Diéu tri dau trong bénh thin kinh ngoai bién ddi thdo duong...
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TOM TAT

Bénh Iy than kinh déi théo duong (DTD) la mét nhém i loan nhiéu yéu té & bénh nhan DTH, diéu nay
anh hudng dén chirc ndng than kinh cua toan co thé va di kem v&i bénh ly mét, than, ty 1é phat hién tdng
cao theo thdi gian méc bénh DTP va ting glucose méu, ching c6 thé gay ra céac stress oxy hoa lam hoat
héa nhidu con duong khién hiy hoai don hay da day than kinh. Triéu chimg bénh Iy than kinh DT duoc
phat hién sém hon & typ 2 hon typ 1.

Pau do bénh ly than kinh DTE 14 bién ching trdm trong, hién dién & 1/5 bénh nhan (20- 30%). Pau do
bénh Iy thdn kinh DTP rat phd bién va di kém gidm st chét luong cude séng bénh nhan DTD. Méc du rat
ndi tréi, nhung chang van con chuwa dugc chén doan va diéu trj.

Didu tri hién nay da cung cap hang loat phurong céch, hudng dan va thuée diéu trj khac nhau nham lam
giam triéu ching ciing nhuw lam ngung qua trinh dién tién bénh. Mot vai loai thudc da duwoc xac nhan la hiéu
qua, tuy nhién, co quan quan Iy thudc va thyc phdm Hoa Ky (FDA) chi chép thuan 3 thubc dé diéu tri gidm
dau do bénh than kinh ngoai bién 2 chi dwdi hay con goi la bénh than kinh xa géc dbi xteng. Méc du, d& c6
nhidu hiéu biét vé bénh sinh bénh BTD gan day, chi cé mét vai loai thubc dugc FDA chép thuén cho diéu
tri bénh-ly than kinh BTB, a-lipoic acid duoc st dung & mét sd nuoe, Epalre'stat & Nhat Ban. Céc thubc nay
van duoc chap nhén du van c6 téc dung phu.

Ttr khéa: Dau do bénh Iy than kinh BTE, bénh than kinh xa gbc déi xtng

ABSTRACT
TREATMENT PAIN IN DIABETIC PERIPHERIC NEUROPATHY OR DISTAL
SYMMETRICAL POLYNEUROPATHY
Nguyen Thi Nhan'

Diabetic neuropathy (DN) is a group of multifactorial disorder in diabetic patients, which affects neuronal
function of the whole body and is accompanied by nephropathy and angiopathy, its prevalence increases
with duration of diabetes and hyperglycaemia, which can induce oxidative stress resulting in activation
of multiple pathways which can damage the the neurons alone or in combination. Symptoms of DN are
promonent early in type 2 than in type 1.

Painful diabetic neuropathy (PDN) is a debilitating consequence of diabetes that may be present in as
many as one in five patients with diabetes (20-30%)

PDN is common and is associated with significant impairment in the quality of life of patients with
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diabetes. Despiteits high burden, it remains underdiagnosed and undertreated.

Curent therapy provided a number of treatment options, various guidelines and algorithms have been
formulated to alleviate the symptoms and thus will be recommended in order to stop the progression of
disease, but few have been found to be effective, with only three medications currently FDA approved for
pain in diabetic peripheric neuropathy or distal symmetrical polyneuropathy/DSPN. Despite the recent
understanding regarding the pathogenesis of disease, there are a few drugs approved by FDA for DN,
a-lipoic acid is available in several countries and Epalrestat in Japan, which is also associated with side

effects but they are tolerate

Key words: Painful diabetic neuropathy (PDN), distal symmetrical polyneuropathy/DSPN

L PAT VAN DE

Pau & hai ban chén va céng chan a tri¢u ching
thuong gép ¢ bénh nhén dai thao duong. Triéu
chitng nay da phdn do tdn thuong than kinh ngoai
bién 2 chi duéi hay con goi 1a bénh than kinh xa
gbc dbi xitng. Chinh tridu chiing nay lam bénh nhén
mét ngd 1lam anh huéng dén chét lugng séng ciia

Giam dau

bénh nhan. Do vay can phai didu tri sém, hodc khi
¢ triéu chirng 16 ciing phai chon lya thube dé vira
giam dau lai vira it tic dung phu. Do vay, muc tiéu
didu trj 12 phai 1am giam triéu chimg dau > 30%,
tang chirc nang din truyén thin kinh; va diéu quan
trong 14 phai can bing gilta giam dau véi tic dung

phu ctia thuoe

Tac dung phu

Piéu can thiét bénh nhan phai dwoc trang bi (hdp dung cu)

Mic di thude c6 thé giip ban, nhung khong
phai dau nao ciing ding dugc ca. Do vay diéu
quan trong chu y réng thubc chi 1a mot dung cu
trong hop dung cu cua ban. Nhitng dung cy khac
clia ban c6 thé bao gém sy hiéu biét, dinh dudng,
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phuc hdi chuc nang va tap luyén thé duc, va diéu
quan trong nhét 13 phai c¢6 ky ning tu diéu tri,
trong d6 bao gdm tu theo di, diéu nhip, thy gian,
tu hoc héi va nim théng tin.
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1L PIEU TRI DUA VAO CO CHE BENH SINH
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So d6 1. Co ché bénh sinh tén thuong ddy TK trong PTD

Bénh sinh bénh than kinh dai thdo dudong theo
nhiéu con dudng khéc nhau. Sy phdi hop giiva stress
oxyd héa va nhiéu yéu t6 khic giy tdn thuong
than kinh trong d4i théo dudmg (DN/neuropathy
diabetic). Nhung su tang glucose mau kéo dai la
yéu td chinh gy thin kinh DTD. Do vay kiém soat
glucose mau tbt 14 diéu trj chinh DN.

Nhitng con dwong chinh gdy tén thuwong thin
kinh DTP 1a theo con dudng da dudong (polyol),
PKC, AGE, PARP va con dudng hexosamin. Thudc

diu tri thc dong trén nhitng con dwdng nay s& c6 thé
ngin chin tién trinh cta bénh. Tang glucose mau s&
ting sy hién hiru cdc marker stress oxyd héa, nhu
superoxide, peroxynitrite ions. Do vdy thudc chdng
oxyd héa ngin chin gin mot nira bién ching thin
kinh d4i thdo duong. B sung myoinossitol va ting
dong mau dén nuéi than kinh ciing giam dugc tén
thwong thin kinh DTD. Nhu vay diéu tri s& theo
tirng budc sau:

2.1. Didu chinh glucose msu theo muc tiéu: nén theo ADA 2016:

XN mg/dl mmol/l
Gmm trudc &n 80-130 4,4-72
Gmin 2h sau dn/hodc lac di ngl <180 <10
HbAlc <7%
26
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2.2. Diéu tri chit wc ché Aldo-réductase:

* Sorbinil: diéu tri trong 1 ndm, cai thién L.S
tbt, va c6 hiéu qua déi véi BTK mai khoi phat,
nhung tdn thwong l4u, ning thi két qua han ché.

* Torestat: ciing cho két qua tét sau 6 thang
didu tri, khong co tac dung phu tram trong.

Cac nhom thudec méi sau nay: Zenarestat,
epalrestat, ranirestat, fidarestat va 5 thanh phz‘“m
hdn hop

*  Zenarestat ngin chdn sy biéu hién
neurotrophin receptor bit thudng

* Fidarestat ngén stress oxyd hoda va bénh TK
& chudt

* Epalrestat dung nap lau dai tét va da duoc
dung tai Nhat va cai thién dau rd

+ Ranirestat cai thién chic nang vén dong
DTK tir nhe dén ning

* Fidarestat diu tri lau dai c6 vai bét lgi

2.3. Didu tri bing Myo-inositol: ting thém
su dén truyén thin kinh, nhung khéng ngan chin
dugce su r Sorbitol.

2.4. Uc ché Sorbitol-dehydrogenase: giam
oxyde hoa sorbitol thanh Fructose. Tén thudc
$.0773, liéu 100mg/kg/ngay/3ngay.

2.5. Ch(‘;ng oxyd hoa (Antioxidants):

-0-lipoic acid (Thioctic acid): trong thi
nghiém ngdu nhién c6 kiém soat & trung tdm
Sydney 2 trén 181 bn PTD, liéu 600mg dén
1800mg/ngay, so vé6i placebo, thiy tridu ching
than kinh c6 cai thién va ca sy khiém khuyét than
kinh ciing vay v&i 3 mirc lidu khac nhau ding
trong 5 tuan so v&i placebo

Mot su gia ting san Xuét géc tu do ¢ thé do
stress oxyd héa, ciing anh hudng dén tén thuong
h¢ théng than kinh trong dai thao duong [3].
a-Lipoic acid (ALA) is an antioxidant dugc
ding dé diéu trj triéu ching dau trong bénh than
kinh ngoai bién hay xa gbc dbi xung (Distal
symmetrical polyneuropathy/DSPN) tai Duac.
a-Lipoic acid (ALA) ¢6 dung nap tdt, tuy nhién
phai dung duong TM dé giam triéu ching dau.
Thuc vay, trong phén tich sau thir nghiém diéu
tri 6 so nhém chitng cua Ziegler va CS, cho thiy
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triéu chirng l1dm sang cai thién c6 y nghia théng
ké véi liéu 600mg/ngdy of ALA trén 3 tuan [4].
Tuy nhién, it ¢6 hidu qua dbi véi bién ching than
kinh qua ning.

U'e ché Protein Kinase C:

Hoat héa Protein Kinase C 1a budc ning nhét
theo con dudng dén bién chiing vi mach dai thao
dudng. N6 tac dong bang ca 2 cach theo chuyén
héa ting glucose mau va rdi loan acid béo, két
qué 1am ting san xuit chat co mach.

Acetyl- L~ carnitine: phuc hdi su suy kiét, rat
can cho chirc ning ty lap thé (mitochondrial) &
bénh nhan BPTH

Pentoxifylline va pentosan polysulphase:
Cai thién tudn hoan vi mach, béng cach tc ché
phosphodiesterase; chéng oxyd hoa

Uc ché AGE (Advanced Glycation End
Product Inhibitor):

Benfortiamine, mdt chit kich hoat men
transketolase, lam giam san phim AGE & mé.
P ¢é nhidu nghién ctru chttng minh ring thudc
nay ¢6 hiéu qua trong didu tri bénh thin kinh
ngoai bién déi thao dwong. Dung Benfortiamine
loai vién, lidu 200mg/ngay, trong 3 tuin, cho
thdy cai thién giam dau rd. Benfortiamine phdi
hop véi cac chit chéng oxyd hoéa khac nhu
-a-lipoic acid ¢6 thé s& dugc dua ra thi truong
voi cai tén la Nutrinerve.

C-peptide: cai thién sém dong mau dén day
TK va bénh than kinh & chudt thu nghiém 6 PTH
tip 1; Dung < 3 thang cai thién van téc din truyén
than kinh (NCV)

Nerve growth factor: 1a yéu t§ dinh dudng
than kinh.

Basic fibroblast growth factor: kich
thich tdn sinh vi mach va tai tao nhiing day
than kinh mai.

Vitamine B12: gilip tai san xuit myelin, va té
bao than kinh & ngudi thiéu vit B12 ngay ca khi
khong thiéu. G bn DTD dung metformin kéo dai
khéng bd sung s& gy tén thwong s¢i than kinh.
Cung cdp B12 tiém hodc udng 1000 mcg/ngay
(Methylcobalamin)
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IIL. PIEU TRI CHUNG PAU TRONG BENH THAN KINH NGOAI BIEN

Bang 1. Tém tét cac thudc duge cho phép diéu trj dau do than kinh

Amitriptyline Hién nay khong dugc phép diu trj dau, nhung duge NICE khuyén khich nén
ding
Gabapentin Pugc cho phép didu tri dau do than kinh ngoai bién DTD, do Zonna
Pregabalin (Lyrica | Pugc cho phép didu tri dau do thén kinh ngoai bién va dau do trung wvong
® brand only)
Duloxetine Puoc cho phép didu tri dau do thén kinh ngoai bién DTD

Capsaicin cream

0.075% thuong di lanh)

Puoc cho phép diéu tri dau do than kinh ngoai bién DTD, do Zonna (sau khi vét

Capsaicin cream
0.025%

Puoc cho phép diéu tri hd trg trong bénh viém khép tay va dau gbi, nhung khong
dung trong dau do than kinh.

Carbamazapine

Chi dugc cho phép diéu tri diy TK tam thoa (V)

Lidocaine 5% dan

Puoc cho phép dung trong dau do herpes (Zonna)

IV. CAC BUGC CHON THUOC PIEU TRI

4.1. Thude chéng trim cim (Antidepressants)

4.1.1. Nhém Khing trim cam 3 vong (Tricyclic):
Amitriptyline (Elavil®), Nortriptyline (Aventyl®),
Desipramine (Norpramin®). Thudc hang déu duogc
chon lua trong diéu tri dau do than kinh

Thudc chéng dau do 3 co ché:

- Uc ché tai bt giti serotonin, norepinephrin,
lam tang kha nang chuyén vén than kinh.

- Amitriptylin (elavil, laroxyl*) ¢ thé tac dong
nhu 14 chét wc ché kénh sodium, do vy né c6 tac
dong nhu chit gy té tai chd nén lam giam dau.

- Uc ché hoat dong thu thé NMDA (N-methyl
D-aspartat).

Trinh bay: Amitriptylin (10-25-50-70mg/vién),
Nortriptylin (10-20mg/vién nang), Desipramin (10-
25-50-70mg/vién)

Liéu lwong: Chia liéu nho dé giam tac dung phu.
Dbanh gia tim mach trude khi chi dinh.

Khéi dau lidu 10mg luc di ngn, ting 10mg moi
3-7 ngay theo hiéu qua tac dung va sy dung nap
thude. Thuong lidu diéu tri trong khoang 25-75mg
ban dém.

Thir nghiém diéu tri kéo dai 6-8 tudn, véi it nhat
2 tudn 14 dat liéu dung nap t6i da

Chi y: khong dwoc ngirng thudc dot ngdt, giam
dan lidu trén 4 tudn (hay 6 thang néu diing lau dai)
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Téc dung phu thubc: mo mit, thay doi thai d6
nhén thirc, ué oai, khé méi, bén, ha HA tu thé, tiét
md héi, réi loan sinh duc, mach nhanh, bi tiéu, rung
toc, ting can

Chéng chi dinh: loan nhip, bénh gan ndng, co
NMCT gin déy

C6 thé dung phdi hop véi gabapentin hay
pregabalin néu chi c6 dap iing mot phan.

4.1.2. SNRI (Serotonin and Norepinephrine
Reuptake Inhibitor): \ic ché tai bt gii serotonin
trudc synape, nhung khong trc ché norepinephrin;
phuc hdi lai sy céan b%mg mot sb chét coa ndo
(serotonin, norepinephrin).

Chi dinh diéu tri r6i loan trdm cam, lo léng, dau
do bénh than kinh BTD, u xo than kinh. CCD: bénh
gan-than, dong kinh, rdi loan dong mau chay mau,
glucom, cé tién sir nghién hay c6 y dinh tu tr; co
thai, cho con bl

- Duloxetin (Cymbalta®): 14 thudc dAu tién duge
FDA chép nhin vao ndm 2004, 30-60mg/vién. Liéu:
30-60mg/ngay trong dau do TK, liéu c¢6 thé cao hon
60-120mg/ngay, cai thién chi sé dau rd; lidu thip
hon 20mg/ngay trong trdm cam. Tac dung phu budn
ngii 20% va bon 14% & bn ding lidu 60 mg /ngay

Venlafaxine (Effexor®), thudéc nhém SNRI,
37.5-75-150mg/vién rnang; hodc 25- 50mg/vién
nén; 2-3 vién/ngay lc an, (nhém khang ttAm cam
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nhém VI). Tuy nhién véi liéu 150 mg/ngay méi ¢
hiu qua. néu dudi liu ndy venlafaxine chi cé tac
dung chuyén van serotonergic khong co6 tac dung
nhu SNRI. Tac dung phu: nhirc du, budn ngi, budn
ndn, non, ting HA, dau bung, tbi loan tiéu hoa, bit
luc (hiém) mach nhanh, co giit.

N-methyl-D-aspartate receptor antagonist

N-methyl-D-aspartate  receptor
thuong dung dé didu trj dau sau phiu thuat.

- Dextromethorphan dugc ding dé didu tri dau
do than kinh DT B. Gan day hon, dextromethorphan
phdi hop véi quinidine dé didu trj dau do bénh ly
than kinh dai thao dudng, cai thién rét tét.

4.2. Nhém chdng ddng kinh/Antiepileptics —
thude hang thir 1 (st Line)

4.2.1. Gabapentin, pregabalin: nhém chon lua
hang dau trong didu trj dau do bénh Iy than kinh.
Téc dung tic ché glutamate, c6 1 lién quan dén sy

antagonists

gin két glutamate véi tiéu don vi 2 alpha delta ctia
cbng dién thé kénh calci caa hé théng trung uong,
hién nay duogc sir dung rong rai [2]. Mot thir nghiém
lam sang c¢6 so v4i nhom chimng trén 165 bénh nhan
thiy giam dau dén 50%.

Gabapentin (Neurontin*): nhom chéng dong
kinh, co gidt, chu tric gin gidng GABA/acid
gamma aminobutyric 13 chit chi dinh: giam dau do
TK bao gdbm TK dai théo dudng, day TK sé V, dau
sau herpes; giam rdi loan gidc nga.

Trinh bay dang nang 100-300-400mg, hoic 600-
800mg/vién, Lidu 300mg x 2 lan/ngay, ¢6 thé 900-
3600mg/ngay, c6 hiéu qua sau 8 tudn didu trj. Tac
dung phu hoa mit, chéng mat va md hoi, ting cén,
khong nén ding: tré em, c6 thai, cho con bu, suy
than, tai xé lai xe. O ngudi co suy thin can diéu
chinh lidu theo do6 loc céu than, vi gabapentin chi
thai qua thén.

Lidu Gabapentin theo NICE*
eGFR CrCL Liéu trong ngay(mg/ngay)
(ml/phit) (ml/phut)

>60 900 - 3600
50 - 80 50-59 600 - 1800
30-50 30-49 300- 900
15-30 15-29 150 - 600

<15 <15 Giam liéu hang ngay theo ti 1& CrCI

Pregabalin (Lyrica*) (Pfizer): ciing cai thién
tri¢u chirng dau trong bénh than kinh ngoai bién cia
DTD va Herpes Zoster (Zona than kinh): nhu néng
bong, cham chich, con dau nhéi; giam dau sau 1
tudn diéu tri. Thudc d3 dugc FDA chép nhin cho
phép st dung, tudi>18 va nguoi gia.

Co ché: giam cac nut phéng dién ngoai bién
trong ton thwong TK DTD, nén x6a dau. Tac dung

phu: khé mdi, hoa mét, nhin mo, budn ngu, ting
can, phu.

Can than khi ding chung véi IEC vi lam tang
phit va phat ban. Khong ngung thudc dot ngot, sé
gdy nhirc dau, budn nén, non, di chay, RL giéc ngu.

Liéu: vién 150mg/ngay, cung mét thoi gian nhu
nhau mdi ngay, ¢6 thé ting lidu ubng 2 lin trong
ngay, tiy chi dinh cua BS.

Lidu Pregabalin dugc khuyén cdo trong tén thwong thian
eGFR (ml/phiit) CrCL (ml/phat) Liéu khéi dau Liéu t6i da
mg/ngay mg/ngay
>60 >60 150 chia 2 lan 600 chia 2 lan
>30 - <60 >30 - <60 75 chia 2 1an 300 chia 2 1an
>15-<30 >15 - <30 25 - 50 chia 2 lan 150 chia 2 1an
<15 <15 25 mét lan 75, mét lan
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AT A G ) 3
& ndo lam ting phong dién va
gdy dau

Tén th'o'ng K

4.2.2. Thudc chéng dpng kinh- thubc hang thir
2 (2" Line):

Topiramate (Topamax): hiéu qua khong manh
bang gabapentin hay pregabalin. Co ché tac dung
giam dau giéng tuong tw cc thudc chbng dong kinh

Trudc Topiramate

4.3. Thubc giam dau khac

4.3.1. Opioid/morphin (morphin majeur): tac
dung phu chung: budn ngil, chong mit, bubn non,
bon, nglra. Nang: nhip thd cham. Bién chimg lau
dai: ngung tho khi ngi, giam hormon sinh dyc, ting
cam giac dau do opioid, dung kéo dai co thé gay
nghién, Gc ché truc tuyén yén, lam thay ddi chie
nang mién dich, do d6 phai danh gié ti nguy co/loi.

4.3.2. Tramadol (Topalgic*), thudc o tac dung
trung wong gidng nhu opioid dugc st dung trong
didu tri giam dau do than kinh. Mic du la chit chi
véan chinh trén thu thé p-opioid, tramadol trc ché
theo dudng di xudng, diéu bién cam nhén dau. Vién

30

Pregabalin (LYRICA) ® lom giam s6 leong
diém phong dién trong DTK nén giam dau

khéc, hoat dong theo con dudng trung uong, ic ché
GABA. Lidu 400 mg/ngay, c6 thé cao, trong vong 6
thang , nén diéu chinh liéu cé hidu qua, tic dung phu
kich dong, lo lang, cac sgi nho phat trién 16n hon va
¢6 tinh mém déo hon nho thue kich thich.

Sau Topiramate [1]

50mg, lidu 50-100mg/é gidy; loai tiém 100mg/dng,
liéu 50-100mg/6 gio, TM cham 2-3 phat. (Thudc
nhom morphin mineur). Nhiéu nghién ctiu cho thay
rdng v6i liéu 200mg/ngay, thdy giam dau rd. Tuy
nhién véi lidu cao hon s& gay non (23%), bén (21%)
va nhirc dau (17%).

Tramadol Long-Acting: ciing gia tang serotonin
va norepinephrine, tén thi trudng: Ralivia®: 100-
200-300mg/vién,  Tridural®:  100-200-300mg/
vién. Khoang 25% thude dugc phéng thich tirc thi.
Zytram XL®; Durela®); Khoang 17 to 25% thube
dugc phong thich tic thi. Néu ding phdi hop vai
amitriptyline hay duloxetine, s€ c6 nguy co hoi
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ching serotonin bao gém; 14n 16n, mé sang, run, va
md hoi, thay ddi HA va rung gidt co.

Nim 2012, tapentadol ER (extended release)
dugc FDA chimg thyc dé didu tri giam dau.
Tapentadol ER d3 dugc dung dé diéu tri trén 588
bénh nhéan trong 3 tudn va 12 tudn théy c6 hiéu
qua 1. Co ché hoat dong la theo dudng ddng vén
opioid tai cOt séng va trén cot sdng, gidng nhu
chit chi van thy thé p-opioid va trc ché tai bat gil
norepinephrine.

4.3.3. Chdm civu: trong 10 tudn chim ciru thiy
giam 77%, sau 1 ndm diéu trj da phan bénh nhén
giam dau.

V. KET LUAN

Dau trong bénh than kinh thudng gép va anh hudng
dén chét luong séng bénh nhin dai thao duong. Mac
di bién chimg nay c6 tinh chit nang né, nhung van
con nhiéu trudng hop chua duge chin doan va diéu tri.
Trong khi co nhiéu muc tiéu diéu tri, nhiéu guidelines
khéc nhau duge dua ra dé diéu tri triéu ching dau do
than kinh, nhung chua c6 phuong céch nao 14 an toan,
tac dung phu nhiéu, tuy cé6 mét s c6 hiéu qua déi voi
3 nhém thude chinh ma FDA da dua ra. Do dé diéu
quan trong 13 giam hodc ngdn ngura bién ching dai
théo dudng bing cach phat hién bénh sdm, cén bing
glucosé mau t6t.
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