Cap nhat chan doan - diéu tri
hdi chimg chan khéng yén

1. SINH BENH HOC VA CHAN BOAN

Hoi chiing chan khong yén dugc mo ta lan dau
nam 1685 béi bac si Thomas Willis. Nam 1945,
Karl-Axel Ekbom mo ta chi tiét dic diém ctia bénh
trong ludn én tién si ctia minh va goi la héi chiing chan
khongyén (restlessleg), vivay bénh con cé ténlabénh
Willi - Ekbom. Bénh dic trung béi sy thoi thuc van
dong ctia chian do cam gidc khong thoai mai khi nghi
nhat Ia vé dém, hét hodc gidm nhiéu khi van dong.

Hoi chiing chin khong yén du dugc phat hién
tlr rdt sém nhung khong dugc quan tim nhiéu cho
dén nhiing nam 1990 nhiéu nghién cttu cho thdy
day 1a mot van dé stic khoe cong dong. Nam 2003
nhém quéc t€ vé hoi chiing chan khong yén dua
ra bo tiéu chi vé chan dodn dau tién va dugc sta
déinam 2012. Vi viéc co ché bénh sinh ngay cang
sang to, nhiéu huéng dan diéu tri ra d6i nhu diéu tri
ban d4u, lau dai, diéu tri cho tré em, phu n& mang
thai, b6 xung sit, st tri va du phong bién chiing
ting nang do dung dopaminergic kéo dai...

Ty 1é méc hoi chiing chan khong yén & chau Au
va Bic My khoang 5-15%, trong khi chau A va chau
Phi mic it hon véi ty 1¢ 1an lugt la 1% va 0,1%. Phu
nd mic nhiéu hon nam giGi véi ty 1é khoang 2/1, dac
biét la 6 phu n& mang thai. Bénh c6 xu huéng ting
déan theo tudi, 33- 40% c6 khéi phét trudc 20 tudi.
1.1. Sinh bénh hoc

Sinh bénh hoc caa héi chiing chan khong yén
cho dén hién tai van chua dugc hiéu biét day da
du ¢6 nhiéu bang ching cho thdycos nhiing bat
thuong 6 than kinh trung wong va ngoai vi. Mac du
1a bénh c6 xu huéng man tinh véi nhiing dot bung
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phat nhung khong phai la bénh thoai héa tién trién
ctia than kinh.

- Céc thay dai cta hé than kinh trung vong:

Giam duy tr sit & than kinh trung wong la phat
hién quan trong va nhdt quan trong cic nghién
ctu: cic nghién ctu vé dinh lugng ferritin trong
dich nao tuy, chup cong hudng tir nang cao va siéu
4m hé than kinh trung wong déu cho thdy c6 giam
ferritin & cic bénh nhan c6 hdi chiing chan khong
yén so v6i nhom ching nhat la 6 céc vi tri: thé vén,
doi thi, chat den, nhan do... Cac nghién ctiu vé gidi
phau bénh cho thdy khong chi giam ferritin ma con
giam thy thé transferrin. Viéc diéu tri b xung sit &
céc bénh nhén c6 thiéu hyt cho thdy cai thién ro rét
tinh trang lam sang.

Moi lién quan gitta hé thong dopaminergic
va hoi ching chin khong yén chua dugc hiéu
biét day du va chua thdy c6 bang ching vé thiéu
hut dopamin nhung trén l4m sang viéc diéu tri
dopaminergic cho thdy cai thién triéu chiing bénh
nhanh chéng va ro rét.

Ving déi thi va mot s6 chét trung gian dan
truyén than kinh nhu opioids néi sinh, glutamate,
glutamine, histamine, GABA cang dugc cho la ¢
lién quan t6i co ché bénh sinh.

- Méi lién quan ctia than kinh ngoai vi:

Mic du khong c6 méi lién quan r6 rang nhung
mot s6 nghién ctiu cho thdy c6 hién tugng ting
cam gidc dau, thay d6i dong mau dén bap co, r6i
loan chitc ning ndi moé & chan bénh nhin mac hoi
chiing chan khong yén.

- Cdc yéu t6 nguy co.
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+ Yéu t6 gia dinh: 40-60% bénh nhan mic
c6 yéu t6 gia dinh, mot s6 gen c6 lién quan nhu:
MEIS1, BTBDP, MAP2K5/ LBOXCOR1, PRPRD,
TOX3...

+ Dy trii sit thap (sit huyét thanh <45-50 ng/
mL), feritin, d6 bao hoa transferin gidm.

+ Tang ure: 20 -70% bénh nhan loc thdn maic
bénh, ghép thin cho thdy cai thién tinh trang lam
sang ro ret.

+ Bénh ly than kinh (t6n thuong tay, bénh than
kinh ngoai vi, x0 cting ri ric, parkinson...) déu cho
thdy ting nguy co mic.

+ Mang thai: khodng 25% s6 bénh nh4n mang

thai mic va c¢é xu huéng gidm nhiéu sau thai ky
khoang 1 thang.

+ Mot s6 bénh khac: Migraine, dau xo co, bénh
khép...

1.2. Phan loai va chian doén

- Hoéi chiing chan khong yén c6 thé phéan loai
thanh 2 nhém chinh la nguyén phét (khi khong xac
dinh dugc nguyén nhan) va thi phat.

- Chén doan: Tiéu chi chdn dodn dugc ting dung
rong rai nhat 1a bo tiéu chi cia nhém quéc té vé hoi
chiing chin khong yén nim 2003 sau d6 dugc stia
d6i nam 2012 véi viéc bs sung thém tiéu chi chin

dodn loai trtr va chdn dodn mot s6 thé diac biét.

Bdng 1. Tiéu chi chdn dodn ciia nhém qudc té vé hoi ching chan khong yén ndm 2012

2012 Revised IRLSSG Diagnostic Criteria for RLS
Restless legs syndrome (RLS), a neurological sensorimotor disease often profoundly disturbing sleep and quality
of life has variable expression influenced by genetic, environmental, and medical factors. The symptoms vary
considerablyin frequency from less than once amonth oryear to daily and severity from mildly annoying to disabling.
Symptoms may also remit for various periods of time. RLS is diagnosed by ascertaining symptom patterns that meet

the following five essential criteria adding clinical specifiers where appropriate.

Essential Diagnostic Criteria (all must be met)

1. An urge to move the legs usually but not always accompanied by or felt to be caused by uncomfortable and
unpleasant sensations in the legs.">

2. The urge to move the legs and any accompanying unpleasant sensations begin or worsen during periods of rest
or inactivity such as lying down or sitting,

3. The urge to move the legs and any accompanying unpleasant sensations are partially or totally relieved by
movement, such as walking or stretching, at least as long as the activity continues.”

4. The urge to move the legs and any accompanying unpleasant sensations during rest or inactivity only occur or
are worse in the evening or night than during the day.*

5. The occurrence of the above features is not solely accounted for as symptoms primary to another medical or a
behavioral condition (e.g., myalgia, venous stasis, leg edema, arthritis, leg cramps, positional discomfort, habitual
foot tapping).*

Specifiers for Clinical Course of RLS®

A. Chronic-persistent RLS: Symptoms when not treated would occur on average at least twice weekly for the

past year.
B. Intermittent RLS: symptoms when not treated would occur on average < 2 /week for the past year, with at least 5

lifetime events.
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Specifier for Clinical Significance of RLS
The symptoms of RLS cause significant distress or impairment in social, occupational, educational, or other

important areas of functioning by the impact on sleep, energy/ vitality, daily activities, behavior, cognition or mood.

Footnotes:

'Sometimes the urge to move the legs is present without the uncomfortable sensations and sometimes the arms or
other parts of the body are involved in addition to the legs.

*For children, the description of these symptoms should be in the child s own words.

’When symptoms are very severe, relief by activity may not be noticeable but must have been previously present.
“When symptoms are very severe, the worsening in the evening or night may not be noticeable but must have been
previously present.

These conditions, often referred to as “RLS mimics’, have been commonly confused with RLS particularly in surveys
because they produce symptoms that meet or at least come very close to meeting criteria 1-4. The list here gives
some examples of this that have been noted as particularly significant in epidemiological studies and clinical practice.
RLS may also occur with any of these conditions, but the RLS symptoms will then be more in degree, conditions of
expression or character than those usually occurring as part of the other condition.

9The clinical course criteria do not apply for pediatric cases nor for some special cases of provoked RLS such as

pregnancy or drug-induced RLS where the frequency may be high but limited to duration of the provocative

condition.

- D6i v6i tré em vé tiéu chi chdn doan khong thay
déi tuy nhién c6 sykhac biét vé ngdn ngiiva nhan thic
vi thé cin hiéu ngdn ngt va hoi bénh theo ngdn ngw
ctia tré. Phai dé tré ty dién dat triéu chiing ctia minh.

Cuing nhu nguéi 16n, bénh anh hudng téi gidc
ngu, tim trang va nhan thic. Tuy nhién, & tré em
céc triéu chiing dnh hudng téi gido duc va hanh vi
nhiéu hon.

1.3. Cac chidn doan phan biét

- Cac bénh c6 thoéi thic van dong

Do cac thuéc an than kinh.

Ha huyét ap tu thé (triéu ching chi c6 khi ding
va hét khi nim).

Cu dong ty'y ctia chan...

- Cac bénh ly khong thuc ddy van dong

Chuot rat chan

Khong thoai mai do tu thé, dau khép...

- Bénh ly mach méu va bénh khéc

Suy tinh mach chi duéi, viém ddng mach

Bénh than kinh ngoai vi...
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2. DIEU TR

bé quyét dinh diéu trj can ddnh gid mic d6 anh
huéng ctia bénh déi véi bénh nhan va cac yéu t6
lién quan. Viéc diéu tri chi xem xét khi 6 bénh nhén
c6 muic d¢ vira trg 1én va sau khi diéu chinh céc yéu
t6 gy nang hoac kich hoat nhu: st dung thudc an
than kinh, chéng trim cam (nhit 1a thudc tic ché
tai hap thu chon loc serotonin), thuéc chéng nén,
thudc khéng histamin...

C6 mot s6 thang diém danh gid d6 ning cua
bénh nhung phé bién nhit cho dén nay van la
thang diém danh gid d6 ning ctia nhém qudc t&
vé hoi ching chan khong yén (The International
Restless Legs Syndrome Study Group rating scale
for the severity of restless legs syndrome). Trong
dé6 c6 bo 10 cau hoi dugc cho diém tir 0 dén 4 (rat
ning), tong diém la 40. R4t ning 1a tir 31-40 diém,
nang 21-30 diém, trung binh 11-20 diém, nhe tu
1-10 diém.

2.1. Diéu tri khong dung thuéc
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Cac bién phip khong diing thudc cho dén hién
tai van chua c6 nghién ctiu ddy du khang dinh hiéu
qua diéu tri, tuy nhién mét s6 bién phap dugc cho
1a ¢ thé &p dung:

- Liéu phdp nhdn thiic hanh vi

+ Gidm rugu, cafein.

+ Thé duc thuong xuyén.

+ Dibo, ngdm chan, ap lyc khi, dém rung...

+ Xoa bop chan.

- Trdnh cdc yéu té tang ndng

+ Vin dé gidc nga: mat ngu...

+ Thudc: tranh st dung cic nhém thudce co
thé tang nang nhu chéng trdim cam, an than kinh,
chong non, khang histamin...

- Yoga, chdm ciiu dugc mot s6 tac gia cho la co
thé c6 téc dung nhung chua du bang chiing danh gia.

- Bd sung sit:

Cung véi sy phat hién vé thiéu hyt sit trong hé
théng than kinh trung uong & bénh nhan mic hoi
chiing chan khong yén, khuyén cdo vé vai tro cua
viéc tdm sodt thiu hut sit bang cic xét nghiém
ferritin, sit, 6 bao hoa transferin, téng lugng st gin
két (Total Iron Binding Capacity) va bé xung cho
cédc bénh nhan thudc nhém nay da dugc khing dinh.

B& sung sat duong uéng nén dp dung véi bénh
nhén c6 ferritin du6i 75ng/ml va d¢ bao hoa
transferin dudi 45%. Liéu lugng: 65mg sit nguyén
chit/ngay hoic méi 2 ngay, nén phéi hop véi
vitamin C 100-200mg va uéng vao budi tdi, khi da
day rong dé tang kha ning hdp thu va kha nang di
vao nao cta sit. Khong nén st dung dong thai véi
cic san phdm c6 bé sung calci.

B& sung sat bang truyén tinh mach: Can nhac
truyén tinh mach sit néu do bao hoa transferrin
<45% va nong do ferritin huyét thanh <100 ng /mL
va v6i bénh nhan han ché kha nang hdp thu hoic
khong dung nap theo dusng uéng hoic khong dap
tng vé6i dudng udng sau 3 thang.

Theo doi va xét nghiém lai sau méi 3 thang la
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can thiét dé€ tranh qua tii sit. C6 thé dung diéu
tri néu ferritin trén 100ng/ml va nguyén nhin
giy thiéu hut sit da dugc gidi quyét (néu c6) hoidc
khong dap ung véi diéu tri.

Hiéu qua diéu tri d6i véi b6 sung sit duong
udng co6 thé can t6i vai tudn, bé sung sit dusng tinh
mach c6 thé thdy sau vai ngay diéu tri.

2.2. Diéu tri ding thudc
Cdc thudc thuéc nhém dopaminergic

- Levodopa la mdt trong nhiing thudc dau tién
dugc st dung dé diéu tri hoi chiing chan khong yén
va c6 hiéu qua tot, nén duing trudc khi di ngt néu
bénh nhén chi c6 triéu ching vé dém.

Mot s6 luu y: khi dung levodopa kéo dai c6
mot s6 nguy co: hién tugng augmentation, day
la biéu hién ting toan dién cic triéu ching sau
mot thoi gian diing levodopa. Cac biéu hién cta
augmentation bao gém cdc triéu chiing xudt hién
sém hon, ning hon, thoi gian tir lic nghi dén luc
xudt hién triéu chiing ngan hon va c¢6 thé lan téi
viing khic cta co thé (lan téi tay). Bénh nhan doi
khi can duing ting liéu dé€ kiém soat triéu chiing.
Khoang 60-70% bénh nhéan c6 hién tugng nay néu
dung liéu trén 300mg/ngay trén 2 thang. Giam tac
dung khi dung kéo dai; tic dung doi ngugc cudi
liéu (triéu chiing ting ning vao buéi sang sém). Vi
véy, khuyén cdo hién tai chi nén diinglevodopa liéu
thdp cho nhing bénh nhan mic hoi ching chin
khong yén ngit quang hoac diing ngin ngay cho
phu ni mang thai & nhting thdng cudi thai ky.

- Céc thudc déng van dopaminergic: Pramipexole,
Rotigotine, Ropinirole la nhiing thudc c6 hiéu
qua t6t dugc FDA chép thuin cho diéu tri hoi
ching chan khéng yén, nguy co hién tugng
augmentation thdp hon so véi levodopa, ty 1é
mdc khodng 3-9% khi dung 1 nam. Vi vdy c6 thé
la Iya chon ban ddu néu bénh nhén c6 chéng chi
dinh véi thudc tic dong dén phdi ti cua kénh
calci alpha 2 delta, hoac c6 thé phéi hop véi thuoc
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thudc nhom nay véi cic bénh nhan khang tri.

Trong cdc nghién cttu cho thdy thdy thudc giap
giam 6-7 diém theo thang diém IRLS (International
Restless Legs Syndrome Study Group rating scale
for the severity of restless legs syndrome). Can
luu y téc dung gay nguy co réi loan kiém soat xung
dong (impulse control disorders).

- Mot s6 thudc khac nhu cabergoline, pergolide
c6 hiéu qué kiém sodt triéu chiing t6t nhung cé
nhiéu tac dung phu dic biét 1a nguy co giy bénh
ly van tim va gan day da dugc khing dinh la c6 hai
nhiéu hon nén khong con dugc chi dinh.

Cdc thudc tdc dung trén phéi tii ciia kénh calci
alpha 2 delta (gabapentine, pregabaline)

- Céc thudc nay c6 hiéu qua t6t va c6 khong
gdy hién tugng augmentation vi thé cic cip nhit
khuyén cdo hién tai nén la lva chon ban dau cho
céc bénh nhén thé man tinh, dai ding (Chronic
persistent restless legs syndrome) trt khi c6 chéng
chi dinh hoidc canh bdo thin trong. Thudc c6 uu thé

Bdng 2. Mt s6 logi thudc thong dung

v6i cdc bénh nhin c6 dau man tinh, c6 bénh ly than
kinh ngoai vi, mit ngu.

- Thén trong do lam ting nguy co xuét hién y
tudng va hanh vi ty sat, réi loan thiang bang, ting
can, trdm cam ning, bénh ly c6 thé dan téi suy ho
hidp (COPD), nghién chit. Céc tic dung khong
mong muon ting theo liéu st dung.

Cdc thuéc khdc

- Cac opioid: cac thudc thudc nhém nay nhu
(tramadol, codeine, oxycodone, methadone) c6 hiéu
qua nhung c6 nguy co lam dung thudc nén chi ap
dung véi cac bénh nhan khang tri véiliéu thap, hoac
véi cac bénh nhan bi thé ngit quang. Bénh nhin
can dugc thao luan vé hiéu qua ciing nhu nguy co
lam dung thudc.

- Cécloai thudc khic nhu carbamazepine, clonidine,
amantadine, benzodiazepine, b6 sung magie... c6
thé c6 hiéu qua trong hoi ching chan khong yén
nhung chi dugc bao cdo trong mot s6 it cac nghién

cttu va chua c6 du bing chiing.

Loai thuéc Liéu dung (mg/ngiy) | Tac dungkhong mong muén
Pramipexole 0,125-0,75 Non, bu6n ngu, réi loan kiém sodt xung dong
Ropinirole 0,24-4,0 Non, bu6n ngu, r6i loan kiém soit xung dong
Rotigotine (miéng d4n) 1-3 Non, bu6n ngu, r6i loan kiém sodt xung dong, kich ting da.
Levodopa 50-200 Noén, augmentation, mat tic dyng
Gabapentin enacarbil 600-1800 Buén ngu, réiloan thang bang, dau dau, non
Gabapentin 100-2400 Buon ngu, réi loan thiang bang, dau ddu, non
Pregabalin 50-450 Buon ngu, réi loan thang bang, dau diu, non
3. KfT l“l:\“ gitp cai thién chat lugng cudc song ctia bénh nhan.

Hoi ching chin khong yén 1a bénh ly c6 xu
huéng man tinh dai ddng nhét 1a ¢ cac bénh nhéan
cao tudi, c6 dép ting tt véi diéu tri thudc. Muc dich

diéu tri nham gidm bét hodc loai bo triéu ching
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Trudc khi diéu tri thudc bénh nhan can duoc
sang loc thiéu hut sit va cic yéu t6 tang ning hoac
kich hoat triéu chiing dé c6 diéu chinh phithgp. Uu
tién stt dung cac bién phép khong dung thudc.
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