri nhd, dong luc, phan g thuc vat [60], [61]. Trén lam
sang, dau la triéu ching khién nguoi bénh dén gap thay thude véi mong mudn
duogc giai phong khoi dau dén, chinh vi vay dau va lam cho hét dau luén dugc
cac nha 1am sang quan tam nghién cuu.

Theo YHCT, nguyén nhan cua dau 13 do kinh lac bi tic tré bdi céac
nguyén nhan khac nhau lam khi co bat diéu, trong ngoai, trén dudi khong
dugc diéu dat hanh thong ma gy bénh [9], [15], [16]. Thuy chdm duoc st
dung trong diéu tri voi muc tiéu diéu chinh cong nang hoat dong cua hé kinh
lac, 1am théng kinh hoat lac, khi huyét luu thong, do d6 c6 tac dung giam dau.
Trong nghién ciiu ndy, ching tdi dya trén nguyén tac chon huyét theo YHCT
va theo co ché tac dung cia cham theo YHHD dé chon phac do huyét thay
cham trong liéu trinh diéu tri 15 ngay. Cac két qua nghién ciru cho thay:
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4.2.1. Vé tac dung chéng viém gidm dau cia thuy cham ché pham chiza noc
ong trén Iam sang
A4.2.1.1. Vé sur cdi thién mirc d6 dau

Theo YHCT, khi kinh lac bi tic tré khién khi huyét khéng thdng sé&
gy dau. Cham ctru théng qua tac dong vao huyét vi va kinh lac cé thé khi
ngoai ta, diéu hoa dinh vé, thong dugc Kinh lac do d6 lam giam dau, diéu
hoa chirc ning tang phu, 1ap lai thing bang 4m duong nén bénh tat bi day
lui [9], [15], [16]. Trong nghién ctru nay, chiing t6i danh gia muc d6 dau dua
trén cam nhan cha quan cua nguoi bénh theo thang diém VAS 14 thang diém
duoc nhiéu tac gia trén thé gisi sir dung trong cac nghién cau va la cong cu
danh gia khach quan tac dung giam dau cua thay cham ché pham chtra noc

ong trén bénh nhan thoai héa khap goi.

Két qua nghién ctru duoc trinh bay trén bang 3.7 va biéu d6 3.1 cho thay
sau diéu tri, & nhém thuy cham ché pham chtra noc ong c6 mirc d6 dau nang
tir 35,34% giam xubng con 0%, muc do dau vira tir 61,33% xudng con 4,7%.
O nhém thuy cham vitamin nhém B van con 3,1% s6 BN ¢6 muc d6 dau ning
va muc do dau vira chiém 37,24% véi gié tri trung binh mac do6 dau theo
thang diém VAS cua nhom thiy cham ché pham chtra noc ong giam tir 6,57 +
1,58 diém trudce diéu tri xudng con 2,53 + 0,78 diém sau diéu tri, giam nhiéu
hon so v&i nhém ddi chimg diéu tri bang thiy cham vitamin nhém B (tir 6,63

+ 1,33 diém trudc diéu tri giam con 3,92 + 1,57 diém sau diéu tri) vai p<0,01.

Nhu vay, sau diéu tri thang diém VAS giam dan va giam c6 y nghia
thong ké so véi trude diéu tri déu dugc thdy ¢ ca hai nhdm bénh nhan nghién
ctu. Tuy nhién ty Ié¢ mac d6 dau cling nhu gia tri trung binh mirc d6 dau theo
thang diém VAS & nhém bénh nhan duoc thuy cham ché pham cht:a noc ong
giam nhiéu hon so véi gia tri ndy & nhdm bénh nhan dugc thiy cham vitamin
nhoém B (p<0,01). Két qua nay goi ¥ rang thiy cham ché pham chira noc ong

c6 tac dung giam dau t6t hon thity chAm vitamin nhém B. Hiéu qua giam dau
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cua thay cham ché pham chtra noc ong duoc ghi nhan trong nghién ctu nay
c6 thé do tac dung cua cac thanh phan c6 tac dung chong viém cuaa noc ong
ma nhiéu nghién ctu trude day di khang dinh [64], [65], [66], [67].

4.2.1.2. Sw cdi thién chirc nang khdp goi

Hiép hoi Qudc té nghién ctiu vé dau dinh nghia: “Pau 1a mot thir thach
kho chiu vé& cam giac va vé xtc cam di lién véi nhitng ton thuong cua to chic
c6 thuc hoidc ¢6 thé dau con duoc mé ta nhu 13 nhitng tén thuong d6 con ton
tai. Cai dau bao gid ciing c¢6 phan cha quan. Mdi ca nhan hiéu tir nay nhu thé
nao la con tuy thuoc vao nhitng thir thach di lién voi nhitng thuong tich xay ra
vao lc ban dau cta doi minh. Chac chan d6 1a mot cam giac nhan thay trong
mot hoac nhiéu phan co thé, bao gio ciing 1a khé chiu va vi thé nd 1a mot tha
thach vé xtc cam” [60], [61], [62]. Trén co so dinh nghia vé dau cho thay dau
bao gio cling c6 phan cha quan, 1a cam giac phirc tap co su tham gia cua
nhiéu hé théng chtrc nang khac nhau nhu y thirc, cam giac, tri nhd, dong luc,
phan tng thuc vat vi vy, dau kéo dai s& gay anh huong xau dén ca thé chat
va tinh than nguoi bénh, gy nhiéu han ché trong doi song sinh hoat va lao
dong. Tur nhiéu thap ky qua, viéc nghién cau tim ra mot bo cau hoi chung dé
4p dung cho bénh nhan dau da duoc nghién cau, phat trién. Nhitng bo cau hoi
nay thuong duoc thiét ké dé cung cip théng tin vé tinh trang sac khoe cua
bénh nhan do anh hudng cua tinh trang dau hodc dé danh gia hiéu qua cia cac
phuong phap diéu tri, tir d6 nguoi thay thudc cd thé ra cac quyét dinh diéu tri
cho ngudi bénh. Trong nghién cau nay, ching tdi s dung thang diém

Lequesne dé danh gia anh huong cia dau dén chuic niang khap goi [47].

Két qua nghién ctu duoc trinh bay ¢ bang 3.8 va biéu db 3.2 cho thiy
trude didu tri, mic do ton thuong khép goi theo thang diém Lequesne chu yéu
tap trung & muac d6 vira (chiém ti Ié tir 71,1% dén 75,5%). Sau diéu tri, nhém
diéu tri bang thuy cham ché pham chtra noc ong c6 tén thuong khép goi mirc

d6 nhe chiém 86,67%, nhiéu hon so véi nhom diéu tri bang thuy cham
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vitamin nhém B 1a 82,2% véi p<0,001. Gi4 tri trung binh chirc nang khop géi
theo thang diém Lequesne & nhdm nghién ciu trude diéu tri 1a 8,25 + 0,88
giam xudng con 5,75 + 1,14 sau diéu tri, ting cao hon so v&i ¢ nhom ddi

chuing giam tur 8,08 + 0,68 trude diéu tri xudng 3,56 + 0,89 sau diéu tri.

Nhu vay doi véi bénh ly thoai hda khép géi thi du duoc diéu tri bang
thuy cham ché pham chira noc ong hay thay cham bang vitamin nhém B thi
déu co tac dung cai thién chirc niang khép gbi & mic nhét dinh véi p<0,05, tuy
nhién hiéu qua cai thién chtc ning khop gbi rd rang nhat 1a ¢ nhém thuy
cham ché pham chtra noc ong (p<0,01). C6 dugc su cai thién chirc niang khép
g6i nay 1a do sy giam viém, giam dau va cai thién van dong trén bénh nhan
dudi tac dung caia ché pham chira noc ong [36], [37], [64].
4.2.1.3. Vé sur cdi thién tam vin dong khop gdi

Bénh ly thoai hoa khép gbi gay ra dau don, tir @6 1am han ché van dong
va gay tan phé & bénh nhan. Vi vay, phuc hdi van dong co y nghia rat Ion
trong phong chdng tan phé va nang cao chat luong cudc séng cho bénh nhan
thoai hoa khap géi. Chirc nang van dong cia khop ciing nhu tim van dong
khép 1a nhiing chi s6 quan trong dé danh gia tac dung cai thién van dong trén
bénh nhan thoai hoa khap goi. Trong nghién cau nay, ching toi theo dbi su
phuc hdi tim van dong khép cua bénh nhan thoai hda khép gdi va danh gia
khach quan su phuc héi tim van dong ctia bénh nhan thoai hda khap géi bang
d6 gap dudi khop gdi. sau diéu tri bang thuy cham ché pham chia noc ong
dugc so sanh véi bénh nhan thodi hda khép gdi didu tri bang thuy cham
vitamin nhom B.

Cac két qua nghién ctru duoc trinh bay trén bang 3.9 va biéu d6 3.3 cho
thiy sau diéu tri, mac d6 cai thién tam van dong khép gdi ¢ ca hai nhém
nghién ciru déu duoc cai thién (p<0,05). Piém gia tri trung binh tam van dong

khép gbi ctia nhom thuy cham bang ché pham chira noc ong tir 113,0 + 4,61
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trude didu tri ting 1én 138,83 + 3,60, tang rd rét hon so véi & nhdm thuy cham
vitamin nhom B tir 110,5 + 4,52 tang 1én 129,83 + 5,50 sau diéu tri (p<0,05).

Déi véi bénh ly thoai hda khap goi, tinh trang viém t6 chie 6 khép do
su kich thich cua cc gai xwong dan dén tinh trang dau va han ché van dong ¢
ngudi bénh thodi hda khap gdi va mic dd han ché van dong tuong quan véi
murc d6 dau & ngudi bénh [1], [11]. Cac két qua nghién ciu trén cho thay thuy
cham ché pham chira noc ong hay thiy chdm vitamin nhém B déu c6 tac dung
tbt trong cai thién cai thién chirc nang van dong & bénh nhan thoéi hoa khop
g6i (p<0,05). Tuy nhién, sy cai thién chic niang van dong cling nhu tam van
dong trén cac nhém bénh nhan duoc thuy cham bang vitamin nhém B 13 kém
hon so véi nhom thay cham ché pham chta noc ong (p<0,01). Piéu nay co6
thé duoc giai thich do sy khac biét vé co ché tac dung caa cac duoc chat duoc
st dung trong nghién ctu nay. Sir dung vitamin nhém B dé thuy cham chi c6
tac dung tang dan truyén than kinh va phong bé than kinh tai chd, tir d6 1am
han ché dau va gitp tang kha nang ning van dong cho nguoi bénh. Nguoc lai,
ché pham chira noc ong trong nghién ctru nay duoc nghién ciu chieng minh 1
c6 chira nhiéu thanh phan cé hoat tinh chéng viém manh nhu melittin [68],
[69], [70]. Chinh nho céc thanh phan ndy ma thay cham ché pham chaa noc
ong da lam giam tinh trang viém vo khuan trong bénh ly viém va thoai hoa, 1a
yéu to quyét dinh trong cai thién chtic ning van dong trén bénh nhan duoc
diéu tri bang thuy cham ché pham chra noc ong. Ciing do co ché tac dong
truc tiép dén tinh trang viém nay c6 thé 1am cho hiéu qua cai thién tam van
dong cua thiy cham ché pham chtra noc ong déu cao hon so véi diéu tri bang
thuy cham vitamin nhom B.

Két qua nghién ctiu cua chung toi ciing twong tu nhu két qua nghién
ctu cua Y Dal Kwon va cong su trén bénh ly thoai hda cot séng cho thay

bénh nhan thoai hoda cot song that lung cling c¢6 su han ché vé cac van dong
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cot sdng va sau khi duoc diéu tri bang thuy cham ché pham chira noc ong su
cai thién tim van dong noi trén dugc cai thién rd rét [71].
4.2.1.4.Vé két qua diéu tri

Trong nghién ctu nay, ching tdi dwa vao tong hop su thay déi chic
nang khép gdi theo thang diém Lequesne, mic dd dau theo thang diém VAS,
tam van dong khép gdi dé danh gia hiéu qua cua phuong phéap thiy cham ché
pham chaa noc ong trén bénh nhan thoai hoa khép gbi. Két qua nghién ctu
duoc trinh bay tai bang 3.10 cho thiy sau 15 ngay diéu tri ca 2 nhém nghién
ctru déu dat két qua kha quan, tuy nhién hiéu qua diéu tri & hai nhom la c6 su
kh&c biét c6 ¥ nghia théng ké véi p < 0,05, cu thé:

O nhém nghién ctu sau 15 ngay diéu tri bang thay cham ché pham chua
noc ong cd ty I& bénh nhan dat két qua tét chiém toi 86,67 %, ty 1& bénh nhan
dat loai kha 11,11% va chi 2,22% c6 bénh nhan c6 két trung binh. Trong khi
d6 & nhoém d6i chung dugc diéu tri bang thiy cham vitamin nhém B thi chi c6
62,22% bénh nhan dat két qua tét, 24,44% bénh nhan cd két qua kha va cé toi
13,34% bénh nhan cd két qua trung binh (p<0,05).

Thuay cham duoc st dung trong diéu tri véi muc tiéu diéu chinh cong
nang hoat dong caa hé kinh lac, 1am théng kinh hoat lac, khi huyét luu thong,
do do co tac dung giam dau [18], [19]. Chon kinh huyét va k¥ thuat thay cham
la hét stc quan trong. Chon huyét phil hop theo ting bénh, ky thuat thiy cham
dam bao déc khi, luong thudc tiém phl hop dong vai trd chinh dén két qua cua
diéu tri bang thiy chAm dua vao Iy luan caa YHCT (hoc thuyét 4m duong, ngii
hanh, tang phu, kinh lac....).

Trong diéu tri dau do thodi hda khop goéi bang phuong phap thity cham,
ching t6i chon cha yéu cac duong kinh lién quan dén ving bi bénh va 1a
nhitng kinh duwong. Ddng thoi ciing dwa theo vi tri giai phau tiét doan than
kinh cia YHHD lién quan dén cac huyét theo YHCT dé chon huyét tai chd,

lan can noi dau hay theo dudng kinh hay con goi 1a “tudn kinh tha huyét” va
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d3d c6 duoc két qua diéu tri hét siac kha quan véi phac dd huyét vi thuy cham
trong diéu tri thodi hoa khop gdi gdm céac huyét Huyét hai, Luong khau,
Duong lang tuyén, Tac tam ly [16], [17], [44].

Huyét Huyét hai ndm trén duong kinh Tuc thai am Ty, 1a huyét Hoi caa
huyét. Vi nguy@n tac tri phong tién tri huyét, huyét hanh phong tat diét,
ching tdi chon thay cham huyét Huyét hai c6 tac dung bd huyét hoat huyét vi
vay phong han thap ciing bi loai trir, ngoai ra Huyét hai con c6 tac dung tai
chd trong diéu tri thoai hda khép godi [45].

Huyét Luong khau 1a huyét khich caa kinh Tac duong minh Vi, c0 tac
dung khu phong héa thap, hoa vi giang nghich. Sach Cham ctu dai thanh c6
viét “Luong khau chil vé dau dau goi, cang chan, that lung, té lanh mat cam
giac khong co dudi chan duoc”. Vi vay trén bénh nhan thoai hoa khép goi,
Luong khau khong chi ¢6 tac dung tai chd ma con co tac dung khu phong hoa
thap, lam cho phong thap tiéu trir [17], [45].

Huyét Duong ling tuyén, 1a huyét nam trén duong kinh tdc thiéu duong
dom, vi tri & chd hdm dau trén xuong chay va xuong mac. La huyét hoi cua
can. Thay cham huyét Duong lang tuyén khong nhiing cé tac dung tai chd ma
con ¢ tac dung dudng can than, dudng can xuong khop do vay ma day la
huyét trong dung trong diéu tri bénh nhan bi thoai hoa khap géi [17], [45].

Tuc tam ly la huyét thir 36 cia kinh Tac Duong minh Vi, la huyét Hop,
thuoc hanh Thd, cd tac dung toan than, 1a mét trong Luc tong huyét, 1a mot
trong 14 huyét cha yéu cua co thé c6 tac dung nang cao cao chinh khi cua co
thé, c6 tac dung tu than &m, trang duong, thanh nhiét, kién gan cét, phi chinh
bdi nguyén, bo hu nhuoc, khu phong hoa thap [17], [45].

Trong su thanh céng cua phuong phap thity cham diéu tri, ngoai viéc
lya chon phac d6 huyét chinh xac pht hop véi bénh tat theo ly luan YHCT thi
ky thuat thuy cham dong vai tro khong nho.

Theo thuyét phan xa cia Pavlov, vo nio 1a co quan ctia phan xa cé diéu
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kién. Moi bién hoé bénh ly 1a do bién hoa co ning cua than kinh cao cap gay
ra cho nén khi thuy cham vao mot bo vi (huyét vi) nao dé trén co thé, véi ky
thuat cham dang va chinh xac sé& truyén xung dong kich thich dé vao vo néo,
roi tir ndo phan xa t6i cac cip cua hé than kinh, dé diéu chinh tat ca cac hoat
dong cua co quan ndi tang, do d6 chira khoi bénh. Khi cham kim vao huyét
yéu cau phai dat dugc dac khi tac 1a & ving kim cham bénh nhan cam thay
tc, ning, khong dau, khong khé chiu. Trong mét sé trudng hop bénh nhan bi
dau, chung toi phai chinh lai do siu ciing nhu hudng kim dé dat dugc dac khi.
Pé phat huy hiéu qua diéu tri cling nhu lam cho ngudi bénh tin tudng vao
phuong phap nay, ching t6i st dung ky thuat cham kim nhanh qua da, sau d6
day kim t&i huyét (dé dat dic khi) sau d6 méi bom thudce tir tir vao huyét.

Qua thuc té 1am sang ching toi thay néu cham kim khong ding huyét
thi khi bom thudc vao huyét thi su tiéu caa thudc s& khdng thé tao ra cac kich
thich lién tuc tai huyét, do do khong nang duoc ngudng dau ctiia nguoi bénh,
hiéu qua giam dau cta phuong phap diéu trj s& bi han ché.

Ngoai viéc lua chon huyét va ky thuat thuy cham chinh xac, viéc luya
chon thudc dé thiy cham theo tac dung ciing 1a diéu toi quan trong, gop phan
khéng nho vao thanh cong ciia phuong phap diéu tri.

Theo duoc Iy hoc, bat cir mot loai thude tiém nao da thich hop voi
tiém dudi da hoic tiém bap (trir nhitng loai thudc tiém co tac dung kich
thich manh qud), thi du tiém vao bat c bo vi ndo ¢ duéi da hodc bap thit
cling c6 tac dung duoc 1y nhu nhau. Ngoai tac dung dan truyén cua huyét
dich, thudc dugc tiém vao kinh huyét c6 thé qua tac dung caa kinh lac gidp
cho co thé hap thu thubc nhanh, tac dong manh téi bo vi c6 bénh ma chi can
mot lugng nho (dic biét 1 nhitng loai thudc co tac dung gay hung phan hoaic
gay tc ché cac trung khu than kinh), do d6 cing mot tha thude tiém vao huyét
vi thich tng trén cung mot bénh nhén, tac dung duoc ly manh hon khi khong

tiém vao huyét vi. Cung mét thir thuéc néu tiém vao huyét vi thich ung trén
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ciing mdt bénh nhan, chi can liéu lugng it cling van cé tac dung dugc Iy manh
nhu dung liéu lwong nhiéu ma khong tiém theo huyét vi.

Nhu vay, bang viéc sir dung ché pham chtra noc ong do cong ty duoc
pham JUGU, Han Quéc san xuit va dugc céng nhan 1a thubc dé thuy cham
véi cong thirc huyét cham co tac dung tai chd va co tac dung toan than da
mang lai hiéu qua diéu tri cao trong diéu tri thoai hda khép goi.

4.2.2. \é tac dung chéng viém gidam dau théng qua sw bién doi ciia néng do
p-endorphin va interleukin trong mau.

Pé chung minh mot cach khach quan va khoa hoc vé hiéu qua caa thuy
cham ché pham cht:a noc ong trong diéu tri thoai hda khép gdi, ching toi tién
hanh nghién ctu su bién d6i mot sb chi s6 hoa sinh trong mau bénh nhan duéi
tac dung thuy cham céac huyét. Cac chi s6 duoc nghién ctru 12 cac chat trung
gian hoa hoc tham gia vao co ché chong dau (B-endorphin) va chéng viém,
gom cac interrleukin gay viém (TNF-a, TN-1p), céc interrleukn chéng viém
(IL-10).
4.2.2.1. Bién doi ciia nong do [-endorphin huyét twong

Do B-endorphin dugc xem nhu mét trong nhitng chat sinh hoc tham gia
trong hé thong giam dau cua co thé, dic biét 1a & cac bénh man tinh [21], [22],
vi vay trong nghién ctu nay, ching tdi tién hanh dinh luong nong do B-
endorphin nham chting minh tac dung giam dau cta thay cham ché pham
chtra noc ong trén bénh nhan thoai hoa khép géi.

Két qua nghién ctru duoc trinh bay ¢ bang 3.11 cho thdy nong do p-
endorphin huyét tuong tang sau diéu tri dugc thay & ca 2 nhém nghién cau. O
nhém thay cham ché pham chta noc ong, nong d6 p-endorphin huyét tuong
ting tir 890,69 + 296,32 ng/L trudc didu tri Ién 1117,74 + 483,46 ng/L
(p<0,01), tang cao hon so vi nhom thuy cham vitamin nhém B tur 816,76 +
305,66 ng/L 1&n 872,03+242,05 ng/L (p<0,05).
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Nhu chung ta d3 biét, B-endorphin 1a mét trong nhitng chat sinh hoc
tham gia vao co ché chéng dau nén su ting nong do B-endorphin huyét twong
s& phan anh tinh trang giam dau trén 1am sang [72]. Két qua nghién ctu nay
cho thdy thay cham ché pham cht:a noc ong va vitamin nhém B déu c6 tac
dung giam dau & mac d6 nhit dinh. Tuy nhién, hiéu qua giam dau & nhém
thuy cham ché pham chta noc ong 1a rd rang va tét hon so vai thiy cham
vitamin nhom B véi p<0,05.

Nho ng dung cac phuong tién ki thuat hién dai ma cac nha khoa hoc
da phan tich dugc thanh phan chinh caa noc ong Ia protien va cac chudi
polypeptide va trong sé chudi polypeptide c6 melittin (ciing 1a thanh phan
chinh cua noc ong) c6 trong luong phan tir khoang 2840 dalton va thanh phan
c6 hoat tinh sinh hoc c6 tac dung chong viém, giam dau. Tac dung giam dau
cua noc ong két hop vai cac phan tng duoc tao ra tir cac huyét bi kich thich
boi thay cham truyén téi cac ving ¢ kha nang lam mat cam giac dau & trén
ndo. Tin hiéu nay duoc truyén toi sirng sau tiy sdng kich thich tuyén yén va té
bao ndo bai tiét enkephalin va endorphin. Hai chat ndy wc ché bai tiét chat P
va gay ra uc ché trugc khop than kinh, do dé chin duong dan truyén cam giac
dau qua soi Ad va sgi C [73].

Nhu vay, su ting 1én ctia ham lugng B-endorphin trong mau dudi tac
dung thity cham cac huyét gép phan chiing minh gia thuyét vé co ché chong
dau cua thuy cham Ia sy hoat hoa hé thong giam dau cia co thé dan toi bai tiét
cac opiat noi sinh va tac dung chéng viém cua cac melittin trong thanh phan
cua noc ong [34], [35], [36], [69]. Su ting din ctia ham luong B-endorphin
trong mau BN tai cac thoi diém nghién ctru ching té thity cham co tac dung
hoat hoa hé théng chdng dau trong co thé san xuat ra cac chat trung gian hoa
hoc thudc hé thong chdng dau cua co thé, tir d6 giy ra tac dung giam dau trén

lam sang.
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4.2.2.2. Bién doi ciia nong do interleukin huyét twong

Vai trd cua cytokin trong viém do thoai héa d3 dugc nhiéu tac gia
nghién ctu chung minh. Interleukin dugc chia thanh hai loai la interleukin cé
vai tro lam tang qua trinh viém va interleukin co6 vai tro giam qué trinh viém.
Trong qua trinh viém, c6 sy ting ndng d6 cac cytokin gay viém va su giam
nong do cac cytokin chéng viém [21], [22], [23]. Nguoi ta di ching minh
duoc rang céc cytokin 1a nhitng biomarker quan trong trong bénh thoai hoa,
trong d6 co cac cytokin nhu 1L-10, IL-1p va TNF-a. Trong cac cytokin chéng
viém, 1L-10 1a mot cytokin co cac dic tinh chéng viém manh mé nhat, né tc
ché su biéu hién cua cé4c loai cytokin viém nhu TNF-a, IL-6 va IL-1 sinh ra tir
cac dai thuc bao hoat héa. Hon nira, IL-10 c6 thé lam ting hoat dong cua cac
chat khang cytokin ni sinh va lam giam céc thu cam thé caa cac cytokin gay
viém [31], [32]. Trong viém, cac cytokin giy viém dugc tang hoat héa nén
nong do cac loai cytokin nay ting cao trong viém. Nguoc lai, trong viém, cac
cytokin chéng viém bi ¢c ché vi vay 1am cho néng d6 huyét twong cua cac
loai cytokin nay giam trong viém. Trong qua trinh giam viém, thi hoat dong
cua cac cytokin lai nguoc lai, dan dén sy giam cac cytokin gay viém trong khi
nong do cac cytokin chéng viém lai tang 1én [21], [24]. [28], [29]. Vi vay,
trong nghién ctu nay, ching tdi lua chon danh gia sy thay doi cac cytokin
chéng viém (IL-10) va céc cytokin gay viém (TNF-a va IL-1p) trong huyét
tuong dé ching minh vai tro va hiéu qua chéng viém cuaa thay cham ché
pham chira noc ong trong diéu tri thoai hda khép goi.

Két qua nghién ctru duoc trinh bay trén céc bang tir 3.12 dén 3.14 cho
thay: Nong d6 TNF-a ctiia nhém thay cham ché pham chtra noc ong tir 371,58
+ 149,08 ng/L trudce diéu tri giam xudng con 57,36 + 15,80 ng/L sau diéu tri,
giam thap hon so v&i nhoém thay cham vitamin nhom B tir 336,78 + 155,78
ng/L xubng con 90,09 + 29,85 ng/L sau diéu trj.
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Nong do IL-1B huyét trong cia nhom thuy cham ché pham chia noc
ong giam tir 129,72 + 82,37 ng/L trude diéu tri xudng con 81,05 + 33,68 ng/L
sau diéu tri, giam nhiéu hon so v&i nhém thay cham vitamin nhém B (ti
123,69 + 79,82 ng/L xudng con 87,90 + 41,90 ng/L sau diéu tri), (p<0,05).

Nong d6 IL-10 huyét twong ciia nhom thay cham ché pham chtra noc
ong tir 6,27 + 1,50 ng/L trudc diéu tri ting 1én 7,44 + 2,33 ng/L sau diéu trj,
tang nhiéu hon so v&i nhém thay cham vitamin nhom B (tir 6,24 + 1,62 ng/L
tang 1én 6,44 + 1,92 ng/L sau diéu tri), (p<0,05).

Nhu vay, sau diéu tri bang thiy chdm ca ¢ nhém ding ché pham chua
noc ong va nhém diing vitamin nhom B déu c6 su giam ndng d6 TNF-a va
IL-1P huyét tuong, dong thoi c6 su ting nong do 1L-10 huyét twong, nhung
nhém thay cham ché pham chia noc ong c6 su thay d6i nong do cytokin gay
viém (TNF-a va IL-1B) va cytokin chéng viém (IL-10) Ié6n hon c6 y nghia
thong ké so vai tri s nay & nhdm thuy cham vitamin nhém B (p<0,05).

Su thay ddi nong d6 cac cytokin gay viém va chong viém trong huyét
tuong & nhém bénh nhan nghién cau chi ra rang c6 su giam viém trén bénh
nhan sau khi duoc diéu tri bang thay cham ché pham chta noc ong ciing nhu
thuy cham vitamin nhém B, nhung thay cham ché pham chaa noc ong voi
licu 0,0025mg/kg c6 tac dung chong viém manh hon. Két qua caa nghién cau
cuia chung t6i tuong tu nhu két qua cua cac nghién ciu trude day [64], [65].
4.3. Vé tac dung khdong mong muodn cia phwong phap thiy cham ché
pham chira noc ong trong diéu tri thoai hda khép goi.

4.3.1. Vé tac dung khdng mong muén cia thizy cham ché pham chaa noc
ong trong diéu trj thodi hda khép gdi trén 1am sang

Mot trong nhiing ti€u chi ma cac nha nghién ctru cling nhu cdc nha 1am
sang quan tam khi 4p dung mdt phuong phdp tri liéu méi do 1a tinh an toan
ctia phuong phap d6. Pé danh gia tinh an toan va tic dung khong mong muén

ctia phuong phap_thuy cham ché pham chira noc ong trong diéu tri thoai hoa
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khép gbi, ching t6i da tién hanh thu nhép sb liéu vé nhiing tai bién, bién
chtng (c6 thé xay ra) ctia phuwong phap ndy bang phong van trudc va sau diéu
tri cling nhu quan st 1am sang trong sudt lidu trinh 15 ngay diéu tri.

Trong phan kham sang loc ban dau, chiing t6i d3 loai trir cac bénh nhan
khong phu hop véi chi dinh diéu tri bang ché pham cé chira noc ong nhu
nguoi bénh co tién st di ung, c6 bénh 1y gan than kém theo..... Nhiing bénh
nhan dugc lya chon vao nghién ctru dé diéu tri, chung t6i cling hoi rat ty mi
vé tién sur vung cham, vé di ung va man cam noi chung va di iing véi cac loai
thudc tan dugc. Qua mdi lan diéu tri chung toi déu hoi cam gidc cua bénh
nhan déng tho1 quan sat sdc mat, bé mit da dic biét 1a vung huyét vira duoc
thily cham diéu tri dé kip thoi phéat hién va xtr 1y cac biéu hién bat thudng
(néu co) xay ra.

Qua thuc té 1am sang va tién hanh quan sat doc theo 15 ngay cua liéu
trinh diéu tri cho 45 bénh nhan thoai hoéa khép gbi duoc diéu tri thay cham
ché pham chira noc ong, so sanh v&i 45 bénh nhan thoai héa khép gdi dugc
diéu trj bang thity chAm vitamin nhém B chung t6i nhan thay khéng c6 trudong
hop nao xay ra hién tugng hoa méit chong mat, man ngira, kho tho hay nhiém
trung tai vi tri huyét thuy cham. Tuy nhién, véi tri¢u chimg dau sau khi thuy
cham thi chu yéu xuat hién trong 5 ngay dau diéu tri, cac ngay diéu tri sau hau
nhu khong c6 bénh nhan thay dau. Qua d6 chung ta thiy rang triéu ching dau
dugc giam dan theo thoi gian diéu tri.

Theo két qua tai bang 3.15, chi ¢6 3/90 bénh nhan c6 hién tuong chay
mau & tit ca cac nhom nghién ciru trong liéu trinh 15 ngay diéu tri, trong d6
c6 1 truong hop chiay mau xay ra vao ngay diéu tri dau tién, 1 truong hop
chay mau xay ra vao ngay diéu tri thir 6 va 1 trudng hop xdy ra vao ngay diéu
tri thr 11. Diéu ndy cho thay tai bién chay mau sau khi rt kim c6 thé xay ra
do mot s6 bénh nhan c6 cdu tao mach mau dic biét, thanh mach yéu ngay ca
khi thity cham vitamin, chiing t6i cling c6 thé gip tai bién nay. Tuy nhién véi

s6 lugng 03 truong hop trén ¢& mau 90 bénh nhan nghién ctru thi con sd nay
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chua c6 ¥ nghia vé mat théng ké. Tir cac din liéu trén cho phép khang dinh
rang k¥ thuat thiy cham ché pham chta noc ong 14 an toan va khong cé tai
bién hay bién chimg nao dang ké nao.

4.3.2. Vé tac dung khdng mong muén cia thizy cham ché pham chia noc
ong trong diéu tri thodi hoa khép géi thdng qua sw bién déi mét sé chi sé
sinh 1y, huyét hec.

Pé khang dinh tinh an todn ctua phwong phéap thity cham ché pham chua
noc ong trong diéu tri thodi hoa khop goi, ching toi tién hanh danh gia cac
thay doi mot sb chi s6 sinh ly, huyét hoc ciia bénh nhan tai cac thoi diém
trude diéu tri, ngay sau diéu trj 1an 1, sau 10 ngay va sau liéu trinh 15 ngay
diéu tri. Céc chi sb sinh 1y dé danh gia bao gdm mach, huyét ap dong mach,
nhip thé caa bénh nhan, cac chi sé huyét hoc gém s lwong hong cau, bach
cau, tiéu ciu trong mau tai cac thoi diém trude diéu tri va sau diéu tri.

Cac két qua nghién ctru dugc trinh bay trén bang 3.16 cho thiy khong c6
su khac biét co ¥ nghia thong ké vé chi sb sinh ly (mach, huyét ap, nhip tho)
tai cac thoi diém DO, D10, D15 ciing nhu cac chi s6 huyét hoc (hong cau,
bach cau, tiéu cau) trong mau nguoi bénh tai cac thoi diém DO, D15 & cac
nhom nghién ctru cling nhu gitra c&¢c nhdm nghién ctu (p>0,05).

Thay cham 1a ding mot loai tac dong vat Iy va hoa hoc dé kich thich mét
cach thich dang vao cac diém hoat dong dién (tac la cac huyét vi). Theo
thuyét phan xa cua Pavlov, vo nio 1a co quan cta phan xa cé diéu kién. Moi
thay doi bénh 1y 1a do céc thay ddi co ning cua than kinh cao cap gy ra. Do
d6 véi ki thuat cham ding va chinh xac, s& truyén xung dong kich thich d6
vao Vo ndo, roi tir ndo phan xa t6i cac cap cua hé than kinh, dé diéu chinh tat
ca c&c hoat dong cua co quan ndi tang, tir d6 cé tac dung chira khoi bénh. Tuy
nhién hoat tinh cta hé giao cam hay phd giao cam chi xay ra cuc bo nén
khong 1am anh hudng téi cac chi sé sinh ly nghién cau. Mit khac diéu hoa
hoat dong hé than kinh thuc vat con cé vai trd caa cac trung tdm ¢ than ndo va
vung dudi d6i. Chi khi toan bo hay phan 16n hé than kinh giao cam hung phén
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d6ng thoi thi gay ra phan ung bao dong hay dap ung véi stress cua hé giao
cam, lam cho co thé hoat dong manh hon han lac binh thuong.

Qua khao sét 1am sang va cac sé liéu can 1am sang tir cac bang 3.17 dén
3.18 cho thay cac chi sb sinh ly, sinh hoa, huyét hoc ciia bénh nhan thoai hoa
khép gbi déu on dinh trong sudt qua trinh diéu tri, diéu ndy cho phép ching
t6i khang dinh rang k§y thuat thay cham ché pham cht:a noc ong 1 an toan.

Tuy nhién, dé dam bao duoc tinh an toan trong diéu tri thi yéu cau nguoi
thay thuéc phai nam viing ki thuat thity cham va cach sir dung thude dé thay
cham va nam viing vé giai phau dé tranh gy thuong ton cho nguoi bénh khi
thuc hién cham kim vao huyét vai cac chu y nhu sau:

- Kiém tra thudc thuy cham theo quy dinh: 3 tra (Kiém tra tén nguoi
bénh, Kiém tra t&n thudc, Kiém tra liéu dung thudc); 5 d6i (Bdi chiéu sb
giwong, so phong; Ddi chiéu nhan thude; 6i chiéu chat luong thude; Do
chiéu duong dung thudc; B6i chiéu thoi gian dung thudc); 5 dung (Ping
ngudi bénh; Pung thudc; Pung lidu; Pung dudng dung; Pung thoi gian)

- Tang cuong cdng tac vd khuan (buong bénh, dung cy, bom tiém...)

- Chuan bi day du xe tiém theo quy dinh (hop chéng séc, ....)

- Thuong xuyén tap huan k¥ thuat thity cham cling nhu xir Iy cap ciu
cho doi ngii thay thuéc lam thity cham.
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KET LUAN

Qua nghién cau trén 90 BN thoai héa khép gdi dugc chia thanh 2
nhom: 45 bénh nhan dugc diéu tri biang thuy cham ché pham chaa noc ong
vao huyét, so sanh v4i nhém 45 bénh nhan dugc thay chdm vitamin B12,
Becozyme 2ml két hop novocain 3% trong liéu trinh diéu tri 15 ngay chdng
tdi rut ra két luan nhu sau:

1. Thily cham ché pham chira nec ong cé hiéu qua giam dau va chéng
viém trén bénh nhan thoai hda khép goi:

- Cai thién mtrc d6 dau theo thang diém VAS, cai thién chtc ning khép
g6i theo thang diém Lequesne va tang tam van dong khop gbi véi gid tri co ¥
nghia thong ké (p<0,01).

- Lam tang ham lugng B-endorphin trong mau bénh nhéan te 120 -
130%: tir 51,57 + 13,25 pg/ml trudce diéu tri ting 1én 57,36 + 11,58 pg/ml sau
liéu trinh diéu tri, vai p<0,01.

- Lam giam nong do céc interleukin gay viém (TNF-o va IL-1B) va
dong thoi lam tang nong do interleukin chdng viém (IL-10) trong huyét twong
bénh nhan sau liéu trinh diéu trj (p<0,001).

2. Thity cham ché pham chira noc ong 1a phwong phap diéu tri an toan.
Thay cham ché pham chta noc ong trong diéu tri thoai hoa khép goi
khong gay tac dung khéng mong muén trén 1am sang, khdng 1am anh huéng

tai chire nang ta0 Mau va chirc nang gan, than cta nguoi bénh.,
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KIEN NGHI

1. Phuong phap thay cham ché pham chaa noc ong budc dau cho thiy cé
hiéu qua diéu tri tét, st dung an toan trén 1am sang va khong cé tac dung
khéng mong muén trén 1am sang cling nhu trén can 1am sang do vay cd thé ap
dung trong diéu tri cac bénh nhan thoai hda khap goi.

2. Can tiép tuc nghién ctu voi ¢& mau, pham vi rong hon va thoi gian dai
hon dé danh gia chi tiét hon vé tac dung cua phuong phap thuy cham ché
pham chaa noc ong trong diéu tri thoai hda khép goi o tung thé bénh cua
YHCT, cac yéu té anh hudng dén hiéu qua diéu tri. Tir d6 phd bién dai tra va
khuyén nghi dua vao thanh mét trong nhitng ky thuat Y hoc c6 truyén duoc

Bo Y té cong nhan.



10.

TAI LIEU THAM KHAO

Ngd Quy Chau (2012), Thoai hoa khdp goi, Bénh hoc noi khoa tap I,
Nha xuat ban Y hoc, Ha Noi.

Nguyén Quéc Anh va Ngd Quy Chau (2018), Huéng ddn chan dodn vé
diéu tri bénh ngi khoa, Nha xuat ban Y hoc, Ha Noi.

Nguyén Thi Ai (2006), Nghién citu ddic diém 1am sang, can 1am sang va
ap dung cac tiéu chudn chudn dodn bénh thodi hoa khép, Luan van thac
si'Y hoc, Truong Pai hoc Y Ha Noi.

Prieto-Alhambra, D., Judge, A., Javaid, M. K., Cooper, C., Diez-
Perez, A., & Arden, N. K. (2014). Incidence and risk factors for
clinically diagnosed knee, hip and hand osteoarthritis: influences of age,
gender and osteoarthritis affecting other joints. Annals of the rheumatic
diseases, 73(9), 1659-1664.

Michael, J. W. P., Schliter-Brust, K. U., & Eysel, P. (2010), The
epidemiology, etiology, diagnosis, and treatment of osteoarthritis of the
knee. Deutsches Arzteblatt International, 107(9), 152.

Mora, J. C., Przkora, R., & Cruz-Almeida, Y. (2018), Knee
osteoarthritis: pathophysiology and current treatment modalities.Journal
of pain research, 11, 2189.

Nguyén Nhuwgc Kim, Nguyén Thi Thu Ha, Pang Kim Thanh (2016).
Bénh hoc néi khoa y hoc cé truyén, Nha xuit ban Y hoc

Trwong Pai Hoc Y Ha Noi (2012), Chuyén dé noi khoa Y hoc ¢
truyén, NXB Y hoc.

Hoc vién Quan Y (2011), Bénh hoc ngi khoa y hoc cé truyen, Nha xuét
ban Quan d6i nhan dan.

Bo Y Té (2014), Quyét dinh sé 361/QD-BYT ngay 25 thang 01 nim
2014 vé viéc “Huong dan chdn dodn va diéu tri cac bénh co xuwong

khop”.



11.

12.

13.

14.

15.
16.

17.

18.

19.

20.

21,

22,

Heijink, A., Gomoll, A. H., Madry, H., Drobni¢, M., Filardo, G.,
Espregueira-Mendes, J., & Van Dijk, C. N. (2012), Biomechanical
considerations in the pathogenesis of osteoarthritis of the knee. Knee
Surgery, Sports Traumatology, Arthroscopy, 20(3), 423-435.

Altman RD (1991), "Criteria for classification of clinical osteoarthritis™,
J Rheumatol Suppl. 27, tr. 10-2.

Howell D.S (1998), "Etiopathogenesis of osteoarthritis", Arthritis and
Allied conditions, tr. 1594-1604.

Kellgren J.H. Lawrence J.S (1987), "Radiological assessment of
osteoarthritis”, Am. Rhem. 16, tr. 494-501.

Nguyén Tir Siéu (2017), Hoang Pé néi kinh, Nha xuat ban Lao dong.
Nguyén Tai Thu va Tran Thuy (1997), Cham ctu sau dai hoc, Nha
xuét ban Y hoc, Ha Noi.

Nghiém Hiru Thanh va Nguyén Ba Quang (2011), Gi4o trinh cham
ctru Nha xuat ban Y hoc.

Nghiém Hiru Thanh (2012), Nghién cizu co so khoa hoc cua dién cham,
thuy chdam trong diéu trj mét sé chitng dau, Nha xuat ban Y hoc.

Bd mon Y hoc cé truyén, Hoc vién Quan Y (2013), “Thuy cham - Pién
chdam”, Bénh hoc YHCT, Nha xuat ban Quan Doi Nhan Dan.

Michaud, M., Balardy, L., Moulis, G., Gaudin, C., Peyrot, C., Vellas,
B., ... & Nourhashemi, F. (2013). Proinflammatory cytokines, aging,
and age-related diseases. Journal of the American Medical Directors
Association, 14(12), 877-882.

Arango Duque, G., & Descoteaux, A. (2014), Macrophage cytokines:
involvement in immunity and infectious diseases. Frontiers in
immunology, 5, 491.

Dembic, Z. (2015), The cytokines of the immune system: the role of

cytokines in disease related to immune response. Academic Press.



23.

24,

25.

26.

217,

28.

29.

30.

Rea, I. M., Gibson, D. S., McGilligan, V., McNerlan, S. E.,
Alexander, H. D., & Ross, O. A. (2018), Age and age-related diseases:
role of inflammation triggers and cytokines. Frontiers in immunology, 9,
586.

Lopez-Castejon, G., & Brough, D. (2011), Understanding the
mechanism of IL-1f secretion. Cytokine & growth factor reviews, 22(4),
189-195.

LaRock, C. N., Todd, J., LaRock, D. L., Olson, J., O’Donoghue, A.
J., Robertson, A. A,, ... & Nizet, V. (2016), IL-18 is an innate immune
sensor of microbial proteolysis. Science immunology, 1(2).

Gurung, P., & Kanneganti, T. D. (2015), Novel roles for caspase-8 in
IL-18 and inflammasome regulation. The American journal of
pathology, 185(1), 17-25.

Ruscitti, P., Cipriani, P., Carubbi, F., Liakouli, V., Zazzeroni, F., Di
Benedetto, P., ... & Giacomelli, R. (2015), The role of IL-15 in the bone
loss during rheumatic diseases. Mediators of Inflammation, 2015.
KUPPER, Hartmut, et al (2016), Methods for determining efficacy of
TNF-a inhibitors for treatment of rheumatoid arthritis. U.S. Patent No
9,399,061.

Toussirot E., Aubin F. (2016), Paradoxical reactions under TNF-a
blocking agents and other biological agents given for chronic immune-
mediated diseases: an analytical and comprehensive overview. RMD
open, 2(2), e000239.

Zhao, Y. P., Liu, B., Tian, Q. Y., Wei, J. L., Richbourgh, B., & Liu,
C. J. (2015), Progranulin protects against osteoarthritis through
interacting with TNF-a and p-Catenin signalling. Annals of the
rheumatic diseases, 74(12), 2244-2253.



31.

32.

33.

34,

35.

36.

37.

38.

39.

40.

Ip, W. E., Hoshi, N., Shouval, D. S., Snapper, S., & Medzhitov, R.
(2017), Anti-inflammatory effect of IL-10 mediated by metabolic
reprogramming of macrophages. Science, 356(6337), 513-519.

Mittal, S. K., & Roche, P. A. (2015), Suppression of antigen
presentation by IL-10. Current opinion in immunology, 34, 22-27
Hunter, C. A., & Jones, S. A. (2015). IL-6 as a keystone cytokine in
health and disease. Nature immunology, 16(5), 448-457.

Son, D. J., Lee, J.W.,, Lee, Y. H., Song, H. S., Lee, C. K., & Hong, J.
T. (2007), Therapeutic application of anti-arthritis, pain-releasing, and
anti-cancer effects of bee venom and its constituent compounds,
Pharmacology & therapeutics, 115(2), 246-270.

Lee, S. H., Lee, H. J., Baek, Y. H., Kim, S. Y., Park, J. K., Hong, S.
J., ... & Lee, D. I. (2003), Effects of Bee Venom on the pain, edema, and
acute inflammatory reactant of Rheumatoid Arthritis patients. Journal of
Acupuncture Research, 20(2), 77-84.

Kang, S. S,, Pak, S. C., & Choi, S. H. (2002), The effect of whole bee
venom on arthritis. The American journal of Chinese medicine, 30(01),
73-80.

Park KS, Cho SD, Ann NS et al (2003). Single and Four-Week
Subcutaneous Toxicity Studies of a Bee Venom Extracts (F1, F3) In Rats.
J. Toxicol. Pub. Health, 19(1): 51-56.

Han SM, Lee GG, Park KK (2012). Acute Dermal Toxicity Study of
Bee Venom (Apis mellifera L.) in Rats. Toxicol Res, 28(2):99-102.

Lee KH,Yu J, Sun S and Kwon K (2015). Intravenous Single Dose
Toxicity of Sweet Bee Venom in Sprague-Dawley Rats. J
Pharmacopuncture.; 18(3): 49-56.

Saeed WSE and Khali EAG (2017). Toxic Effects and Safety of Bee
Venom  Protein  [Melittin] in  Mice: Search for Natural
VaccineAdjuvants.J. Nat. Prod. Resour., 3(1):111-114.



41.

42.

43.

44,

45.
46.

47.

48.

49.

50.

Lé Vin Quéin, Pham Vin Thi, Cin Vin Mio (2019). Tac dung gidm
dau va cdi thién vdn dong cua thizy cham ché pham chiza noc ong trén
déng vdt gay thoai hoa khép goi. Tap chi Y hoc Viét Nam, sé 1, tap 478,
tr. 87-91.

Nguyén B& Quang, Nguyén Pwc Minh, Pham Héng Van (2019).
Padnh gid hidu qud chong viém cua thiy cham ché pham chiza noc ong
trén chugt viém quanh khép vai qua ch7 sé cytokin va mé bénh hoc. Tap
chi Cham cau Viét Nam sé 2, tr. 5- 10.

Nguyén Duy Luat, Nguy&n Ngoc Mau, Nghiém Hiru Thanh, Ping
Thi Hoang Tuyén (2019). Pdnh gid tac dung chong viém caa thiy cham
ché phdam chiza noc ong trén chugt gay thodi hoa cét song bang xét
nghiém huyét hoc va sinh héa. Tap chi Y hoc thuc hanh, s6 9(1009), tr.
18-23.

B6 Y Té (2013), Quyét dinh 792/QD-BYT ngay 12 thang 3 nim 2013 vé viéc
“Huwréng dan quy trinh ki thugt khdm chéiza bénh chuyén nganh Cham czu ™.
Lé Quy Ngwu (2016), Tur dién huyét vi chdam ciru, NXB Thuan Hoa.
Carlsson, A. M. (1983). Assessment of chronic pain. I. Aspects of the
reliability and validity of the visual analogue scale. Pain, 16(1), 87-101.
Lequesne M. G., Mery C., Samson M., et al (1987), Indexes of severity
for osteoarthritis of the hip and knee: validation—value in comparison
16(sup65), 85-89.

Warren A.K (1997), "The knee in the diagnosis of Rheumatic diaease",
Rheumatic diseases diagnosis and management. 25(2), tr. 151-284.

Mai Thi Dwong (2006), “Ddnh gid tac dung giam dau cua dién cham
trén bénh nhan thoai héa khop géi”, Khda luan tét nghiép bac sy Y
khoa, Truong Pai hoc Y Ha Noi

Vii Thi Thanh Huyén, Nguy@&n Thi Tam va Pham Thing (2012),
"Ddc diém thodi hoa khép goi ¢ bénh nhdn ddi thdo dwong cao tusi”,
Tap chi nghién ciu Y hoc, Sb dic biét hoi nghi khoa hoc chao mung 110
nam thanh 1ap Truong Pai hoc Y Ha Noi va hoi nghi Mekong Sante lan
tha 111, tr. 19-23



51,

52,

53.

54,

55,

56.

57,

58.

59.

Ha Thi Poan Trinh, Huynh Ping Biao Cwong (2014), “Khdo sat mai
lién quan giira CAC Yéu to nguy co va thodi héa khép goi nguyén phat ¢
nir trén 40 tudi 7, Tap chi Nghién cau Y hoc TP HS Chi Minh, 18(5), tr.
15-2

Ngd Chién Thuat (2017), Pdnh gid tac dung cia phwong phdp dién
cham két hop Véi tdp dudng sinh trong diéu tri thodi hda khép goi, Luan
van thac siy hoc, Hoc vién Y dugc hoc ¢b truyén Viét Nam.

Keng A.L. et al (2017), “Association of body mass index with knee
cartilage damage in an asymptomaticpopulation - based study”, BMC
Musculoskelet Disord., Vol 18, No1l, p: 517- 523

Tran Thanh Luin (2008), Pdnh gid tic dung diéu tri hé tro ciia con
thuéc dép Boneal cot thong linh trong thodi héa khép goi, Luan vin thac
sV Y hoc, Truong Pai hoc Y Ha Noi.

Fang Ruicai (1995), "Brief Clinical Trial Summary of Boneal", The Red
Cross Hospital of Yunnan Province. 25(5), tr. 24-35.

Pham Héng Van (2018), “Nghién ciru ddc diém 1am sang bénh nhan
thoai hoa khép géi bang dién cham két hop tdp dwéng sinh va tim hiéu
MGt 6 Yéu to lién quan dén két qua diéu tri”. Tap chi Y hoc thuc hanh
s 1067 (2), tr. 63-65

Cam Thi Hwong (2008), Pdnh gid hiéu qud cua con dap thuéc Boneal
Cot Thong Linh trong diéu tri thodi hda khép gai, Luan van tét nghiep
bac sy chuyén khoa cap I, Truong Pai hoc Y Ha Noi

Nguyén Vin Huy (2004), “Khép goi ”, Bai giang giai phau hoc, NXB Y
hoc, Truong Pai hoc Y Ha Noi, 69-71

Bui Xuan Hung (2012), Nhdn xét mét sé dic diém lam sang va chan
dodn hinh dnh cia bénh thodi héa khép goi dwoc phau thudt thay khép
géi nhan tao tai bénh vién Viét Birc, Khoa luan tot nghi¢p bac sy Y khoa,
Truong Pai hoc Y Ha Noi



60.

61.

62.

63.
64.

65.

66.

67.

68.

69.

70.

71.

B modn Sinh ly hoc, Hoc Vién Quan Y. Sinh ly hoc tdp 2- Sinh Iy dau.
NXB Quan d6i nhan dan.

Lamont, L. A, Tranquilli, W. J., & Grimm, K. A. (2000). Physiology
of pain. Veterinary Clinics: Small Animal Practice, 30(4), 703-728.

Livingston, W. (2012). Pain mechanisms: a physiologic interpretation
of causalgia and its related states. Springer Science & Business Media.
Nguyén Tai Thu (2012), Cham cztu chira bénh, Nha xuat ban Y hoc

Yin C.S., Koh H.G. (1998). The first documental record on bee venom
therapy in Oriental medicine: 2 prescriptions of bee venom in the ancient
Mawangdui books of Oriental medicine. J Kor Acup Mox Soc 1998;
15:143-7

Kwon B., Lee J. H., Han H. J., et al (2001), "Bee venom injection into
an acupuncture point reduces arthritis associated edema and nociceptive
responses”. ,Pain 90: 271-280.

Zhang, S., Liu, Y., Ye, Y., Wang, X. R, Lin, L. T., Xiao, L. Y., .. &
Liu, C. Z. (2018), Bee venom therapy: Potential mechanisms and
therapeutic applications, Toxicon, 148, 64-73.

Ali, M. A. A. S. M. (2012), Studies on bee venom and its medical uses,
Int J Adv Res Technol, 1(2), 69-83

Lee G., Bae H. (2016), Anti-inflammatory applications of melittin, a
major component of bee venom: Detailed mechanism of action and
adverse effects. Molecules, 21(5), 616.

Chen J, Guan SM, Sun W and Fu H (2016), Melittin, the major pain-
producing, substance of bee venom. Neuroscience Bulletin 32: 265-272.
Raghuraman, H., & Chattopadhyay, A. (2007). Melittin: a membrane-
active peptide with diverse functions. Bioscience reports, 27(4-5), 189-223.
Y Dal Kwon (2008). Electrical Acupuncture Combined Bee Venom
Therapy for Pain and disability induced intervertebral herniated disc of L-
spine: a pilot study. Korea J. Oriental Physiology and Pathology 22(3):
703-707



72. LiC.H.(Ed.). (2012). b-Endorphin. Elsevier.

73. Harbach H., Moll B., Boedeker R.H., et al (2006), Minimal
immunoreactive plasma [-endorphin and decrease of cortison at
standard analgesia or different acupuncture techniques. Eur J

Anaesthesiol . 2007 Apr; 24 (4): 370 -6.



Phu luc 1

BOYTE S6 vao
Bénh vién Cham ctru Trung wong vién........... e
Ma& bénh quoc te.........
BENH AN NGHIEN CUU
(Nh6m: Nghién ctrud :  Dbi chung 0)

Nhém nghién civu thity cham ché phdm noc ong véi liéu (mg/kg cin néing)
nhw sau: 0,0025 mg.Thé tich noc ong sir dung cho thity chim la
0,02ml/1kg can nang.

Nhom déi chikng: Thity chdam Vitamin B12 1000mcg+ Becozyme 2ml+

Novocain3%

I. HANH CHINH

Hoténbénhnhan: ............................... Tudi:........ G161: Nam/Nir

Dia chic. .o, bT

Nghé nghiép: Lao dong tri 6c¢ O Lao dong chan tay[]

Ngay vao vién ........ [viiiini. [overirnn. Ngayravién ......... [eviuean. [eviiininn.

11. LY DO VAO VIEN:

......................................................................

1. Dau khép gbi: O Trai O Phai 1 Hai gbi
2. Han ché van dong khép gdi: 0 C6 O Khoéng
III. BENH SU

1. Thoi gian bi bénh: O Duéi 1 thang [ T 1-3thdng [ rén 3 thang
2. S6 1an mic bénh : O 1lan O 2-3lan [ Trén 3 lan
3. Céac phuong phap di duoc chita tri:l] YHHD 'Y hoc ¢6 truyén

4. Dién bién bénh nhu thé nao: O PF O Khong d5 [ Niang thém

5. Tri€u ching hién tai:



- Pau: O Pau kiéu co hoc : 0 C6 O Khdng
[0 Pau kiéu viém (kém sung, néng): [ C6 [ Khong
Pau khi ngt: [ Pau khi ctr dong: 0 C6 [ Khbng
[0 Pau khi khong cir dong: [0 C6é [ Khong
Pau khi dung: [ Pau khi leo cau thang: 0 C6 [ Khéng
[0 Pau khi chuyén tu thé: 0 C6 O Khéng
- Pau khop gbi kém cac khép khac : 0 C6 O Khéng

- Cung khép vao budi sang: 0 C6 O Khong
- Tiéng luc khuc khi van dong: O C6 O Khéng
- Han ché van dong khdp gbi: 00 Co O Khong
IV. TIEN SU

1. Ban than:

1.1.Lién quan dén khép géi:l0 Chan thuong O Phiu thuat khép gbi
Bénh 1y khac

* Céc phuong phap da diéu tri:

..............................................................................................

- Dung thudc chdng viém khong steroid: 0 C6 [ Khdng

- Tiém Corticoid vao khop: O0C6 O Khéng
- Hut dich khop: 0 C6 O Khéng
- Cac phuong phap khac: 0 Co O Khong

1.2. Tién sv khdc:
+ Tang huyét ap: [ C6 [ Khéng

+ Viém khép dang thap: O C6 O Khong
+ Dai thao duong: O Co 0 Khéng
+ RL m& mau: 0 Co O Khéng

+ Khéc (ghi rd):
- Kinh nguyét: [ Chua man kinh 1 B3 man kinh



2. Tién sir gia dinh:
- C6 ngudi mic bénh khép: O Co [0 Khéng
- Bénh khac: OCo 0 Khéng
V. KHAM LAM SANG

A. KHAM LAM SANG THEO YHHD:
1. Toan than:

- Thé trang:

- Da, niém mac, tuyén giap , hach ngoai bién:

- Mach:....... Nhip tho: ...... Nhiét do:...... , Chiéu cao ....m.
Can nang............. kg

2. Kham co xwong khép

2.1. Khép goi:

- Pha ri khép: 0C6 [OKhéng O Duéil5phat O Trén 15 phat
- DAu hiéu bao gb: 0 C6 [ Khéng
- Han ché van dong khép gbi: [ C6 O Khong

- Tri¢u ching khac:

+ Sung: OC6 [OKhéng
+Tran dich: [0 C6é O Khoéng
+ Nhiét d6 da: [ Binh thuong [0 Néng

2.2. Cac khop khac:
3. Kham cac by phan khac:
4. Can lam sang:
- X quang khép gbi:  + Gai xwong: 0 C6 [ Khong
+Hep khe khép: 0 CO [0 Khong
-Siéu am khop gbi:  +Dichkhép: [ C6 O Khéng
+Day sun khop: 0 Co6 [0 Khong



-Cac xét nghiém khac: + RF: O a&mtinh O duong tinh

+ Anti CCP: O &m tinh [0 duong tinh

+ CRP: ] Tang L] binh thuong

+ Tdc 40 mau lang: 0 Tang [ binh thudng

+ Té bao dich khép: O > 1000 té bao/mm®

O <1000 té bao/mm?®

B. KHAM THEO Y HQC CO TRUYEN
1. Vong chan:
Than: Hitu thin 0 V6 than O
Séc: Tuoi nhuan O Xanh O
Vang O bo O
Chét ludi: Binh thuong 0  Nhot
Béu O Do
Réu ludi: Binh thuong U
Trang L]
Hinh thai khép goi: - Binh thuong O
2. Vin chan:
- Hoi tho : Hoi O
-Tiéng néi: To rd O

Théu thaio O

3. Van chan:

° Pau :
- Pau khi thay doi thoi tiét: I C6
+ S¢ gi6 ,Gio dau nhiéu: [ C6
+ Lanh dau nhiéu : 0 Co
+Noéng dau nhiéu O Co

ben [
Trang[d
O
O
Vang O
Day dinh [J

- Bién dang O

Khong hoi O
Nho nhe O
Doan hoi L]

[0 Khong
[0 Khong
[0 Khong
0 Khong



+Am thdp daunhiéu: [ C6 [ Khong
- Pautang khi vain dong: O C6 O Khéng

- Han ché van dong : O0C6 [OKhéng
e MOhSi: Tuhdn O bPaohan [
e Paumit: Paudau O U tai I
e Bung nguc: Pau: O Co 0 Khong
Pay chudng: [1 C6 [0 Khéng
Khéc:.............
e Miéng, hong:
Binh thuong [ Kho, hdo khat [
e Anudng:
Thich mat ] Thichnong [
e Ngu: Nguduoc [ Mat ngu
e Dai tién:
Binh thuong [ Téo ]
Nat O
e Tiéu tién:
Binh thuong [ Vang it O
Trong dai n Budt dat ]
4 . Thiét chan
e Mach:
Phil O Tram O
Sac 0 Hoat n

e Kham khép gbi:

Pau cu an O Pau thién an [



VI. CHAN POAN:
6.1. Chan doan theo y hoc hién dai: Thoai hoa khép gbi
6.2. Chan do4n theo y hoc co truyén:

e Bat cuong:

Biéu ] Ly m
Han n Nhiét n
Hu O Thuc O

e Tang phu:

Can ] Than ]

Tam n Phé O

Ty O Vi O

Dom O Bang Quang [

bai truong O Tiéu truong [
e Nguyén nhan:

NoOi1 nhan O Ngoai nhan [

Bat n6i ngoai nhan [

e Bénh Danh : Hac Tit Phong
Thé bénh: Phong Han Thap

VII. PIEU TRI
1. Phap diéu tri: B6 can than, khu phong tan han, trir thap, théng kinh hoat
lac, chi thdng
2. Thity cham: Ché pham chtta Noc ong liéu 0,0025 mg/kg can nang/lan x1
lan/ngay x 15 lan vao cac huyét (Thé tich noc ong st dung cho thity cham 1a
0,02ml/1kg can niangché pham da pha san):



VIIIl. CAC CHI SO NGHIEN CUU
4.1. Mivc d¢ dau khop goi theo thang diém VAS tai cdc thoi diém

DO

D10

D15

Thoi diém

Két
qua

DPiém

Két
qua

Diém

Két qua

Diém

Muc d6 dau (VAS)

Danh gia muc do

bénh/két qua diéu tri

4.2. Vin dong khop géi

Tam van dong

Thoi diém

Két qua

Dbiém

Két qua

Dbiém

Két qua

Dbiém

Tam van dong gap goi

bén dau

Tam van dong duoi

g01 bén dau

Danh gid mac do

bénh/két qua diéu tri

4.3.Theo doi thang diém Lequesne

Thoi diém

DO

D10

D15

Két qua

DPiém

Két qua

DPiém

Két qua

Diém

biém Lequesne

Danh gid mc do

bénh/két qua diéu tri




4.4. Theo déi bién déi cdc trigu chikng thuc thé trong qud trinh diéu tri

Dién bién tai cac thoi diém theo ddi

Céc triéu chung Truéc
N 1 2 3 4
dieu tri

Luc khuc khop goi

DAu hiéu bao g

Nhiét do da tai khap binh
thuong

So thay u xuong

Tran dich 1am sang

4.5, Cac chi tieu hoa sinh:
Xét nghiém DO D15

Bendorphin(pg/mg)
Interleukin 1

Interleukin 2

Interleukin 3

4.6. Theo déi tic dung khéng mong muén
L Pau [ Chay mau
[0 Man ngira [0 Nhiém trung
[0 Séc phan vé

4.7. Két qud diéu tri:

Stt | Céc chi so danh gia két qua Tinh diém Két qua diéu tri

1 Tam van dong khop goi

2 | Muc do dau (VAS)

3 Diém Lequesne

Tong diém:

Ha Noi, ngay  thang nam 2018
BS PIEU TRI




Phu luc 2
BANG CAU HOI PANH GIA
MUC PO HAN CHE CHUC NANG KHOP GOI THEO LEQUESNE

Hovatén......................cooeeeeennnl. Tubi.................. S6 bénh an.........
Thoi diém danh gia: ngay........... thang........ nam 201.....
Tinh trang bénh nhan Piém Ben | Ben
phai | tréi
I. Pau hoic vuréng kho chiu 0-8
A. Ban dém 0-2
- Khong dau 0
- Pau khi cur dong 1
- Pau khi khong cur dong 2
B. Dau hiéu cirng khép buoi sang 0-2
- Khong dau 0
- Trong khoang 1 — 15 phut 1
- Trén 15 phat 2
C. Pau khi dimg hoic dim chén tai chd 30 phut 0-1
- Khong dau 0
- C6 dau 1
D. Pau khi di bg 0-2
- Khong dau 0
- Sau mQt khoang céch nao do 1
- Ngay khi bat dau di va ting dan 2
P. Pau hoic vuéng khi dimg 1én khoi ghé ma khéng | 0-1
vin tay
- Khong dau 0




- Pau 1

IL. Pham vi di b{ t6i da (ké ca khi c6 dau) 0-8

- Khong gi61 han 0

- G161 han nhung trén 1000m 1

- G161 han 1000m trong khoang 15 phut 2

- Gi61 han 500 — 900m 3

- G161 han 300 — 500m 4

- Gidi han 100 — 300m 5

- Gi61 han dudi 100m 6

- Can mot gay hodc nang 7

- Can hai gdy hodc nang 8

III. Nhirng kho khan sinh hoat hang ngay 0-8

- Pi 1én mdt cau thang 0-2

- bi xuéng mot cau thang 0-2

- C6 thé ngdi xom 0-2

- C6 theé di trén mit dat 16i 1om 0-2

Tong
Danh gia
Murc danh gia:
Chi tiéu Pié¢m Thang danh gia Két qua

Cé lam dugc 1-5 diém Nhe Tot
Lam dugc nhung khé khan 6-8 diém Trung Binh Kha
Khong lam dugc > 8diém Ning Kém




Phu luc 3
PHIEU THEO DOI TAC DUNG KHONG MONG MUON
CUA PHUONG PHAP THUY CHAM CHE PHAM CHUA NOC ONG
TRONG PIEU TRI THOAI HOA KHOP GOl

Ho va ten bénh NhaN: ......c.cccooovvveveieeeccees e, S6 bénh an: .......

NOAY VAO VICN: ooiiiiiciecie et eeie s e ste st e e sre e seesseeanens

Tiéu chi theo
doi Pau Chay Man Soc phan | Nhiém

Ngay mau ngira vé trang
diéu tri

DO

D1

D2

D3

D4

D5

D6

D7

D8

D9

D10

D11

D12

D13

D14

D15

Nguwoi theo doi



Phu luc 4

CAC BQ KIT SU DUNG TRONG NGHIEN CUU

\7
o

Human Beta-Endorphin
(B-EP)
ELISA KIT(96T)

FOR RESEARCH USE ONLY
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