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Téng quan

MUC TIEU MOI TRONG PIEU TRI BENH THOAI KHOP: INTERLEUKIN 1

DICH TE HOC

Bénh thodi khdp (osteoarthritis — OA) la mot
trong nhing bénh ly vé khop cb tan suédt cao
nhat. va van dwoc xem 1a bénh cua nguoi cao
tudi. Voi tudi tho trén thé gidi ngay cang tang thi
ti 16 nguoi mang bénh thodi khdp cling cang tang,
va mang tdm quan trong trong van dé stic khoé
cong dong. Theo thong ké nam 2005, trén thé gidi
c6 khoang 190 triéu nguoi bénh thodi khdp,
chiém mot ti 1€ cao & nguoi cao tudi, xay ra & 68%
phu nit trén 65 tudi va 58% nam gioi trén 65 tudi,
va cac nghién cttu ghi nhan bénh da tan cong vao
khép mot thoi gian lau truede tudi trung nién.

CO CHE BENH SINH

Binh thuong tai khép c6 su can béang gitta qua
trinh dong hda va di héa. Yéu t6 chuyén ting
trudng beta (TGE- — Transforming growth factor —)
kich thich tang sinh t€' bao sun, lam tang san xuat
collagen tip II va aggrecan la cac yéu t6 co ban ctia
chat nén ngoai bao, 1a cac thanh phan quan trong
cua sun. Hyaluronan duwoc xem nhu khung tap
hop proteoglycan cta sun.

Bénh thoai khop tac dong mot loat cac tién
trinh thodi hoa va chinh stta phttc tap xdy ra chu
yéu 0 sun, gay thém cdc triéu chiing viém mang
hoat dich.

Bénh thoai khop chit yéu anh huéng dén cac
Kkhép chiu luc, nhu khép goi, khép hong. Bénh
gay thay do6i cau trac, sinh hod va chuyén hoa
trong hoat dich khop, va tac dong cha yéu trén
sun khép, mang hoat dich va xuong duwdi sun.

Céc thay d6i nay dan dén su mat can bang
noi mdi trong khop va hau qua la tang tién trinh
di hoa va giam déng hod sun.

Hién nay nguoi ta cho rang thoai khdp 1a mot
bénh ly ¢ nhiéu yéu td nguy co tao nén thay doi
ca chat sinh hoc bén trong va tinh chat co hoc.

Lé Thi Ngoc Lan*
Dién tién bénh
Dién tiéh thoi khép khoi dau véi hién tuong
co sinh hoc lam san xuat nhiéu men tiéu protid
hon gay pha huy chat nén cta sun. Néu khong
can thiép, bénh tién trién sang budc hai voi hién
twong xo hod va an mon bé mat sun. Cac san
phdm phan huy nhu manh collagen, manh
proteoglycan, va ca acid hyaluronic phdéng thich
vao trong hoat dich. Sau cuing, bénh sang budc
th ba, dap tng viém mang hoat dich voi t€ bao
hoat dich thuc bao san pham phan huy lam giai
phéng cac chat trung gian di hoa nhu interleukin
1, TNF (yéu t6 hoai t&r u) va nitric oxide.
BINH THUONG THOAI KHOP

Hinh 1. Hinh dnh khop binh thwong va thodi khop.

Tk day, xudt hién cac dau hiéu thoai khdp
nhu xo hoad sun, mon xuwong dwdi sun, phi dai
mang hoat dich, day bao khdp, hinh thanh gai
xuwong va nang hod, gay cac triéu chitng cta thoai
khép nhw ciing khép, dau dén, sung khép, mat
chtic nang va dan dén biéh dang khop (hinh 1).

Tai khop bi thodi hod, cac hién tuong tiéu huy
sun, viém mang hoat dich, tai cdu tric xuong
dudi khép va t€'bao sun chét theo chuong trinh
déu 1a hau qua ctia sy mat can bang diéu hoa
gitta cac chat trung gian dong hoa va di hog, lam
r6i loan qua trinh tong hop va thodi hoa chat nén
ctia t&' bao sun. Va ndi bat 1én 14 vai trd cia cac
cytokin (hinh 2).

* B moén Mién Dich — Sinh Ly Bénh - Pai hoc Y Duoc TP. Hb Chi Minh
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Hinh 2. Sy mat can bing giita cdc chit trung gian dong hod va di hod trong bénh thodi khop.

Vai tro cua cytokin

Cytokine la cac protein hay glycoprotein nho
(5-50kDa) c6 tac dung nhu nhitng chat thong tin
hod hoc gitia cac t& bao va lién quan dén cac qua
trinh nhu tdng treong va biét hod t€ bao, stra
chita va tai cau truc moé va diéu hoa dap tng
mién dich. Cytokine diéu hoa muic do, ban chat
va thoi gian kéo dai dap ting viém trong viém cap
va man.

Cytokine c6 cac ddc diém :

- San xuét tai cho.

- Tac dung véi siéu nong do.

- Thoi gian bén huy rat ngan.

- Trong lugng phan twr thap.

- Tac dung véi kha nang gay roi loan phic
tap.

Trong bénh thoai khdp, xay ra sw rdi loan can
béng cytokine. Cytokines san xuat ngay tai mang
hoat dich dong vai tro quan trong khoi dong qua
trinh viém mang hoat dich va thoai héa sun.

Va interleukin 1 (IL-1) noi bat 1én thanh chat
trung gian cha yéu gay thoai khop, dong vai tro
nong cot trong co ché bénh sinh (hinh 3), voi cac
tac dong:

- Khoi dong su di hoa sun bang cach kich
thich san xudt cac cytokins khac, metallo-
proteinase nén, ADAMTS proteases va nitric
oxide (NO).

- Khoi dong con duong viém trong bénh thoai

- Dan dén chét theo chuong trinh cta t& bao
sun.

- Kich hoat tao cdt bao trong phan xuong
dudi sun va gay ra sy tai cau trac phan xuong
dudi sun.

- Kich thich sy san xuéat chinh né va do d6 gay
di hod sun vinh vién, v.v...

Trong nhém IL-1, IL-1 beta tham gia truc tiép
qua trinh huy hoai sun. Pugc san xuét boi t€ bao
sun va t& bao hoat dich, IL-1 beta duoc kich hoat
boi men chuyén IL-1b (ICE hay caspase-1), nd
phéng thich vao hoat dich va nguoi ta ghi nhan
duoc nd tang lén trong hoat dich ctia bénh nhan
thoai khop.

Tac dong ctia IL-1 khéi dau véi viéc gan 1én
thu thé IL-1 tip I hoa tan (soluble IL-1 Receptor
Type ]) tao tin hiéu ndi bao tac dong 1én nhan t&
bao lam phoéng thich cac chat trung gian di hoa
nhu cac cytokin, MMP (matrix metalloprotease) va
nitric oxide gay thodi hod collagen, proteoglycan va
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lam ton thuong t& bao khoi dong qua trinh viém  (hinh 4),
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Hinh 3. Vai tro nong cot cuia interleukin 1 trong co ché’bénh sinh bénh thodi khop.
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Nhu vay, cac cytokins, dac biét la interleukin
1 1a cac chat khoi dong chinh tao thoai hoa sun.
IL-1 lam tdng hop nhiéu yéu t6 di hda, bao gom
MMPs la nguyén nhan chinh gay thoai hoa sun.
IL-1 cling lam tong hop NO gay bung phat nhiéu
phan tng di hoa, dan dén viém, hty hoai mo, va
chét té'bao.

Vai tro Interleukin 1 trong con dwong dj hoa.

IL-1 la chat trung gian di hdéa chinh trong
bénh thoai khop.

IL-1 1am tang s6 lugng thu thé chat kich hoat
plasminogen giong urokinase (uPA-r) va lam
giam chat tic ché kich hoat plasminogen (PAI-1),
do d6 diéu hoa ting 1én sy chuyén plasminogen
thanh plasmin.

- Plasmin chuyén tién chat MMP nén (pro-
MMPs) bat hoat thanh MMPs duoc kich hoat nhw
stromelysin va collagenase, 1a nhitng chat truc
tiép gy thodi hoa chat nén ngoai bao.

- Khi chat nén ngoai bao thoai hda, cac manh
dugc phong thich vao khoang hoat dich. Diéu
nay kich hoat mot dap ting mién dich.

IL-1 kich hoat nitric oxide synthase cam iimg
(iNOS)

Dan dén san xuat NO la chat kich hoat cha
yéu dap ting mién dich. Ngoai ra, NO con tic ché’
ddi van thu thé IL-1 (IL-1ra).

IL-1 truec tiép tec ché’san xudt proteoglycan va collagen,
ciing nhw lam tang san xudt MMP.

Diéu nay dan dén thoai hoa chat nén ngoai
bao. Su phdi hop cac tac dung nay dan dén diéu
hoa tang 1én viéc san xuat IL-1, thong qua viéc
kich hoat va kich thich di tan t&'bao (dai thue bao,
bach cau da nhan trung tinh ...), tao nén mot chu
ky tw luu truyén cac su kién cudi cung gay ra hay
hoai sun.

Vai tro Interleukin 1 trong chudi phan iing viém

Cho du bénh thoai khdp khong dugc xem
nhue mét bénh ly viém, ndi chung nguoi ta chap
nhan rang viém déng vai tro chinh trong tiéh
trinh bénh.
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Cung vo6i cac cytokin tién viém khac, IL-1 la
yéu t6 chui chét trong chudi phan Gng viém.

Yéu to'khoi dong nhw stress té'bao lam t€’bao phong
thich IL-1 va cdc cytokin tién viem khdc.

Sau d6, IL-1 lgi lam ton thuong t&'bao dan dén phong
thich phospholipid mang.

Phospholipase A2phan 1tng voi cic phospholipid mang
nay va sinh ra acid arachidonic.

- Cyclo-oxygenase-2 (COX-2) chuyén hoa acid
arachidonic tao cac prostaglandines, nhu PGE-.
PGE: 1am tang tong hop stromelysin la chat tién
viém va gay dau.

- Acid arachidonic cling dugc chuyén héa boi
lipo-oxygenase tao leukotrienes. Leukotrienes c6
tac dung hoa tmg dong manh mé va thu huat cac
té’bao bach cau vao mo viém.

Vai tro ctia t€ bao viém

Chinh céc t&' bao viém lai lam dién tién bénh
nang thém (hinh 5).

- Hién tuong thuc bao cta bach cau da nhan
trung tinh san xudt goc oxy va cac chat chuyén
hoa ctia n6 — gép phan vao hién tugng viém va di
hoa sun.

- Su san xuat iINOS duoc diéu hoa ting lén
trong cac bach cdu da nhéan trung tinh trong qua
trinh viém.

- Céc dai thyee bao phong thich cytokines
nhu IL-1 va TNEF- va protein-1 viém ctia
dai thye bao (MIP-1). MIP-1 la chat hoa
hap dan cta dai thuc bao, kich hoat
bach cau da nhéan trung tinh va kich
thich té bao sun tong hop MMP-3.

MUC TIEU TRI LIEU MOI

Co ché'bénh sinh lién quan IL-1 dan dén viéc
tiép can muc tiéu tri liéu méi cta bénh thoai

- Viéc diéu hoa san xudt va hoat dong
cytokine va viéc tic ché cac goc tu do can thiét dé
luu gitt sun va duy tri hang dinh noi moéi bén
trong khop.
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Hinh 5. Cytokines déng vai tro quan trong trong viéc tqo tin hiéu giika cdc té'bao lam phdt triéh phdn itng viém.

- Su trung hoa cac cytokines va cac goc twe do
trong khi kich thich san xuat cac yéu td tang
truong sun dé kiém soat qua trinh di hoa sun
trong bénh thoai khép.

Céc chiing cd tir cac nghién ctru in vitro va in
vivo chting minh réng s diéu biéh tong hop IL-1
hay ttc ché’hoat dong IL-1 ¢4 thé dan dén cac muc

tiéu mai trong diéu tri bénh thoai khop.

Ngoai ra, du INF-alpha khong phai la
cytokine ndi bat trong bénh thoai khép, nhung
hién nay khong thé'loai trir vai tro quan trong ctia
no trong qua trinh bénh ly.
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Cytoklnes khang viém

c ché Cvtokines viém

Diéu hoa tang Ién cytokines khing viem
Hinh 7. Cytokin tri ligu dang la phwong thiec tri ligu
méi cho bénh thodi khop.

KET LUAN

Cho dén nay, viéc quan ly bénh thoai khop vé
mdt duge ly chu yéu dua trén viéc dung thude
giam dau, NSAIDs va anti-COX-2. Du cac nghién
cttu da khang dinh hiéu qua ctia NSAIDs va anti-
COX-2 1a diéu tri triéu ching bénh thoai khop,
khong c6 nghién cttu nao chitng minh duoc tac
dung duong tinh ctia ching trén dién tiénh tw
nhién ctia bénh thodai khép ¢ nguoi.

Véi nhitng hiéu biét méi vé cytokine, vé
PPARy ligand giip tGc ché cac dap ung viéem
thong qua tac dung trén cac cytokine tién viém,
chemokine va cac yéu t6 gay di hoa, viéc sit dung
mot thude ¢6 kha nang bién ddi tién trinh bénh
thodi khop sé giup ich rat nhiéu cho hiéu qua
diéu tri lau dai. Vi tac dung trc ché' IL-1 va cac
cytokin khac lam giam qua trinh di hoéa, dong
thoi kich thich qua trinh dong hda, diacerein to ra
la mot ing vién dang tin cay giup bién doi tién
trinh bénh thoai khop.
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