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PAT VAN PE

Vay nén 1a mot bénh viém man tinh qua trung gian mién dich rat hay gap
& Viét Nam ciing nhu cac nudc khac trén thé gigi [1],[2]. Bénh gay ton
thuong & da, mong, khép va mot sé co quan noi tang, tac dong xau dén chat
lwgng cudc séng bénh nhan va hién van chua c6 phuwong phap diéu tri dic
hiéu [1],[3]. Trudc day, bénh vay nén chi dugc xem 14 mot tinh trang viém da
nhung hién nay dugc biét nhu 1a mot bénh viém c6 tinh hé théng, gidng nhu
viém khép dang thap va bénh Crohn [2],[4]. Véi nhiing bang chiing méi ung
ho co ché viém trong xo vita dong mach va bénh mach vanh, nhiéu nghién
ctiu gia thuyét rang qué trinh viém hé théng c6 thé 1a mot trong nhitng co ché
lien két cac bénh viém man tinh véi xo vita dong mach va bénh tim mach
[5],[6]. Vi vay gan day c6 nhiéu nghién ctu cho thady mdi lién quan gitta vay
nén va bénh tim mach, theo d6 vay nén 1a yéu té nguy co doc lap caa nhoi
mau co tim, dot quy, bénh mach vanh, mach mau ndo, mach mau ngoai bién
va tir vong do bénh tim mach [2],[4].

Trong khi d6, r6i loan lipid mau c6 vai trd rat quan trong trong qué trinh
xo vira dong mach va 1a mot trong nhitng yéu té nguy co tim mach chinh yéu
[7]. P4 c6 nhiéu nghién ciu trén bénh nhan vay nén cho thay sy bién doi nong
d6 cac lipid gdy xo vita nhu ting triglyceride, cholesterol toan phan, LDL-C
(low-density lipoprotein cholesterol), VLDL-C (very-low-density lipoprotein
cholesterol), va giam nong ¢6 HDL-C (high-density lipoprotein cholesterol). Ty
& r6i loan lipid mau trén bénh nhan vay nén thay doi véi bién do dao dong rong
gitra cac nghién cau (tir 6,4-50,9%) trén khap thé gioi [4],[8],[9]. Tuy céc béo
céo Ve rdi loan lipid mau & bénh nhan vay nén xuat hién tir [au va ¢ nhiéu trén y
van nhung cho két qua khéng théng nhat, thay doi theo timng viing, timng thiét ké
nghién ctu. Ngoai ra, nguoi ta van chua xac dinh duoc mdi quan hé nguyén
nhan - két qua giita vay nén va réi loan lipid mau. Piéu d6 cho thay linh vuc nay
van con méi mé va can duoc 1am sang to nhiéu hon nira.

Nhom statin, trong d6 c6 simvastatin, 13 loai thude diéu tri réi loan lipid



mau qua co ché giam tong hop cholesterol tai gan bang cach tc ché 3-
hydroxy-3-3methylglutaryl coenzyme A (HMG-CoA). Cac hudng dan vé diéu
tri ting cholesterol ciia Hoa Ky tan thanh viéc str dung statin 1a lya chon dau
tién dé ha lipid mau va két luan rang: “diéu tri bang statin giam nguy co biéu
hién 1am sang cua qua trinh xo vita ddong mach; thudc dé sir dung, bénh nhan
chap nhan tbt, it trong tac voi thudc khac, va tinh an toan cao” [10],[11].
Ngoai tac dung ha lipid mau, statin con diéu hoa mién dich, khang viém, c6
ich trong xo vita dong mach va bénh mach vanh [12],[13],[14]. Tu dac tinh
noi trén, cac nha nghién ctru da bat dau sir dung loai thudc nay diéu tri mot s6
bénh tu min va cho thay c6 hiéu qua cao trong bénh da xo hoa, viém khép
dang thap, lupus do hé théng [15],[16], cling nhu cac bénh da viém man tinh
[17],[18],[19]. Dua vao co ché bénh sinh cua vay nén, statin c¢6 thé cé ich
trong diéu tri bénh ly nay théng qua nhiing tac dong diéu hoda mién dich,
khang viém. Nghia 13, st dung statin diéu tri vay nén véi hai tac dung: khang
viém va ha lipid mau. Trén y vin, chung toi thdy mot s6 béo céo vé su dung
statin trong diéu tri vay nén véi két qua dang khich 1&. Tuy nhién nhiing
nghién ciru néi trén chi cé s6 lwong mau han ché va khong theo ddi nong do
lipid mau trong qua trinh diéu tri [20],[21],[22],[23].

Theo hiéu biét caa ching tdi, tai Viét Nam, hién chua c6 bao cao nghién
ctru V6i s6 lwong mau du lén dé khao sat nong do lipid mau & bénh nhan vay
nén cling nhu chwa c6 thir nghiém 1am sang danh gia tac dung cua statin trong
diéu tri bénh vay nén.

Vi vay ching tdi tién hanh dé tai “Nghién ciu réi logn lipid méau ¢
bénh nhan vdy nén va hig¢u qud diéu tri hé tre cia simvastatin trén bénh
vay nén théng thwong” véi nhitng muc tiéu sau:

1. Khdo sat mét sé yéu to lién quan va ddc diém 1am sang trén bénh vay
nén tai bénh vién Da liéu Tp. Ho Chi Minh.

2. Xdc dinh ty 16 réi logn lipid mau va cac yéu té lién quan trén bénh vay nén.

3. Pdanh gid hiéu qud diéu tri hé tro cua simvastatin trén bénh vay nén
thong thuong.



Chuong 1
TONG QUAN TAI LIEU

1.1. Téng quan vé vay nén
1.1.1. Lich sir bénh vy nén

Hippocrates va cac hoc tro (460 - 377 trudc cong nguyén) da mo ta ti mi
dic diém nhiéu bénh da. Trong phan loai cua ho, nhitng phét ban troc vay kho
dugc xép chung mot nhom dudi tén goi “lopoi”. Nhom bénh nay co I& bao
gom ca vay nén va bénh phong.

Gitra nam 129 va 99 trudc cOng nguyén, tr “psora” (nghia la tinh trang
troc vay) duogc Galen su dung dau tién dé mo ta mot bénh da dic trung bai sy
troc vay mi mat, khée mat va da biu. Bénh gay ngua va tray sudc do cao géi.
Mac du duoc goi la “psoriasis” nhung co6 1€ day la mot dang bénh cham thi
dang hon.

Cho dén thé ky thir 19 thi vay nén méi duoc nhan ra 1a mot bénh khéc
han véi bénh phong. Miac du Robert Willan (1809) 1a ngudi dau tién md ta
chinh xéac bénh vay nén nhung phai hon 30 nim sau, Hebra (1841) mai phan
biét rd rang dac diém 1am sang vay nén voi bénh phong. Nam 1879, Heinrich
Koebner md ta hién tuong phat trién thuong ton vay nén mang tai chd da ton
thuong trude d6. Ong goi hién tuong nay 1a “su tao thanh thuong ton vay nén
nhan tao” [3].

Tai Viét Nam, Pang Vi Hy 1 nguoi dau tién dat tén 12 bénh vay nén va
duogc sir dung cho dén nay [24].

1.1.2. Mét sé déc diém dich té hec

Vay nén chiém ty ¢ khoang 2-3% dan sé chung, co thé khai phét ¢ bat

ky Ia tudi ndo [1],[2]. C6 2 dinh tudi khoi phat: mot 1a 20-30 tudi va hai la



50-60 tudi. Khoang 75% bénh nhan khai phat trudc 40 tudi, va 35 - 50% bénh
nhan khoi phat truéc 20 tudi [3]. Mot nghién ctu cat ngang trén 111 bénh
nhan vay nén ning diéu tri ndi tru tai Bénh vién Da lidu thanh phd HS Chi
Minh cho thay tudi khai phéat bénh trung binh 1a 34,5 + 17,6 (tinh ca 2 gigi),
trong d6 nhom khai phat som < 30 tudi chiém ty 1¢ cao nhat (39,6%) [25].
1.1.3. Sinh bénh hgc

Vay nén 1a su tac dong 1an nhau giira cac yéu té di truyén, khiém khuyét
mang bao vé da, va rdi loan diéu hoa hé théng mién dich bam sinh va mién
dich mac phai. Hau hét cac nghién ctu cho rang vay nén 1a bénh dugc diéu
khién boi té bao lympho T. Vai trd cua céc té bao lympho ciing nhu cytokine
trong hoa hudng dong, tap trung va hoat hoa cac té bao viém da dugc nghién
Clru rat 1B, tir d6 gitip phat trién nhiing loai thudce diéu tri mai [3],[26].

Yéu to gene —> Yé&u td mdi trudng
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Vi sinh vat

Thudc
Chan thwong

Hut thudc 13

V’Te bao su'ng =
' IL 1B
ﬁ —TNF IL6 ‘ IL-17A

al thuc b IL-17F
IL"17A ‘ TNF-a
AN Vong X0an viém ‘
% 3 i
Bach cau trung tinh Té bao tua '
" gai hoat hda | S

! Th17 cells
Dudng bao .,g\ 2 ’
Té bao tua o ‘ '

= |L-23
gai hoat hoa

Hinh 1.1. Sinh bénh hec vay nén
(Ngudn: J Am Acad Dermatol. 2014 Jul;71(1):141-50) [26]



1.1.3.1. Vai tro cua di truyen

Tuy thudc vao nghién ciru, tién st gia dinh chiém khoang 35 - 90% trong
sb cac bénh nhan vay nén. Theo mot nghién ctru 16n & Puc, néu ca cha va me
cing mic bénh vay nén, nguy co cho dira bé 1a 41%; trong khi chi ¢ cha
hodc me bi vay nén, nguy co cho dira bé 1a 14%; nguy co nay la 6% néu chi
c6 1 anh, chi hodc em rudt méic bénh. Nghién ctru trén cac cdp song sinh cho
thay 72% cing mic bénh néu 13 sinh d6i cing trimg, so v4i 22% néu 1a sinh
d6i khac trimg. Sy phan bd cac thuong ton, muc do ning va tudi khoi phat
bénh gidng nhau giita cac cdp sinh do6i cung trimg, nhung lai khac nhau giita
cac cdp sinh d6i khac tring. Nhitng dic diém néi trén cho thay yéu to di
truyén dong vai trd quan trong trong dién tién 1am sang cua vay nén [27].

C6 it nhat 9 ving gene lién quan voi vay nén (PSORS1-9) trén cac vi tri
nhiém sic thé khac nhau. Ving gene quan trong nhat 1a PSORS1 (trén nhiém
sac thé 6p), chiém dén 50% nguy co mac vay nén [27]. Van dé di truyén trong
bénh vay nén duoc xac dinh c6 su lién quan véi HLA (quan trong nhat 1a
HLA-CW6 va DR4), c6 lién quan dén tién st gia dinh, dén tip vay nén (tip 1
c6 di truyén, tip 2 khong di truyén ma do dot bién gen trong cudc sdng)...[24].
1.1.3.2. Vai tro cia yéu té khai phat bén ngoai

Thudc: lithium, chen beta (beta-blockers), khang sét rét, khang viém
khéng steroid (NSAIDs), tetracycline, glucocorticoids toan than.

Nhiém trung: nhidm lién cau & amidan, nhiém tring da va/hoic tiéu hoa
do Staphylococcus aureus, Malassezia va Candida albicans. Mot s6 truong
hop nhiém HIV ciing c6 thé 1am tinh trang vay nén ning hon.

Chén thuwong da, bong nang (hién twong Koebner), stress, réi loan noi
tiét, chuyén hoa, nghién ruou, hit thudc I4... cling 1a nhitng yéu té khai phat

hodc 1am vay nén tré nang.



1.1.3.3. Vai trd cua mién dich

+ Vai tro cia té bao lympho T, té bao tua gai:

Vay nén lién quan v6i mot sé allele MHC, nhu HLA-Cw6, va nhiing
bién thé gen ERAP1 mi hda enzyme aminopeptidase c6 tham gia trong qua
trinh xtr 1y khang nguyén. Piéu niy cho thay rd vai tro sinh bénh cia cac té
bao trinh dién khang nguyén (antigen-presenting cells) va té bao T. Mot s6 té
bao duoc xem nhu khai phat va duy tri cac thuong ton vay nén. Hau hét cac té
bao lympho T thuong bi 12 CD8", trong khi tham nhiém 16p bi 12 hdn hop té
bao CD4" va CDS8".

Cac té bao tua gai hién dién & ca thuong ton vay nén lan da lanh, va nho
kha ning kich thich mién dich mach, chung c6 lién quan dén sinh bénh hoc
vay nén. CO su gia tang s6 luong té bao tua gai ¢ 16p bi tai thuong ton, va
chung ting kha niang hoat hoa té bao T khi so véi kha ning cua té bao tua gai
& da lanh. Kiéu hinh va chirc nang té bao tua gai thi kha linh dong, véi kha
ning biét hoa thanh cac té bao tua gai tién viém manh tao nén enzyme
inducible nitric oxide synthase (iNOS) va TNF-o. Vai tro cua té bao tua gai
trong vay nén dugc chiang minh béi s6 luong nhiéu va khi diéu tri dac hiéu sé
luong s€ giam.

+ Vai tro cia cac cytokine va chemokine:

Vay nén 1a bénh viém c6 sy thAm nhiém cua té bao lympho T, trong d6
c6 ca T hd trg va T uc ché nhung xu thé nghiéng vé té bao T uc ché [24]. Do
vay, cO tac gia néu bénh vay nén l1a bénh cua Thil, cic té bao T gitp do
(helper T-cell subsets) va nhitng cytokine do ching tiét ra (Hinh 1.2).

IFN-y duoc tao ra boi té bao Thi, va TNF-a duoc san xuét boi cac té bao
T hoat hda va té bao gai. IFN-y thuc day té bao tua gai ting cudng san xuét

IL-23. Pén luot minh, 1L-23 lai duy tri vd mé rong cac loai té bao T CD4+,



d6 1a Th17 va Th22 véi ddc trung 1 san xuat 1L-17 va IL-22. C4c té bao T
CD8+ duoc tim thay phan 16n & thuong bi, va viéc chung di vao thuong bi 13
diéu can thiét dé phat trién thuong ton vay nén. IL-17, TNF-a, IFN-y va IL-22
ddng van thuc day su hoat hoa dap ung bao vé cua té bao sung l1am tiét ra cac
peptide khang sinh nhu human-B-defensin 2 (hBD-2), IL-8 va nhiing
chemokine khac ciing nhu cic yéu td tang truong TGF-a, AREG, IL-19, va
IL-20. Té bao sing ciing san xuit ra IL-7 va IL-15 tac dong dén sy ton tai va
thay thé cua céc té bao T CD8+, va san xuat IL-18 lam cho té bao tua gai

(thdng qua IL-12) thiic day té bao T tang san xuat IFN-y.
hBD2
\ .:%;; \:tzs
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TNF-a IL- 18 F \
IL-8 / hBD2 /

chemokines
L7 IFN-g
1L-22
DC IL-23
TNF-a >
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Hinh 1.2. Mang lwéi cytokine trong bénh vdy nén [27]

Chemokine 1 nhitng chét trung gian quan trong dé bat giit cac bach cau.
Mbt s6 chemokine va thu thé cua ching dugc ching minh ¢6 hi¢n dién trong
cac thuong ton vay nén. CXCLS8 diéu hoa sy thaim nhiém béi cac neutrophil.
CCL17, CCL20, CCL27 va CXCL9-11 thu hut té bao T vao mang vay nén.
Mot loai chemokine thu hat pDC, chemerin, ting trong thuong tén va gop

phan tap trung pDC sém vao thuong tén vay nén [27].



1.1.4. Pdc diém 1am sang
1.1.4.1. Bénh su

Can phai xac dinh tudi khai phat va khai thac tién sir gia dinh bi vay nén
boi vi tudi khoi phat cang tré va co tién st gia dinh thi bénh cang lan rong va
hay tai phat. Ngoai ra, nén khai thac vé dién tién bénh vi c6 sy khac biét gitta
vay nén “cdp” va “man” tinh. O dang man tinh, cac thuong ton thuong khéng
d6i hang thang tham chi hang nam, trong khi & dang cép tinh thuong khoi
phat xuat hién thuong t6n trong thoi gian ngan (vai ngay) [27].
1.1.4.2. Thuong tén da

Thuong ton dic trung 1a mang hong ban khéng tham nhiém, gioi han rd,
bé mit c6 vay trang. Kich thudc thuong ton ¢ thé thay doi tir nhitng san bang
dau kim cho dén nhiing mang bao phu phan 16n co thé. Bén duéi vay 13 16p
hong ban lang dong nhat va s& xuat hién nhitng cham xuat huyét khi lay 16p
vay di, gdy ton thuong mao mach bén dudi (dau hiéu Auspitz). Vay nén co
khuynh huéng ddi xtmg va day 1a dic diém co ich cho chan doan xac dinh.
Tuy nhién thuong ton mot bén ciing c6 thé xay ra [27].
1.1.4.3. Cac dgng 1am sang vay nén

Bénh vay nén hién nay duoc chia 1am 2 thé chinh [24]:

+ Vay nén thong thuong: gom cac thé mang, dong tién, cham giot.

+ Vay nén khéc: vay nén mun ma, vay nén do da toan than troc vay,
viém khop vay nén va vay nén mong.

Vay nén théng thwong: biéu hién trén da 1a mot san do, c6 vay thuong
hinh tron va thuong ndi 18n khoi mat da so véi xung quanh. CAc ton thuong
d6 co duong kinh dudi 1 cm (thé cham giot), duong kinh tir 1 dén dudi 2 cm
(thé dong tién) va ton thuong c6 duong kinh trén 2 cm (thé mang) [24],[27].

Céc dudi thé vay nén thong thuong gém co:



+ Vay nén mang: thuong khai dau bang san do, ranh gidi rd, nhiing san vay
két hop voi nhau thanh nhitng mang hinh tron, oval duong kinh trén 2 cm [24].

+ Vay nén thé dong tién: ton thuong 1 - 2 cm duong kinh, ving trung
tam c6 nhat mau hon, ngoai vi do tham, ranh gigi ro [24].

+ Vay nén thé giot: dic trung bai su xut hién nhitng san nho (dudng
kinh 0,5 - 1,5 cm) & than trén va gdc chi, thudng gap & bénh nhan tré. Dang
vay nén nay c6 mdi lién quan manh véi HLA-CW6, va nhiém lién cau ving
hau hong thudng co trudc hodc di kém véi khai phat hay bung phét vay nén
giot. Nhitng bénh nhan véi tién sir vay nén mang man tinh c6 thé xuét hién
thuong ton vay nén giot [27].

Ngoai ra, vay nén thong thuong con cé thé duoc phan theo vi tri ton
thuong [24]:

+ Vay nén dao nguoc (vay nén nép gap, vay nén k&): thuong ton o
nhitng nép gap chinh cua co thé nhu nach, ving sinh duc-ben va c6. Thuong
ton 1a hong ban gidi han r8, lang, troc vay it hoic khong co, thuong nam &
viing da tiép xuc véi nhau. Sy tiét md hdi tai thuong ton bi anh husng [27].

+ Vay nén 1ong ban tay ban chan.

+ Vay nén mong: chiém dén 40% bénh nhan vay nén. Ty & vay nén
mong ting theo tudi, thoi gian va mic do lan rong caa bénh, va co hién dién
vay nén khdp. Pic diém caa vay nén mong 1a moéng 16m, taich mong, ting
strng dudi mong, dau hiéu “giot dau” [27].

+ Vay nén niém mac: rat it gap.

Vay nén dé da toan than: 1a dang lan rong caa bénh, tac dong 1én khap
co thé gom mit, ban tay, ban chan, méng, than minh va chi. Hong ban 1a dic
diém noi bat nhat. Vay néng, khac véi vay nén mang man tinh. Bénh nhan do
da toan than mat nhiét nhiéu do gidn mach toan than, diéu nay co thé dan dén

hién tuong ha than nhiét [27].
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Vay nén mit: c6 mot sé dang 1am sang cua vay nén ma nhu vay nén ma
toan than (von Zumbusch), vay nén mua hinh vong, chéc dang herpes
(impetigo herpetiformis), va 2 thé cua vay nén mua khu tri (mun ma 16ng ban
tay 10ng ban chan va viém dau chi lién tuc). T4t ca cac thé 1am sang cua vay
nén déu c6 chtra bach cau trung tinh & 16p stng, khi tich tu da nhiéu thi biéu
hién 1am sang la vay nén ma [27].

Viém khép vay nén: xay ra & 5 - 30% bénh nhan vay nén, két qua thay
ddi tiy theo tirng nghién ciu [3]. Trong mét sé it bénh nhan (10 - 15%), triéu
chtng vay nén khap c6 thé xuat hién trude ton thuong da. Hién nay, van chua
c6 mot xét nghiém huyét thanh dic hiéu nao dé chan doan vay nén khap,
nhung hinh anh c6 gia tri trén X quang la khép bi an mon, dau hiéu nay xay ra
vai ndm sau khi c6 hién tuong viém quanh khop. Vay nén khop gap nhiéu hon
& nhitng bénh nhan vay nén tuong ddi nang. Nhitng yéu té nguy co lam cho
vay nén khép cé dién tién nang 1a: xuét hién sém, nix gidi, ton thuong da
khép, c6 tinh chat di truyén, ton thuong sém trén X quang [28]. Chan doan
viém khop vay nén theo tiéu chuan CASPAR (Bang 1.1).

Bdng 1.1. Tiéu chudn chdn dodn viém khép vay nén (CASPAR) [29]

Tiéu chuan Piém
Hién dang c6 vay nén 2 diém
Tién st vay nén (khong tinh néu hién dang c6 vay nén) 1 diém

Tién st gia dinh vay nén (khong tinh néu hién tai hay trudc day c6 1 diém
vay nén)

Viém ngon (hién tai hay trudc day) 1 diém
Hinh thanh xuong méi ngay canh khép 1 diém
Yéu t6 thap (-) 1 diém

Loan duong méng (ly méng, méng 16m va/hay tang sung) 1 diém




11

Chan do4n: Triéu ching viém khép + > 3 diém CASPAR

1.1.5. Hinh @nh mé hec trong vay nén

Giai dogn sém: Gidn mach, phi nh( bi va thdm nhiém bach cau xuét
hién trudc cac bién ddi cua thuong bi ¢ nhitng thuong ton dang phat trién.
Tiép theo 14 hién tuong ting stng, 16p hat bién mat, va thuong bi ting san
nhe. O nira dudi thuong bi, ngudi ta thdy hinh anh phan bao cua céc té bao
sing (Keratinocyte) va thAm nhi@m bach cau trong céc 6 xp bao. Rai rac co
cac dam 4 sung, c6 hodc khong kém bach cau trung tinh. G 16p Malpighi,
bach cau trung tinh tap trung dé tao thanh mun mu dang xdop bao dic trung
goi la Kogoj. Tang san thuong bi véi @6 dai cac mao ngang nhau va cac mao
mach dan ra, udn luon cing vai thAm nhidm hdn hop bach cau don nhan va
bach cau trung tinh [30],[31].

Giai doan thwong ton phat trién day dii: CO hién tuong & stng két hop
véi truc sung khu trd va su tao thanh vi 4pxe Munro, gan nhu mat 16p hat,
mun ma dang xop & lép Malpighi, ting san voi kéo dai cac mao thuong bi va
mong l6p thuong bi trén nhi. Cac mao thuong bi nay thuong bi chia nhanh
hay hoa lan véi mang day, cung voi thAm nhiém bach cau don nhan & nua
dué6i cua thuong bi. Cac mao mach dan ra, udn luon tiép xGc véi mat duéi coa
thuong bi trén nha va dugc bao quanh boi su thAm nhiém hdn hop bach cau
don nhan 1an bach cau trung tinh ciing nhu cac hong cau thoat mach. Hién
tugng bach cau xam nhap vao thwong bi Xxay ra nhiéu ¢ ving trén nhd
[30],[31].

T6m lai, hinh anh mé hoc dic trung cuia vay nén la: [30],[32]

- Lop sung day co hién tugng a sung
- Lop hat bién mat

- L6p gai mong
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- Mam lién nh dai ra
- Cé vi &p xe Munro trong 16p gai
1.1.6. Xét nghiém trong bénh vdy nén

Xét nghiém mo hoc hiém khi duoc st dung dé chan doan vay nén, trur
nhiing truong hop khé. Cac dau hiéu mé hoc cua vay nén giot va vay nén
mang man tinh da duoc mé ta & phan “1.1.5.”. O giai doan som cua vay nén
mu, thuong bi thudng ting gai nhe, trong khi ting san dang xop bao lai gip &
nhitng thuong ton cii hon va kéo dai. Bach cau da nhéan trung tinh di chuyén
tr nhitng mach mau dén & bi nong vao thuong bi. Tai day, ching tap hop lai
ngay bén dudi 16p sting va tai 16p Malpighi nong dé tao nén mun mu dang
x6p bao cua Kogoj.

O vay nén thong thuong thé nang, vay nén ma toan than va vay nén do
da toan than, ¢ can bang am luong nitrogen, biéu hién 1a giam albumin huyét
thanh. Bénh nhan vay nén ciing c6 su bién doi lipid mau, ngay ca & giai doan
khoi phat bénh. Acid uric huyét thanh ting & 50% bénh nhan va cé tuong
quan va&i mic do lan rong va hoat tinh caa bénh, va tro lai binh thuong sau
khi diéu tri. C6 su gia ting nguy co viém khép do gout.

Mot sb xét nghiém chi diém viém hé thong nhu tang C-reactive protein,
ap-macroglobulin, va téc do ling mau. Tuy nhién diéu nay hiém khi xay ra &
nhitng truong hop vay nén mang man tinh khéng c6 bién ching viém khap.
Tang IgA huyét thanh va phiic hop mién dich IgA, ciing nhu bénh thoai hoa
tinh bot thir phat (secondary amyloidosis) ciing duoc thay ¢ bénh nhan vay

nén. Tién luong Xau néu vay nén c6 kém bénh thodi hda tinh bot tha phat.
1.1.7. Ddnh gid mirc dp nang cia vdy nén

1.1.7.1. Di¢n tich vung da bénh (Body Surface Area - BSA):
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Trong thuc hanh 1&m sang hang ngay, dién tich vung da bénh dugc do
bang quy luat s6 9 va st dung 1ong ban tay bénh nhan tuwong tng véi 1% dién
tich co thé [33]. V&i BSA dudi 10% la vay nén mac d6 nhe, 10 - 30% & muc

d6 vua va trén 30% & muc do nang [27].

Bdng 1.2. Po di¢n tich ving da bénh (BSA) bang quy ludt s6 9

Pau, co 9%
Than minh 36%
Chi trén (tinh ca nach) 18%
Chi dudi (tinh ca méng) 36%
Sinh duc 1%
Tong cong 100%

1.1.7.2. Chi s6 PASI (Psoriasis Area and Severity Index):

Pay 1a chi sb danh gid mtc do bénh duoc sir dung nhiéu nhat trén 1am
sang [33],[34]. Co thé dugc chia thanh 4 ving: dau c6 (H), than minh (T), chi
trén (U), chi dudi (L). Cac tinh chét cua thuong ton dugc dung dé tinh chi sé:
hong ban (E), tim nhuan (1), vay (D) theo thang diém 0 - 4, véi 0 (khéng anh
huong), 1 (nhe), 2 (vira), 3 (nang), va 4 (rat nang). Ty & phan trim mdi ving
da bi bénh duoc quy d6i ra sb, tir 0 (khdng bi ton thuong) dén 6 (100% ving
bi ton thuong). Chi s6 PASI dugc tinh theo cong thirc trong Bang 1.3.

Bdng 1.3. Chisé PASI [3]

Bén ving co thé: dau ¢ (H), than minh (T), chi trén (U), chi dui (L)
Hé s6 ton thuong mdi ving co thé (A): 0 - 6

Hong ban (E), tam nhuan (1), troc vay (D): 0 - 4
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PASI = 0,1(E4 + Iy + Dy)Ay + 03(Er + I+ + D)AT + 0,2 (Ey + Iy +
Du)Au + 0,4(EL + IL + DL)AL

PASI thay dbi tir 0 - 72, chi s6 cang cao thi bénh cang ning. PASI duoc
phan do nhu sau: mite dg nhe (< 10), mize dé vira (tir 10 dén < 20) va mire do
nang (> 20) [32],[35].

Tinh mirc do giam chi s6 PASI (%) = (PASI trudc diéu tri - PASI sau
diéu tri) x 100%/PASI trude diéu tri

Trong cé4c thir nghiém 1am sang, ngudi ta thuong dung chi sé6 PASI-75
(giam 75% chi s6 PASI) dé danh gia két qua diéu tri [34].

Ngoai ra, trong thuc hanh 1am sang, c¢é thé danh gia két qua diéu tri theo

5 mac do nhu sau: [24]

- Rattét: PASI giam 100%

- Tét: PASI giam 75% - 99%

- Kha: PASI giam 50% - < 75%
- Vrua: PASI giam 25% - < 50%

- Kém, khong két qua:  PASI giam < 25%
1.1.7.3. Chi s IGA 2011 (Investigator’s Global Assessment 2011)

IGA 1a mot cong cu don gian dé danh gia tong quat mic d6 niang cua vay
nén. Chi s6 nay da duoc str dung trong cac thir nghiém l1am sang trén 35 nim
nay, bit dau véi nhitng nghién cau vé tinh trang sic khoe tdm than. IGA
phién ban nam 2011 (IGA 2011) thuong dung trong cac thi nghiém pha 3,
danh gia thuong ton vay nén gom c6 nim muc do (0 - 4): sach (0), gan sach
(1), nhe (2), trung binh (3), va nang (4).

Co quan Quan ly thudc va thuc pham Hoa Ky (FDA) va Co quan Quan
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ly thubc chau Au (EMA) khuyén céo st dung PASI va IGA két hop vai nhau

dé danh gia hiéu qua cua mot thubc méi trong diéu tri vay nén [36].
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Chi s6 IGA 2011 dugc danh gia theo phan loai nhu trong Bang 1.4.
Bdng 1.4. Chi sé 1GA 2011 [36]

Piém sé6 Phan loai M@ ta chi tiét

0 Sach Khong c6 dau hiéu vay nén; cd thé co tang sic td sau
viém.

1 Gansach  Khong day da; mau tén thuong tir binh thudng dén
hong; vay tai chd khong cé hoic téi thiéu.

2 Nhe Day & ngudng phat hién hoic mac do nhe; mau hong
dén do nhat; vay min chiém uu thé.

3 Trung binh  Day ro rét cho téi muc trung binh; ban do ruc, phéan
biét duoc rd; vay muac trung binh.

4 Nang Day nhiéu c6 bo cimg; mau dé tuoi cho dén do sam;

vay nhiéu/thd bao phu hau nhu tat ca ton thuong.

1.1.8. Chédn dodn vay nén

Chan doan xac dinh vay nén thuong dya vao 1am sang. Trong mot sé
truong hop bénh st va tham kham 1am sang khong da chan doan mai c6 chi
dinh sinh thiét 1am giai phau bénh dé chan doan xéac dinh [27],[32]. Pa sb cac
truong hop roi vao 3 nhom chinh 1a vay nén giot, vay nén mu/do da toan than,
va vay nén mang, trong d6 loai thir 3 thuong gip nhat. (Xem Hinh 1.2. So 6
chan doan va diéu tri vay nén) [27].

Ghi chu: BB-UVB = broadband UVB; NB-UVB = narrowband UVB;
FAE = fumaric acid ester; PUVA = psoralen két hop véi UVA.
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SO PO CHAN DOAN VA DIEU TRI VAY NEN

Biéu hién lam sang ]

( Lam sang chwa ré ]

A

phan biét

Vay nén

Vay nén dé da toan than/
vay nén mu

<

- Acitretin

Cac tiéu chuan lam sang |
giup chan doan vay nén
- Phan bo doi xtrng

- O mat dudi chi

- Dau hiéu Auspitz

- Thwong ton gi¢i han ro
- Tréc vay trang bac

J

J

Vay nén giot
- Khdng can diéu tri
- UVB dai hep (NB-UVB)

- Cyclosporine A " >l inh escas - Thudc bdi
- PUVA, NB-UVB } . D&n xuét vitamin D3
- Methotrexate . Steroids boi
- Thuéc trc ché TNF / ¥
- Steroids toan than [ Nang ] [ Vira [ Nhe ]

>30% BSA ) (> 10%BSA ) (=

10% BSA

Quang tr'i liéu

"Piéu tri tai cho
Lwa chon thik nhét:
- Thudc lam mém da
- Glucocorticoids
- Dan xuét vitamin D3
Lwa chon tht hai:
- Salicylic acid
- Dithranol

(. - - -
Diéu tri toan than Phacdo .
Lwa chon thir nhat: Goeckerman cai tién| | Lwa chon thi nhat:
- Methotrexate - NB-UVB
- Acitretin - BB-UVB
- Thuéc sinh hoc Lwa chon thi hai:
- Alefacept - PUVA
. Etanercept - Excimer
. Adalimumab - Climatotherapy
- Infliximab
- Ustekinumab

Lwa chon thir hai:

- FAE

- Cyclosporine A

- Khac:hydroxyurea,

6-thioguanine, celicept,

Lsulfasalazine

- Tazarotene
- Thudc chira hac in

Hinh 1.3. So' dé chdn dodn va diéu tri vay nén

Nguén: Fitzpatrick’s Dermatology in General Medicine 2012 [27]

1.1.9. Piéu tri vday nén
1.1.9.1. biéu tri tai ché

+ Corticosteroid:

Ké tir khi xuat hién vao dau nhitng nam 1950, corticosteroid di tré thanh
mot loai thudc boi chinh trong diéu tri vay nén. Pay thuong la lya chon hang
dau cho vay nén nhe dén trung binh va thuong t6n & nhiing vi tri nhu nép gap

va sinh duc, day la nhitng ving dé bi kich ung boi céac loai thudc bdi khac

[31.[27].[37].[38].
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Corticosteroid duoc bao ché dudi nhiéu dang khac nhau tir m&, kem, dung
dich dén gel, xa phong va dau goi; néi chung, dang m& c6 hiéu qua cao nhat.
Trai qua nhiéu nim, dac tinh khang viém cua corticosteroid boi da duoc cai
thién bang cach ting tinh 4i m& nho chan nhém 16- hay 17-hydroxy wa nuéc
hay bang cach dwa cac gbc acetonide, valerate hay propionate vao ché pham.
St dung thudc dudi dang bang kin bang chat déo hay hydrocolloid ciing gia
tang dang ké tinh thim cua thudc. Bai thudc 1 lan/ngay ciing cho hiéu qua nhu
2 lan/ngay, va co thé duy tri két qua 1au dai bang bdi cach ngay [39].

+ Ddn xudt vitamin D:

Vao dau nhitng nam 1990, dan xuét vitamin D5 di c6 trén thi truong véi
vai tro 12 mot loai thudc boi diéu tri vay nén. Dan xuét vitamin D Gc ché su
tang sinh thuong bi, va tao su biét hoa binh thudong bang cach tang hinh thanh
bao stng hda va hoat hda enzyme transgluminase. Thudc ciing Gc ché mot sb
chic ning cua neutrophil. Nho vao hiéu qua diéu tri va it doc tinh,
calcipotriene (calcipotriol) va nhiing dan xuat vitamin D; khac trg thanh lua
chon hang dau trong bénh vay nén [3],[27],[37],[38].

Calcipotriene don trj liéu cho két qua chi s6 PASI giam 60% sau 8 tuan
diéu tri, nhung trén thuc té, thudc thuong duoc ding két hop voi
corticosteroid tai chd [3].

+ Két hgp ddn xudt vitamin D; va corticosteroid:

NGi chung, thudc bdi dan xuét vitamin D5 va corticosteroid 1a nhitng lra
chon dau tién trong diéu tri vay nén mang thé nhe dén trung binh
[31.[27],[37],[38].

Tuy nhién trén thuc té, dang két hop gitra 2 loai thudc trén van duoc béac
s uva chudng hon nham phat huy téi da hiéu qua va han ché téi thiéu tac dung
phu caa thudc. Trong mot thir nghiém 1am sang ngan han trén 1063 bénh nhan

vay nén nhe dén ning, 48% bénh nhan diéu tri bang két hop ma calcipotriene
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0,005% va betamethasone propionate 0,064% bdi 1 hay 2 l1an/ngay cé két qua
sach thuong ton hoic bénh chi con & mirc 6 nhe; trong khi d6, nhitng bénh
nhan bdi mot loai calcipotriene hoic betamethasone cho két qua lan luot 1a
16,5% va 26,3% [40]. Trong mot nghién ciru dai han trén 828 bénh nhan, 69-
74% bénh nhan diéu tri bang két hop md calcipotriene 0,005% va
betamethasone 0,064% bdi 1 hay 2 lan/ngay cho két qua sach hoic gan sach
thuong ton so véi 27% bénh nhan trong nhém placebo. Khdng cé bién ¢
nghiém trong nao do thudc nhu ran da hay tc ché truc ha doi - tuyén yén khi
st dung thudc dang két hop néi trén trong thoi gian diéu tri 52 tuan [41]. Khi
calcipotriene két hop betamethasone dipropionate (thuéc dang md), chi s6
PASI giam 70% [42], va ty ¢ sach thuong ton/hay con thuong ton tdi thiéu 1a
70% bénh nhan vay nén da dau (thudc dang gel) [43].

+ Anthralin (Dithranol):

Anthralin (dithranol, cignolin, 1,8-dihydroxy-9-anthrone) da duogc st
dung tir ndm 1916; hién tai van duoc dung dé diéu tri vay nén mic du khdng
phd bién bang trudc day. Thude tac dong 1én thuwong bi véi hiéu qua chdng
tang sinh. Anthralin ciing (¢ ché ting sinh té bao lympho T do phan bao va
héa huéng dong neutrophil. Tai chau Au va nhiing ving khac bén ngoai nuéc
My, thude thuong duoc sir dung nhat ¢ nhiing trung tam diéu tri trong ngay
va diéu tri ndi trd. Theo kinh nghiém cua nhiéu tac gia, it nhat 80% bénh nhan
sach thuwong ton trong 3 - 5 tuan diéu tri nodi trd hay & trung tam diéu tri trong
ngay. Néu str dung anthralin tai nha, hiéu qua giam di dang ké [3].

+ Retinoid tai ché:

Tazarotene, mot acetylene retinoid gan chon loc véi thy thé p (RAR-P)
va y (RAR-y), c6 thé dung diéu tri vay nén. Tazarotene giam ting sinh thuong
bi va wc ché su biét hoa lién quan dén vay nén. Thube duoc bao ché duéi

dang kem va gel véi boi 1 hay 2 lan/ngay. Kich ¢ng da véi cam giac ngua,
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bong rat, va hong ban 1am han ché sir dung tazarotene. Vi 1y do d6, thudc hiéu
qua hon khi két hop véi corticosteroid tai chd. Ving co thé diéu tri toi da 1a
10 - 20% dién tich, va dix liéu vé tinh an toan kéo dai dén 1 nam diéu tri [3].

+ Céc logi thudc tai ché khéc:

Néu mang vay nén troc vay day, can phai 1am mong bét dé ting tinh
tham vai thube bdi va tia cuc tim. Céac chon lya dé phuc vu muc dich nay gém
c6 tam nudc mudi, boi acid salicylic va udng retinoid. Acid salicylic 5 - 10%
c6 hiéu qua tiéu stmg dang ké. Co thé bdi acid salicylic hang ngay ¢ nhiing
thuong ton khu tr, nhung voi nhimg ving thuong ton lan rong, nén gisi han
trong 2 - 3 lan/tuan. Piéu nay gilp phong ngira hap thu doc tinh toan than,
nhat Ia ¢ tré em hay nhiing ngudi giam chire ning than [3].

Hac in (coal tar) c6 tac dong khang viém va hiéu qua nhu mot chat
chéng ngtra. Do kha nang gay dot bién nén hic in chéng chi dinh & phu nit ¢6
thai hoidc dang cho con bu. Tuy nhién, hudng din sir dung cac ché pham tir
hac in lai khac nhau giira cac québc gia [3].

Thudc tc ché calcineurin dugc sir dung diéu tri vay nén & mit va nép
gap. Mot s nghién ctiru ngau nhién c¢6 doi chimg di cho thay hiéu qua va tinh
an toan caa thudc trong chi dinh noi trén [44].

T nim 2004, Pang Van Em bat dau nghién cau cdy 16 hoi, dén nay da
x4c dinh duoc thanh phan chinh, doc tinh va tac dung trén 1am sang cua céc
san pham 18 hoi (kem bdi va vién uéng). San pham kem 16 hoi AL-04 d3 dugc
st dung hd trg diéu tri bénh vay nén c6 hiéu qua, hau nhu khéng c6 tac dung
khong mong mudn, dung bdi cho moi lta tudi, moi ving co thé [5]. Két hop
methotrexate uéng 7,5 mg/tuan voi boi kem 16 hoi AL-04 2 lan/ngay trong 4
tuan trén 40 bénh nhan cho két qua giam PASI 79,87% (tir 15,7 con 3,16),
trong d6 PASI-75 dat 77,5%, PASI-50 dat 100%. So sanh véi nhom doi
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chung (MTX + m& salicylic 5%, PASI tir 17,1 con 6,75) thi két qua kem 16
hoi tot hon co y nghia théng ké véi p < 0,001 [45].
1.1.9.2. Quang va quang hoa tri liéu

Quang va quang hoa tri liéu van con 1a phuong phap chinh trong diéu tri
vay nén niang. Quang trj liéu véi tia UVB dai rong hay dai hep va quang hoa
tri liéu véi tia UVA sau khi uéng hay boi psoralen (PUVA liéu phap) la
nhitng chon lya diéu tri mang tinh kinh dién. Vao nhitng nim cudi 1970, don
tri liéu vai liu gay hong ban cia UVB dai rong da cho thay tinh hiéu qua; sau
d6 tia UVB dai hep (311 - 313 nm) d4 duogc phat trién va hién 1 ngudn buc xa
tdi wu dé diéu tri. Laser excimer 308 nm c6 thé duoc sir dung dé diéu tri mot
s6 mang thuong ton khu trd [3],[46]. Psoralen chinh thic duoc st dung trong
PUVA liéu phap tir 1974 gdm ba loai 1a: 8-Methoxypsoralen (8-MOP), 5-
Methoxypsoralen (5-MOP) va Trimethylpsoralen (TMP). Rat nhanh chong,
licu phap nay duoc chon dung diéu tri cho nhiéu bénh da lidu néi chung va
diéu tri bénh vay nén ndi riéng trén toan thé gisi [24].
1.1.9.3. biéu tri toan than

+ Methotrexate:

Vao nam 1971, amethopterin (methotrexate; MTX) da duoc FDA cua
Hoa Ky cho phép str dung diéu tri bénh vay nén. MTX tac dong 1én té bao
lympho trong mau va & da, diéu ndy giai thich co ché diéu tri vay nén cua
thudc nay. MTX la thuc ding toan than hang dau hién nay vi c6 hiéu qua cao
& vay nén nang va tat ca cac dang 1am sang cua vay nén. MTX duoc sir dung
hang tuan, thuong dudi dang ubng 1 liu (d6i khi tiém bap hodc dudi da) va
mdi 12 gio x 3 lidu/tuan; liéu téi da hang tuan thuong 14 25 mg. Cac tac dung
phu 1am gigi han viéc sir dung MTX cho bénh nhan thé trung binh dén ning

ma thubc tai chd va quang (héa) tri lieu khong hiéu qua va’hay ¢ nhiing
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truong hop chdng chi dinh cac phwong phap diéu tri ndi trén. Viéc bd sung
acid folic trong khi diéu trj bang MTX 14 van d& con tranh luan do c6 y kién
cho rang acid folic 1am giam hiéu qua cia MTX. Cac hudng dan sir dung
MTX thay d6i khac nhau gitra cac qubc gia va tinh trang bénh ly [3].

+ Cyclosporine A:

Cyclosporine dugc Gam phan 1ap tir nam Tolypocladium inflatum vao
nam 1970. Theo dit liéu tir nhitng thir nghiém 16n ¢o dbi ching, cyclosporine
c6 hiéu qua cao trong diéu tri vay nén niang. Ciing nhu thudc wc ché
calcineurin, cyclosporine ngin ngira su hoat hda té bao lympho T khong
phong thich cac cytokine nhu IL-2. Cyclosporine ¢ thé duoc sir dung mot
cach an toan, nhung can tuan thi huéng dan sir dung mot cach chat ché. Vi
gy doc tinh cho than (vd. giam d6 loc cau than, teo dng than), cyclosporine
chi nén dugc sir dung trong mot dot vai thang (t6i da 1 nam, du con tranh luan
vé thoi gian diéu tri) va xen k& véi nhiing loai thube khac. Biéu tri ngat quang
véi nhiéu dot ngan trong mot vai tuan. Cyclosporine c6 thé cho két qua diéu
tri ngoan muc, nhung két qua nay phai duoc can bang khi thay thé bang
phuong phap diéu trj thich hop khéc, néu phai ngung cyclosporine [3].

+ Retinoid toan than:

Nho nghién ciu bién doi phan tar vitamin A dan dén viéc kham pha ra
thé hé dau tién cua retinoid, gém c6 all-trans-retinoic acid (tretinoin) va 13-
cis-retinoic acid (isotretinoin). Nghién ctru sau d6 da phat trién thé hé retinoid
thir 2, nhitng chat c6 1 nhan thom, d6 13 etretinate va acitretin. Acitretine c6
hiéu qua diéu tri vay nén cling nhu nhitng rdi loan sing hoa va lupus da. Mot
van dé lén cua sir dung retinoid toan than la kha ning sinh quai thai, vi vay
bénh nhan nir trong d6 tudi sinh san phai tranh thai trong sudt qua trinh diéu

tri va 2 thang dén 3 nam (ty vao ban hily cua thudc) sau khi ngung diéu tri.
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O bénh nhan vay nén mang man tinh, liéu khoi dau 13 0,5 mg/kg/ngay, sau d6
tang lidu thy thudc dap tng 1am sang va tac dung phu. Déi véi vay nén do da
toan than, liéu khai dau 1a 0,25 mg/kg/ngay; va véi vay nén mu, liéu co thé toi
da 1én dén 1 mg/kg/ngay. O bénh nhan vay nén mang man tinh, liéu dap ang
khi gay viém méi nhe (do bénh nhan cam nhan), trong khi bénh nhan vay nén
mu lidu dap ung khi c6 biéu hién 1am sang viém méi rd (nhung bén nhan
dung nap duoc) [3].

+ Céc chat sinh hgc (Biologics):

Trong vong 15 nim gan day, véi sy phat trién caa khoa hoc k¥ thuat,
nhiéu yéu t6 lién quan dén sinh bénh hoc vay nén da dugc phat hién. Chinh vi
vay, phuong phap diéu tri bénh vay nén bang cac chat sinh hoc da ra doi
(Biotherapy). Nhitng thudc nay c6 ngudn gdc tir ky thuat DNA tai to hop,
gom nhiing khang thé don dong va protein hdn hop khang thé - thy thé tac
dong dic hiéu vao hoat tinh caa té bao lympho T hay cac cytokine c6 vai trd
trong ban chat viém cua vay nén. Bang cach @c ché nhitng thanh phan dic
hiéu cua hé thong mién dich, thudc sinh hoc c6 thé khong tac dong 1én cac té
bao cua nhimg co quan khac, vi vay han ché phan ndo cac tac dung khdng
mong muén. Két qua 1a, cac bac si da lidu da chuyén tir nhitng chon lya diéu
tri mang tinh “may rai” sang nhitng can thiép dya trén hiéu biét su sic vé
sinh bénh hoc mién dich cua vay nén [47],[48]. Bit dau tir nam 2000, thubc
sinh hoc da duogc st dung trong diéu tri vay nén khép va vay nén trung binh
dén nang. Mot sé huéng dan diéu tri da gidi han viéc sir dung loai thudc nay
cho nhiing bénh nhan “nhu cau cao”, khi chdng chi dinh tat ca cac phuong
phap diéu tri khac hoic c6 diéu tri nhung két qua kém. Trong khi d6, mot sd
tac gia cho rang thudc sinh hoc c6 thé 1a chon lwa cho nhitng bénh nhan

khong co két qua diéu tri tot vai mot thude toan than kinh dién [3].



24

Bdng 1.5. Céc thuéc sinh hoc diéu tri vay nén hign co trén thj trwong [48]

Tén thuéc Muc tiéu diéu tri Cau truc phan tir
Etanercept TNF-a Protein hon hop cua nguoi
Infliximab TNF-a Khang thé tir dong vat
Adalimumab  TNF-o Khéng thé nguoi

Ustekinumab  Tiéu don vi p40 cua IL-12/23  Khéang thé nguoi

Secukinumab IL-17 Khéng thé nguoi

+ Céc logi thudc toan than khéc:

Mot s6 thude toan than khac ciing co hiéu qua diéu tri vay nén nhu
Fumarates, Mycophenolate mofetil, calcitriol, 6-thioguanine, Hydroxyurea
[3], [27], dapsone [35]. N6i chung, cac loai thudc nay thudng it duoc sir dung
hon nhiing thuéc da dugc mé ta ¢ phan trén. Ngoai ra, gan ddy mot sé loai
thudc méi da duogc ther nghiém thanh cong va FDA Hoa Ky cap phép trong
diéu tri vay nén trung binh dén ning nhu thudc @c ché Janus kinase
(Tofacitinib) va @c ché Phosphodiesterase (Apremilast) [49].

1.2. Vay nén va lipid mau
1.2.1. So lwgc vé cac thanh phan lipid mau

Cholesterol 1a mét loai lipid mau hién dién & mang té bao va Ia tién chat
cua cac acid mat va hormone steroid. Cholesterol di chuyén trong méau duéi
dang nhitng hat riéng biét chaa ca lipid va protein (lipoprotein). Co 3 loai
lipoprotein chinh dugc tim thay ¢ huyét thanh 12 lipoprotein trong luong phan

tar thap (LDL), lipoprotein trong luong phan tir cao (HDL) va lipoprotein
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trong lwong phan tu rat thap (VLDL). Mot loai lipoprotein khac c6 trong
lwong phén ta trung gian (IDL) gitra VLDL va LDL; trong thuc hanh l1am
sang IDL duoc tinh luén cho LDL [7],[10].

LDL cholesterol tao nén 60 - 70% tong lwong cholesterol huyét thanh.
N6 chira mot apolipoprotein don tén la apo B-100 (apo B). LDL la loai
lipoprotein ¢6 tinh sinh xo vira ddng mach chinh va duwgc NCEP xac dinh la
muc tiéu dau tién trong diéu tri ha cholesterol [7],[10].

HDL cholesterol chiém 20 - 30% tong lwong cholesterol huyét thanh.
Cac apolipoprotein chinh caa HDL 14 apo A-1 va apo A-ll. Nong d¢6 HDL
cholesterol ¢ mdi twong quan nghich véi nguy co bénh mach vanh tim. Mot
s6 bang chiing cho thdy HDL c6 vai trd bao vé chong lai qua trinh xo vira
dong mach [7],[10].

VLDL Ia lipoprotein giau triglyceride, nhung chiém 10 - 15% tong
lugng cholesterol huyét thanh. Cac apolipoprotein chinh cua VLDL 1a apo B-
100, apo Cs (C-I, C-Il, C-III) va apo E. VLDL dugc san xuat tai gan va la tién
chat cia LDL. Mot s6 dang cua VLDL, nhat 1a cac VLDL remnant, ciing c6
tinh sinh xo vira dong mach twong tuw nhu LDL [7],[10].

Loai lipoprotein th tu 1a chylomicron ciing giau triglyceride. Ching
duoc san xuét tai rudt non va xuat hién trong méu sau bita dn c6 chat béo. Cac
apolipoprotein cua chylomicron tuong ty nhu cia VLDL ngoai trir apo B-48
hién dién thay cho apo B-100. Cac chylomicron thodi hda mét phan
(chylomycrons remnants) co kha nang sinh xo vita dong mach [7],[10].

Triglyceride (TG) la loai lipid dugc téng hop qua 2 con duodng: tai gan,
md md (con duong glycerol phosphat) va tai ruot non (con duong
monoglyceride). Nhiéu nghién ctu cho thay méi lién quan giita nong do
triglyceride vai bénh mach vanh tim [7],[10].

Trong thuc hanh 1am sang, nguoi ta thwong xét nghiém dinh luong TG,
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cholesterol toan phan (cholesterol TP) va HDL-C, sau d6 dung cong thuc tinh
LDL-C: [7]

eLDL-C = cholesterol TP - HDL-C - TG/2,2 (néu cac gia tri dugc tinh
theo don vi mm/L)

eLDL-C = cholesterol TP - HDL-C - TG/5 (néu cac gié tri duoc tinh
theo don vi mg/dL)

Vi gitra cholesterol TP va HDL-C c6 tac dong trai nguocC nhau nén
ngudi ta tinh ty 1& cholesterol TP/HDL-C dé danh gia mirc d6 nguy co. Cac
nghién ciru cho thiy nguy co bénh mach vanh & nam giéi ting néu ty 1& nay
|6n hon 5 [7].

1.2.2. Réi loan lipid mau

Bdng 1.6. Phan loai cac mike dp réi logn lipid mau theo ATP 111 (2001) [10]

Nong dd mg/dL

Loai lipid mau (mm/L) Murc do
Cholesterol toan phan <200 (< 5,17) Binh thuong
200 - 239 (5,17 - 6,18) Gidi han cao
> 240 (> 6,20) Cao
LDL-C <100 (< 2,58) Téi vu
100 - 129 (2,58 - 3,33) Gan t6i uu
130 - 159 (3,36 - 4,11) Gidi han cao
160 - 189 (4,13 - 4,88) Cao
>190 (>4,91) R4t cao
HDL-C < 40 (< 1,03) Thap
> 60 (> 1,55) Cao
Triglyceride <150 (< 1,69) Binh thuong
150 - 199 (1,69 - 2,25) Gidi han cao
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200 - 499 (2,26 - 5,63) Cao
> 500 (5,64) R4t cao

Dinh nghia réi logn lipid mau: la tinh trang ting cholesterol,
triglyceride mau hoic ca hai, hoic giam nong do lipoprotein trong luong phan
tr cao, ting ndng do lipoprotein trong luong phan tir thap lam gia ting qua
trinh xo vira dong mach.

Céac xét nghiém chdn dodn va phén loai mirc d réi loan lipid mau:

gom triglyceride, cholesterol toan phan, HDL-C, LDL-C (xem Bang 1.6).
1.2.3. M4t sé nghién ciru vé néng dé lipid mau trén bénh nhan vay nén

Nam 1924, Ishimaru, mot trong nhitng nguoi tién phong nghién cuau
chuyén hoéa lipid trong bénh vay nén, di phéan tich dinh luwong nong do
cholesterol huyét thanh & bénh nhan vay nén. Tuy nhién, cac nghién ctru chwa
dem lai két luan. Vao nhitng nam tiép theo, nhiéu nghién ciru ciing tap trung
vao van dé nay. Nam 1926, Lortat-Jacob va cs 1a nhitng ngudi dau tién chi y
dén tinh trang ting cholesterol mau trén bénh nhan vay nén va co thé giam
triéu chung 1am sang bang cach giam nong do cholesterol. Cing nam do,
Lacroix phat hién luong cholesterol dang ké trong cac mang vay nén. Tac gia
nay cho thay nong do cholesterol huyét thanh ting & 40% bénh nhan, chi s6
nay cao hon 200mg% Vva gia thiét rang vay nén cé thé 1a mot dang dao thai
cholesterol qua da.

V4o nhimg nam 30 cta thé ky truéc, Rutz va Burger xem vay nén nhu
mot “dang lang dong lipid” va dat gia thuyét rang nhitng té bao biéu md ruot
non, gidng nhu céc té bao sung vay nén, chira lwong 16n lipid c6 thé can tro

su hap thu lipid qua thanh ruét non.
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Nam 1963, bao cao cua Melczer cho thdy vay nén c6 nguyén nhan tir
bat thuong chuyén hoa chit béo. Tac gia da phat hién sy bién doi thanh phan
phospholipids trong thuong ton vay nén va cho riang qua trinh viém, sung
huyét, va a sirng do su lang dong lipid & hé thong ludi - ndi mo.

Hon nita, nhitng bt thuong chuyén hoéa lipid nguyén phét va thi: phat
cho thay su lién quan chit ché véi vay nén, két qua nay dya trén quan sat cho
thay mdi ngay c6 10 - 20g vay, chira khoang 10% lipid, bong ra tir thuong ton
vay nén.

Dit liéu trén y van chi ra rang nhitng réi loan chuyén héa lipid c6 thé
xay ra mot cach da dang, nhung két qua khong phai luén mang tinh hang
dinh. Su khac nhau cé thé dén tir nhitng bién doi nhanh chéng nong do lipid
huyét thanh va anh huéng cua ché d6 an, mua, chung toc, di truyén hay
hormone ciing nhu nhitng yéu t6 khac chua duoc biét dén.

Dit liéu nghién ciu lién quan dén nhiing van dé noi trén cé thé chia
thanh 4 nhdm cha dé chinh: (1) nghién cau vé ban chat cua lipid bé mat da,
chu yéu tap trung vao acid béo va cholesterol; (2) nghién ctu trén lipid 16p
thuong bi; (3) nghién cttu LDL-C ¢ da vay nén; va (4) nghién cau lipid huyét
thanh [50].

Nhitng nghién ctu hién nay xac dinh sy bt thuong nong do lipid mau
trén bénh nhan vay nén. Mac di mdi tuong quan giita bat thuong nong do
lipid va vay nén da duoc béo céo tir 1au, nguoi ta van chua rd bat thuong lipid
dén tir qua trinh bénh vay nén hay la nguyén nhan lam khoi phat bénh man
tinh nay. Hién nay van dé nay van dang dugc ban luan va cac nghién ciu van
lién tuc duoc cong bd, didu do cho thay linh vuc ndy van con méi mé va can

duoc 1am sang té nhiéu hon nira (Bang 1.7).
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Bdng 1.7. Mgt sé nghién cizu vé réi loan lipid mdu lién quan dén vay nén

Tai li¢u tham , Pic diém nhém
Stt Tac gia Mo ta ket qua
khao nghién ciru
J Coll Cholesterol TP, TG, LDL- 128 bénh nhan vay nén
Ghafoor R et o , '
1. | [51] Physicians C cao hon va HDL-C thap va 128 nguoi nhom
a
Surg Pak 2015  hon so véi nhém chung chiing
Ty 1¢ rdi loan cholesterol
TP va LDL-C cao hon so
Santos- v6i nhom ching. Ty 16 réi 661 bénh nhan vay nén
Dermatology A '
2. JuanesJ et 2015 loan TG va HDL-C khong méang va 661 nguoi
al [52] khéc biét. Ri loan lipid nhém chimg
mau khéng lién quan dén
thoi gian bénh.
Ty 1¢ réi loan lipid mau la
Salihbegovic  Mater .
3. : ) 62,85% 70 bénh nhan vay nén
EMetal [53] Sociomed 2015
Cholesterol TP, TG, LDL-
Fahad Al ] C, ty 1& cholesterol 94 bénh nhan vay nén
_ Disease
4. Harthi et al TP/HDL-C cao hon va va 100 nguoi nhoém
Markers 2014 , '
[54] HDL-C thap hon so voi chiing
nhom ching
J Eur Acad . ' 353 bénh nhan vay nén
Ma C et al Vay nén khong lién quan
5. Dermatol L, va 13.065 nguoi nhém
[55] dén roi loan lipid
Venereol 2014 chiing
Journal of
Pakistan Ty 1& r6i loan lipid mau 1a
Jamil A et al o )
6. [56] Association of  95,8% 120 bénh nhan vay nén

Dermatologists
2014
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sodium-stimulated PON1
va ARE

Tai li¢u tham , Pic diém nhém
Stt Téac gia Mo ta két qua
khao nghién ciru
) Cholesterol TP, TG, LDL- .
Taheri 50 bénh nhan vay nén
) Arch Iran Med C, VLDL-C cao hon va ]
7. Sarvtin M et . . mang va 50 nguoi
2014 HDL-C thap hon so voi
al [57] nhom ching
nhom ching
i TG, LDL-C, VLDL-C cao 91 bénh nhan vay nén
El Asmi MA ) . ,
8. tal [58] Clin Lab 2014 hon va HDL-C thap hon va 91 nguoi nhoém
eta
so v&i nhom chiing chiing
Cholesterol TP, LDL-C,
VAP-1, Apo B, ty I¢ .
) . 90 bénh nhan vay nén
Nemati Het Cell Biochem  cholesterol TP/HDL-C, ty )
9. . va 90 nguoi nhém
al [59] Funct 2013 1¢ LDL-C/HDL-C, ty 1¢ e
chun
Apo B/Apo Al cao hon so 8
v&i nhom ching
Truong Lé . Cholesterol TP, TG, LDL- 100 bénh nhan vay nén
, Y hoc TP. Ho )
10 Anh Tuan va o C, HDL-C khong c6 sy va 100 nguoi nhém
Chi Minh 2012 )
cs [60] khac biét. ching
o TG cao hon so v6i nhém ,
Psoriasis: 20 bénh nhan vay nén
Bhat RM et chimg. Cholesterol TP, '
11 Targets and ) , va 20 nguoi nhom
al [61] LDL-C, HDL-C khéng c6 )
Therapy 2012 . chiing
su khac biét.
Cholesterol TP, TG, LDL- . . .
. ) 158 bénh nhan vay nén
Bajaj et al. J Pak Med C cao hon so véi nhom )
12 . va 79 ngudi nhém
[62] Assoc 2009 chung. VDLLc va HDL-C h
chun
khéng c6 sw khéc biét. 8
Khong c6 su khac biét vé
néng do lipid, MDA va .
) 30 bénh nhan vay nén
Tokeretal. Cell Biochem TAO. Tang hoat tinh )
13 . va 23 ngudi nhém
[63] Funct 2009 huyét thanh cua PONI,

chiig
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Tai li¢u tham , Pic diém nhém
Stt Téac gia Mo ta két qua
khao nghién ciru
Muc d¢ nang va thoi gian ,
. . . . 39 bénh nhan vay nén
Gisondi Dermatology ~ bénh vay nén la nhitng yéu )
14 . va 38 nguoi nhdém
et al. [64] 2009 t0 nguy co cirng dong mach i
chun
va xo vira dong mach s
Khéng c6 mdi lién quan
gitra nhdi mau co tim, dot
i quy, hay thiéu mau thoang 36.702 bénh nhan vay
Brauchli Br J Dermatol i . . )
15 qua v6i vay nén. Chi ¢c6 nén va 36.702 nguoi
et al [65]. 2009 - .
bénh nhan tré v4i vady nén nhom ching
nang lam tang nguy co
nhdi mau co tim
Khoéng c6 tuong quan gitra
PASI va chat chi diém xo
Yalcin et al. vitra dong mach dudi lam ,
16 JEADV 2009 . . . 28 bénh nhén vdy nén
[66] sang, 13 bénh nhan qua
can, 7 béo phi; 9 bénh
nhan c6 réi loan lipid
Ty 1€ déi thao duong, tdng
. . 1.127 bénh nhan vay
Wu et al. huyéet ap, tang lipid mau & N
17 JDD 2008 . nén va 1.127 nguoi
[67] bénh nhan vay nén cao
nhom chiing
hon nhom chimg
Ty 1& bénh tim thiéu mau,
dai thao duong, tang huyét 16.851 bénh nhan vay
Cohenetal. Dermatology . N
18 ap va béo phi ting. nén va 48.681 nguoi
[68] 2008
Cholesterol TP, TG ting nhom chung
va HDL-C giam
] Ty 1& 1di loan lipid mau & 10.669 bénh nhan vay
Dreiher Acta Derm , ,
19 bénh nhan vdy nén cao nén va 22.996 nguoi
et al. [69] Venereol 2008

hon nhém chung

nhom ching
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Tai li¢u tham

Stt Téac gia

khao

M0 ta két qua

Pic diem nhém

nghién ciru

Tang nguy co dai thdo
duong, tang huyét ap, rdi
loan lipid méau, béo phi,

44.164 bénh nhan vay

Kaye et al. Br J Dermatol N , . P O
20 [70] 2008 nhéi mau co tim, xo vita nén va 219.784 nguoi
dong mach, bénh mach nhdém ching
mau ngoai bién va dot quy
& bénh nhan vay nén
Ty 1¢ dai thao duong va tang
huyét ap, ty 1& cholesterol
TP, LDL-C, cholesterol . . .
102 bénh nhan vady nén
Tam et al. Rheumatology =~ TP/LDL-C ¢ bénh nhan vay .
21 p o khop va 82 nguoi
[71] 2008 nén cao hon. Ty I¢ HDL-C, ] ]
nhom chiing
ApoAl, ApoB,
ApoB/ApoAl ¢ bénh nhan
vay nén thap hon
- Ludwig BrJ Dermatol  Ting ty 1é va o nang caa 32 bénh nhan vay nén va
etal. [72] 2007 calci hoa mach vanh 32 ngudi nhoém chimg
Akhyani Tang  cholesterol TP, .
23 JEADV 2007 50 bénh nhan vay nén
etal. [73] LDL-C, TG
Ty 1&¢ hoi ching chuyén A L
. . ] R R . 338 bénh nhan vay nén
Gisondi BrJ Dermatol hoéa ¢ bénh nhan vdy nén .. )
24 L va 334 nguoi nhém
etal. [74] 2007 cao hon va c6 tuong quan -
chin
Vi thoi gian bénh 8
Réi loan da, nhiém tring
da va hat thuoe 1& 1a
nhitng yéu t& nguy co vay
nén; stress, dai thao 3.994 bénh nhan vay
Huertaetal. Arch Dermatol . 5 P O
25 duong, tang huyét ap, ro61 nén va 10.000 nguoi
[75] 2007

loan lipid mau, bénh tim
mach hay viém khép dang
thip khong phai 1a yéu tb
nguy co

nhom chirng
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Tai li€éu tham . Pic diém nhém
Stt Téac gia Mo ta két qua
khao nghién ciru
Nhiéu chi s6 lipid 1a yéu t6  116.608 bénh nhan lic
Setty et al. Arch Intern ) T . o )
26 nguy co chinh phat trien dau nghién ctru/892
[76] Med 2007 .z \ s A .
vay nén truong hop vay nén moi
Mbi lién quan giita dai ) .
) ] . A 46.095 bénh nhin vay
Shapiro J Am Acad thao duong, xo vira dong , C
27 o . .. mnénval.579.037 nguoi
etal. [77] Dermatol 2007 mach va vay nén, nhat 1a & ] .
e nhom ching
bénh nhan nir tuo6i 35-55
Cholesterol TP, TG, LDL- . L
- . . 60 bénh nhan vay nén
Javidi Zetal IndianJ C, cao hon so v4i nhém )
28 R , va 120 nguoi nhom
[78] Dermatol 2007 chang. HDL-C khong cé )
L chung
su khac biét.
Tang lipid mau, ting huyét
ap, bénh mach vanh, dai
Sommer Arch Dermatol thao duong, hoi ching . L
29 Lo . .. 625 bénh nhan vay nén
etal. [79] Res 2006 chuyén hoa va huat thuoc 1a
thuong gdp hon & bénh
nhan vay nén
Vay nén c6 thé 1a yéu t6 556.995 ngudi nhdém
Gelfand nguy co doc 1ap ciia nhdi  chimg va 127.139 bénh
30 et al. [80] JAMA 2006 mau co tim. RR cao hon & nhan vay nén nhe va
' bénh nhan tré v6i vay nén 3.837 bénh nhan vay
nang nén ning
_ Cholesterol TP, VLDL-C, 200 bénh nhan vay nén
Mallbris J Am Acad . .. )
31 HDL-C, Apo Al, Apo Bva va 285 nguoi nhom
etal. [81] Dermatol 2006 y o ) )
CRP tang so voi nhom chimg  chung
o " . 127.706 bénh nhan vay
Mo6i lién quan gilta dai
] . . . nén nhe va 465252
. thdo dudng, tang huyét ap, . . .
Neimann J Am Acad . , , ., nguoi nhoém ching
32 tang lipid méu, hat thuoc ) ) .
etal. [82] Dermatol 2006 3.854 bénh nhan vay

14 va tang BMI vé1 vay

nén nhe va nang

nén ning va 14.065
nguoi nhom chimg
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Tai li¢u tham , Pic diém nhém
Stt Téac gia Mo ta két qua
khao nghién ciru
557 bénh nhan vay nén
0 co so dir lieu UPI,
Herron etal. Arch Dermatol Bénh nhéan béo phi va hut .. .
33 Lo 4.080 nguoi nhém
[83] 2005 thuoc 1a nhi€u hon ) ) .
ching, 17.378 & co s&
dir licu NPF
Giam HDL-C, GpX va . L
. o 30 bénh nhan vay nén
Tarek & Journal of SOD, tang xo vira dong . )
34 . . .. va 20 ngudi nhom
Said [84] PALD 2005 mach qua hinh anh siéu )
. ] chung
am mach mau
Reynoso- 22 bénh nhan vay nén
J Am Acad . .
35 von Dratlen Giam HDL-C va 22 ngudi nhom
Dermatol 2003 )
et al. [85] chirng
Tang cholesterol TP, TG,
LDL-C, VLDL-C, Apo 24 bénh nhan vay nén
Rocha

36 Pereira et al.

[86]

Clin Chim
Acta 2001

Al, Apo B, Lp(a) va LDL-
C/cholesterol
HDL-C,
cholesterol TP

TP; giam
HDL-C/

hoat dong va 24 bénh
nhan vay nén on dinh,

40 nguoi nhém chung

Ghi chd: MDA, malondialdehyde; TAO, total antioxidant activity; SOD, superoxide
dismutase; GPx, glutathione peroxidase; PON1, Paraoxonase-1. VAP-1, vascular adhesion

protein-1

1.3. Vai tro ctia nhom statin trong da liéu

1.3.1. Pai cwong vé nhom statin

1.3.1.1. CAc thuac nhom statin

Nhém thudc statin gom nhiing chét wc ché canh tranh enzym 3-hydroxy-

3-3methylglutaryl coenzyme A (HMG-CoA) reductase, day la enzym co6 vai

tro trong tong hop cholesterol, chuyén HMG-CoA thanh mevalonate. Theo

tht ty dugc FDA Hoa Ky cong nhan, nhom statin bao gém lovastatin
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(Mevacor), pravastatin (Pravachol), simvastatin (Zocor), fluvastatin (Lescol),
atorvastatin (Lipitor), rosuvastatin (Crestor), va pitavastatin (Livalo) [87]
(xem bang 1.8.). Trong nghién ctru nay, chiing t6i chon simvastatin cho muc
tiéu thr nghiém 1am sang vi thudc nay duogc st dung nhiéu trén thuc té va co
hiéu qua cao, dong thoi chi phi thap hon nhitng thude khac.

Mot minh tac dung ha lipid mdu khong dem lai hi¢u qua toan di¢n trong
phong ngira bénh mach vanh. Cac nghién ctru da chi ra rang statin co tac dung
tuong tu vo1 isoprenoid (chﬁt gén lipid tao tin hi¢u ndi bao), tao tuong tac
gitip 6n dinh mang xo vira, ting cuong chirc ning ndi mac, giam viém va
stress oxy hoa, va trc ché sy hinh thanh huyét khéi. Statin cling cho thay tac

dung c6 loi trén hé mién dich, hé than kinh trung wong va xuwong [88].

Bdng 1.8. Tinh chdt duwec ly cac thusc nhém Statin [87]

Tinh chit Lovastatin Pravastatin Simvastatin Atorvastatin Fluvastatin Rosuvastatin Pitavastatin
Liéu tdi da
R 80 80 40* 80 80 40 4
(mg/ngay)
Giam LDL t6i da
40 30 >40 >40 40 >40 >40

(%)

Liéu lam giam >

40% LDL Khéngrd  Khong rd >40 >20 Khéng rd >5 4
(mg/ngay)
Murc giam LDL véi P

. . 34 41 50 24 63 Khéng rd
lieu 40 mg/ngay (%)
Muc giam

. . 5-22 7-10 10-20 16-26 8-12 16-28 14-22
triglycerid (%)
Murc tang HDL (%) 6-18 6-8 6-8 4-6 6-10 8-10 4-8
Thoi gian ban huy

. 2 1-2 1-2 14 1.2 20 11

(gi0)
énhA hu(mgA cuathoc Tanghdp  Giam hdp Khong Khong Kh()ng; Khén% déng Khén% dang
an 1én sy hap thu thu thu dang ké ke ke
Xuyé hé¢ tha

Hyen qua fe fhan co Khéng Co Khong Khang co Khang
kinh trung wong
Sinh kha dung <5 17 <5 14 24 20 51

Bai tiét qua than (%) 10 20 13 2 <6 28 15
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CYP2C9 va

Chuyén hoa CYP3A4  Sulfation CYP3A4 CYP3A4 CYP2C9 CYP2C9 2C8

1.3.1.2. Chi dinh trén Iam sang [88]

- Ting cholesterol mau: Cac chat tc ché HMG-CoA reductase dugc chi
dinh b6 tro cho liéu phap an udng dé giam ndng d6 cholesterol toan phan va
cholesterol LDL & ngudi bénh tang cholesterol mau tién phat (type Ila va I1b)
triglyceride giam it.

- Dy phong tién phat (cdp 1) bién c6 mach vanh: O nguoi ting
cholesterol mau ma khong co biéu hién 1am sang r0 rét vé mach vanh, chi
dinh cac chét e ché HMG-CoA reductase nham:

+ Giam nguy co nhdi mau co tim.

+ Giam nguy co phai lam cac tha thuat tai tao mach vanh tim.

+ Giam nguy co tor vong do bénh tim mach.

- Xo vita dong mach: O ngudi ting cholesterol mau cé biéu hién lam
sang vé bénh mach vanh, ké ca nhdi mau co tim trude do, chi dinh cac chat tc
ché HMG-CoA reductase nham:

+ Lam cham tién trién xo vira mach vanh.

+ Giam nguy co bién ¢6 mach vanh cép.
1.3.1.3. Chéng chi dinh va viéc sir dung thugc trong thai ky

Nén tranh st dung statin ¢ nhitng bénh nhan man cam véi bt clr thanh
phan nao cua thudec. Chéng chi dinh sir dung statin trén ngudi co6 bénh gan
hoat dong hodc tang transaminase gan kéo dai, nghi¢n rugu. Cac nha san xuat
khuyén cdo nén bat dau véi liéu thap nhat ¢ thé nhu canh bao voi bénh nhan
suy than nang [87],[89].

Statin chéng chi dinh ¢ phu nit mang thai hodc c6 kha nang c¢ thai vi cac

statin 1am giam tong hop cholesterol va c6 thé ca nhiéu chat khac c6 hoat tinh
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sinh hoc dan xuit tir cholesterol, nén thudc co thé gay hai cho thai nhi néu
ding cho ngudi mang thai [87],[89]. Cac dit liéu trén ngudi con han ché. O
chuot, statin lam gidm trong lugng thai, ¢t hoa xuong mudn, giam kha nang
sbng va tang nguy co chét cho me [87].

Nhiéu statin phan bd vao sita. Do tiém ning co tic dung khéng mong
mudn nghiém trong cho tré nho dang bu sita me, nén chéng chi dinh ding
statin & nguoi cho con bu [89]

1.3.1.4. Tac dung phu

NGi chung statin dung nap tot, ty 18 phai ngimg thudc thap hon so véi
cac thudc ha lipid khac. Tan suét gip tac dung khong mong mubn & moi statin
tuong tu nhu nhau va bénh nhan can phai dugc theo ddi trong suét qué trinh
diéu tri [89]. Mét trong nhitng tac dung phu thuong gap nhat cua statin 1a doc
tinh cho gan. Tang enzym SGOT véa/hoic SGPT khong triéu ching gap 3 lan
gidi han binh thuong xay ra & < 1% bénh nhan diéu tri bing statin [90]. Do
d6, chdng chi dinh tuyét di sir dung statin trén nhitng bénh nhan cé bénh gan
cap va man tinh va can phai xét nghiém chirc nang gan co ban truéc khi tién
hanh diéu tri. Nén ngung thudc néu enzym gan tang gap hon 3 1an so véi gidi
han trén cia muc binh thuong [91].

Mot tac dung phu khac cua statin la doc tinh cho co. Pau co xay ra trong
khoang 1,5 - 3% truong hop, viém co gap ¢ 0,3 - 2,2 trén 1 tri¢u trueong hop
st dung statin. Ly giai co van c6 thé de doa tinh mang va vi vdy nguoi ta
khuyén c4o bénh nhan diéu tri statin néu bi dau co nén dugc dinh lugng
enzym creatine kinase huyét thanh dé theo di [90].

Hay gap viém co va tiéu co van hon & ngudi bénh diéu tri phdi hop statin
véi cyclosporin, erythromycin, gemfibrozil, itraconazol, ketoconazol (do &c ché
cytochromCYP3A4), hoic véi niacin o liéu ha lipid (>1g/ngay) [89].



38

Tai Viét Nam, nhém thudc statin hién dang luu hanh dudi dang ché
pham don thanh phan (atorvastatin, fluvastatin, lovastatin, pitavastatin,
pravastatin, rosuvastatin, simvastatin) va ché pham phdi hop (phéi hop
simvastatin vai ezetimib hoac atorvastatin vai amlodipin). Cuc Quan 1y Dugc,
Bo Y té ciing dd c6 cong van s 5074/ QLD-DK, ngay 5 thang 4 nam 2013 vé
viéc cap nhat thong tin dugc ly thudc nhém statin [92].
1.3.1.5. Canh bao va thdn trong khi siz dung [87],[89],[92]

- Khéng can theo dai dinh ky chic niang gan ma chi khuyén cao lam xét
nghiém enzym gan trudc khi bat dau diéu tri bang statin va trong truong hop
chi dinh 1am sang yéu cau xét nghiém sau do.

- Can nhic theo doi creatin kinase (CK) trong truong hop:

+ Trudc khi diéu tri, xét nghiém CK nén dugc tién hanh trong nhiing
truong hop: Suy giam chirc ning than, nhuoc giap, tién st ban than hoac tién
sir gia dinh mac bénh co di truyén, tién sir bi bénh co do st dung statin hoac
fibrat trude do, tién sir bénh gan va/hoic ubng nhiéu rugu, bénh nhan cao tudi
(> 70 tudi) cd nhiing yéu té nguy co bi tiéu co vén, kha ning xay ra tuong tac
thudc va mot sd dbi twong bénh nhan dic biét. Trong nhimg trudng hop nay
nén can nhac loi ich/nguy co va theo doi bénh nhan trén 1am sang khi diéu trj
bang statin. Néu két qua xét nghiém CK > 5 lan gigi han trén cia muac binh
thuong, khéng nén bat dau diéu tri bang statin.

+ Trong qua trinh diéu tri bang statin, bénh nhan can théng bao khi c6
cac biéu hién vé co nhu dau co, cimg co, yéu co ... Khi ¢ cac biéu hién nay,
bénh nhan can lam xét nghiém CK dé cd cac bién phép can thiép phu hop.
1.3.2. Ung dung statin trong da liéu

Ngoai tac dung ha lipid mau, statin con c6 nhiéu tic dung quan trong

khac, nhat 1a diéu hoa mién dich khang viém. Dya trén nhiing tic dung nay,
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vé mit 1y thuyét cling nhu tir két qua nhitng nghién cru thuc nghiém va 1am
sang, statin cho thdy nhiéu tiém ning ung dung trong chuyén nganh da liéu
nhu diéu trj va hd tro diéu tri mot sd bénh ty mién, viém da, bénh co quan
ghép chdng lai vat chi, bach bién, thuyén tic cholesterol, u m& (lipoma), ban
vang (xanthelasma), u soi than kinh, ngtra do ting ure, HIV, rAm 16ng, khang
nim, bao ché thudc bdi...[17],[18],[19].

Bdng 1.9. Cac bénh da viém c6 thé ddp ing véi statin [18]

Nhirng bénh da co .
. Nhirng bénh dwgc gia thuyeét Nhirng bénh cé
bang chirng trén

B bang co ché tiém ning
nguoi
Lupus d6 hé thong Vay nén Mun tring ca
Rung toc toan thé Viém da co dia Trimg ca do
Viém khop dang thip May day vo cin man tinh Bach bién
Lymphoma da té bao T Viém mach
Xo cung bi Henoch-Schonlein
Viém da tiép xuc di Gmg U hat Wegener

Bénh co quan ghép chéng vat chil
Da v& nbi

Mastocytosis

May day sic t6

Mastocytosis bong nuéce

1.3.3. M4t sé nghién ciru si dung statin trong diéu tri vay nén

Dua vao co ché bénh vay nén, vé mat sinh hoc statin c6 thé c6 ich trong
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diéu tri vay nén thong qua nhitng tac dong diéu hoa mién dich khang viém.
Chéng han, statin diéu hoa xudng cac phan tir két dinh nhu LFA-1 (14 muc
tiéu diéu tri cua efalizumab). Statin cling urc ché san xuat cac cytokine viém
nhu TNF-a (1a muc tiéu diéu tri cua infliximab, entanercept, adalimumab).
Hon nita, statin tc ché san xuat 1L-17 (14 muc tiéu diéu tri caa thudc méi hién
dang trong thir nghiém 1am sang pha 3). Cudi cuing, statin &c ché sy hoat hda va
di chuyén cua té bao Th-1, day 1a té bao déng vai trd chinh trong sinh bénh hoc
vay nén [93]. Xem xét tinh an toan va chi phi - hiéu qua cua statin, cho thay can
thiét phai nghién ctiu gia thuyét statin dong vai tro kép trong vay nén, vira phong
ngtra va diéu tri xo vita dong mach théng qua tac dung ha lipid mau vira diéu tri
vay nén thong qua dic tinh diéu hoa mién dich khang viém.

Trén y vin, chiing toi thiy c6 mot s6 bao céo vé su dung statin diéu tri
vay nén. Mot nghién ctu & Nga sir dung simvatatin don tri [20] trong khi mot
nghién ctru ¢ Iran str dung simvastatin két hop mot corticosteroid boi tai chd
[22] dé diéu tri vay nén mang. Ca 2 nghién ciru déu cho két qua kha quan
nhung khong danh gia su thay doi chi sb lipid. Tuy nhién mot nghién ctu &
buc lai khong théy hiéu qua diéu trj vay nén cua simvastatin, c6 1& do ¢& mau
nho [94].

Mot nghién ctru khac ciing tién hanh tai Nga danh gid hiéu qua va tinh
an toan cla artovastatin trong diéu tri 63 bénh nhan vay nén c6 ting huyét ap.
Céc chi s6 1am sang (PASI, DLQI, PDI va SF 36) va can lam sang (IL 10,
TNF, hsCRP, rc TNF, LFA 1) duoc danh gia trude diéu tri va 6 thang sau
diéu tri. Két qua cho thiy atorvastatin c6 hiéu qua va an toan trong diéu tri
vay nén kém tang huyét ap [21].

O mét phuong dién khac, c6 mot bao cao truong hop bung phéat vay
nén boi statin [95]. M6t nghién ctru cho thy lovastatin duong udng khéng cé

hiéu qua trén dién tién vay nén & nhiing bénh nhan ting cholesterol mau,
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nhung c6 thé gay hong ban nhiém doc. Lovastatin boi gdy ting san thuong bi,
hdng ban, troc vay, va ting tong hop DNA ¢ chudt duc khong 16ng [96].
Tom lai, hiéu qua cua statin trong diéu tri vay nén can duoc nghién ctru

nhiéu va chat ché hon nira.

Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. P6i twong nghién ciu

Cac bénh nhan vay nén dén kham tai Bénh vién Da lidu thanh phé Ho
Chi Minh tir thang 01/2011 - 12/2014.
2.1.1. Tiéu chudn chan dodn [27],[32],[35]

Chén doan bénh vay nén chu yéu dua vao 1am sang, cu thé thuong ton 1a
mang hong ban tréc vay c6 > 1 trong céc tinh chét goi V:

- Phan bd ddi xtng

- O mit dudi chi

- Dau hiéu Auspitz

- Thuong t6n gidi han rd

- Vay trang bac

Nhimg truong hop khong dién hinh, chiing t6i dira vao hinh anh mé bénh hoc.
2.1.2. Tiéu chud@n chen bénh nhan
2.1.2.1. P6i véi muyc tiéu 1:

- Bénh nhan dén kham hay nhap vién tai BV Da liéu dugc chan doan vay nén.

-Pong y tham gia nghién cuu.
2.1.2.2. Doi véi myc tiéu 2:

- Nhém bénh: bénh nhan dén kham hay nhap vién tai BV Da liéu duoc

chan doan vay nén.
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- Nhém chang: ngudi binh thuong dén kham dé xé6a nét rudi hoic nguoi
binh thuong khoe manh tinh nguyén muén xét nghiém kiém tra duong huyét,
lipid mau. Nhom chimg dugc moi ngau nhién c6 chu ¥ dén gidi va tudi cho
phu hgp véi nhom bénh.

-Pdng y tham gia nghién cau.

2.1.2.3. Doi véi muc tiéu 3:

- Bénh nhén dén kham hay nhap vién tai BV Da lidu duoc chan doan vay
nén mang.
- Tudi > 18.

-Podng y tham gia nghién cau.
2.1.3. Tiéu chudn logi trie

Cho ca 3 muc tiéu:

- Nguoi cd bénh gay tang lipid mau thir phat nhu: nhuoc giap, hoi chung
than hu, suy than man, bénh mo lién két.

-Trong vong 6 thang cé su dung cac thudc: uc ché béta, thiazide,
corticosteroid, retinoid, cyclosporin, va nhitng thubc ha lipid mau.

- C0 thai hoac dang cho con bu.

Péi véi cac benh nhan trong nghién ciu thir nghiém 1am sang, thém tiéu
chuan loai trir 12 ¢ chdng chi dinh sir dung simvastatin va Daivobet® [60]:

-Qua man voi thanh phan cua thudc (simvastatin, calcipotriol va
betamethasone dipropionate).

- Bénh gan tién trién hay ting men gan (SGOT, SGPT) dai dang khéng
ré nguyén nhan.

- Bénh nhan c6 tién st bénh co.

- Nghién rugu nang.

- Suy than.
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2.2. Vat liéu nghién cau

- Thudc udng Simvastatin STADA® do cdng ty Stada-VN san xuit. Quy
cach : vi 10 vién, hop 3 vi. Mdi vién nén bao phim Simvastatin STADA® 20
mg chtra: simvastatin 20 mg, ta dugc vira da 1 vién.

- Thuéc bdi Daivobet® do cong ty Leo Pharmaceutical Products Ltd A/S
- Pan Mach san xuit. Mdi tuyp thuéc 30g, dang m&, c6 thanh phan 1

calcipotriol 50 pg/g va betamethasone dipropionate 500 ug/g.
2.3. Phuwong phap nghién ciru
2.3.1. Thiét ké nghién cizu va cé mdu

2.3.1.1. Poi véi myc tiéu 1: md ta cat ngang, tién cau, lay ¢d mau thuan tién
tir thang 01/2011 dén 12/2014.
2.3.1.2. Béi véi myc tiéu 2: mo ta cat ngang, tién ciu, ¢& mau udc luong theo

cong thure sau day [97]:

-

[Zi—a/2 /(1 + 27 = 7) + z1-gy/Am(1 — 1) + ma(1 — m)]

A(12 Ty )2

iy

A: hé s6 mau. Chon A = 1.

- my: ty 1& bénh nhan vay nén bi rdi loan lipid mau. Trong nghién cau thi
cua ching toi trén 50 bénh nhan vay nén, ty 1& nay la 50%.

- ti 1é nguoi trong nhém chang bi rdi loan lipid mau. Trong nghién cau
thir cua chung toi trén 50 nguoi binh thuong, ty 1€ nay la 30%.

- = (m+ )2 = 40%

- o sai 1am loai | (hay con goi la mic y nghia ma chiing ta mudn c6 trong

nghién ctru, thuong a = 0,05) — z; 4, = 1,96.

B: sai 1am loai 1l (sai 1am loai 1l khoang 5 - 10% twong Gng Véi ning luc
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90 - 95%) — z;.5 = 1,28.

- Thay vao cbng thuc, ta dugc n = 128.

2.3.1.3. Déi véi muc tiéu 3: thir nghiém 1am sang c6 ddi ching so sénh, ¢&

mau uéc luong theo cong thuc sau day [97]:

m

[Zi—a/2 /(1 + AT = T) + z1_gy/Ami (1 — mp) + ma(1 — m)]

A: hé s6 mau. Chon A = 1.

- my: ty & bénh nhan dat PASI-75 sau 8 tuan diéu tri simvastatin + boi m&
Daivobet®. Trong nghién ctu thir caa ching toi trén 10 bénh nhan, ty 1é
nay la 80%.

- my: ty 18 bénh nhan dat PASI-75 sau 8 tuan diéu tri bdi md Daivobet® don
thuan. Trong nghién ctu thir caa ching tdi trén 10 bénh nhan, ty 18 nay la
40%.

- = (m+m)/2 =60%

- o sai 1am loai | (hay con goi 1a mic ¥ nghia ma ching ta mudn c6 trong
nghién ctru, thuong o= 0,05) — z; _» = 1,96.

- B: sai 1am loai Il (sai 1am loai Il khoang 5 - 10% tuong ung Véi nang luc
90 - 95%) — z1.5=1,28.

- Thay vao cong thuc, ta dugc n = 30.
2.3.2. Cdc bwoéc tién hanh nghién ciu
2.3.2.1. Chon lyra bénh nhan vao nghién cuu:

- Kham sang loc dé xac dinh bénh.
- Bénh nhan ky tén vao ban ddng thuan tham gia nghién cau.
- Bénh nhan duoc lam bénh an theo mau chung, héi bénh str, kham 1am sang,

xeét nghiém.
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2.3.2.2. Hoi bénh si dé thu thdp cac bién sé sau day:

Tudi
Gioi tinh: nam - nix
Nghé nghiép
Trinh d@é hoc van: mu chit, cap 1, cip 2, cap 3, dai hoc/cao ding.
Hoat dong thé luc duge dinh nghia 1a tap thé duc va/hay thé hinh dan dén
tang thong khi hay than nhiét trong thoi gian it nhat 1a 30 phat. Cé 3 muc
d6 hoat dong thé luc dya theo s 1an mdi tuan [81]:
+ Khong déu
+ 1 lan/tuan
+ > 1 lan/tuan
HUt thuoc 14 dugc phan thanh 4 muac d6 [81]:
+ Khong bao gio
+ Hang ngay
+ Thinh thoang
+ Trude day
Udng rirou bia duoc phan thanh 5 mac do dua theo sé lan uéng mdi thang
[81]:
+ Khoéng bao gio
+ 1 lan/thang
+ 2 -4lan/thang
+ 2-3lan/tuan
+ >3 lan/tuan
Tién sir gia dinh vay nén: cha, me, anh/chi/em ruot.
Thoi gian bénh (nam)

Cac yéu to khgi phat hogc lam bénh négng hon [3]:
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Nhiém tring: ghi nhan qua hoi bénh su, dién tién bénh lién quan dén
moét 6 nhidm trung nhu viém hau hong, apxe ring, viém mo té bao,
chéc...

Yéu té noi tiét: ghi nhan qua hoi bénh st hoic bénh nhan dugc chan
doan truge do, dién tién bénh lién quan dén ha canxi mau, c6 thai.
Stress tdm ly: ghi nhan qua hoi bénh st dién tién bénh lién quan dén
mot trong cac tinh trang stress tdm 1y nhu lo ling, cing thiang, budn
ba...

Str dung thudc: ghi nhan qua hoi bénh sir, dién tién bénh lién quan dén
st dung thudc nhu lithium, interferons, chen B, khang sét rét, ngung
corticosteroid dot ngot. ..

Udng ruou bia, hat thudc 1a: ghi nhan qua hoi bénh str.

- Cdc phwong phdp diéu tri triede day.

2.3.2.3. Kham ldm sang dé thu thap céc bién so sau day:

- Chi'sé khdi co thé (BMI) = can nang (kg)/chiéu cao (m)®. BMI dugc phan

loai theo T chirc Y té thé gidi va Vién Dinh dudng qudc gia nhu sau:

Bdng 2.1. Phan logi tinh trang dinh dwong theo BMI [98]

Tinh trang dinh dwéng Chi s6 BMI
Gay < 18,50
- Gaydo 1 17,00 - 18,49
- Gay dj 2 16,00 - 16,99
- Gayds 3 < 16,00
Binh thuwong 18,50 - 24,99

Thira can > 25,00
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- Tién béo phi 25,0 - 29,99
- Béo phi > 30,00
+ Béo phi dj 1 30,00 - 34,99
+ Béo phi dj 2 35,00 - 39,99
+ Béo phi dj 3 > 40,00

- Thé 1am sang: vay nén thong thuong, do da toan than, vay nén mu, viém
khép vay nén.
- Cdc ddc diém 1am sang: phan b thuong ton; vi tri dac biét: da d¢au, méng,
nép gap, khop; hién tugng Koebner.
- Dié¢n tich vung da bénh (BSA) dugc phan d6 nhu sau:
+ muc d6 nhe: BSA < 10%
+  muc do vua: 10% <BSA <30%
+ muc d6 nang: BSA > 30%
- Chisé do nang vay nén (PASI) dugc phan do nhu sau:
+ muc do nhe: PASI < 10
+  muc do vura: 10 <PASI <20
+ muc do nang: PASI > 20
Tinh muc d6 cai thién chi sé PASI (%) = (PASI trude diéu tri - PASI sau
diéu tri) x 100%/PASI trude diéu tri
Panh gia két qua diéu tri theo 5 mutrc d6: [24]

+ Rt tot: PASI giam 100%

+ Tot: PASI giam 75% - 99%
+ Kha: PASI giam 50% - < 75%
+ Vi PASI giam 25% - < 50%

+ Kém, khong két qua: PASI giam < 25%
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- Chisé IGA 2011 dugc phan do nhu sau:

+ Sach thuong ton: 0
+ Gan sach thuong tén: 1
+ Nhe: 2
+ Trung binh: 3
+ Nang: 4

2.3.2.4. Xét nghiém cgn lam sang:

- Mau tinh mach duoc lay budi sang lac déi (bira an cudi cach 12 tiéng) dé
do SGOT, SGPT, ndng db triglyceride, cholesterol toan phan, HDL-C, LDL-
C. Céc chi sb noi trén duoc tinh bang may xét nghiém sinh hoa ty dong
HumaStar 600 véi Phép do dong hoc Enzyme (Enzyme Kinetic)
dé dinh luogng SGOT, SGPT va phép do diém cudi (Endpoint)
dé dinh luong ndng do triglyceride, cholesterol toan phan, HDL-C, LDL-C.

- Réi loan lipid méu dugc dinh nghia theo ATP III (2001) khi c6 it nhat mot
trong cac tiéu chuan sau [10]:

+ Cholesterol TP >6,20 mm/L

+ TG >2.,26 mm/L
+ LDL-C >4,13 mm/L
+ HDL-C < 1,03 mm/L

- CAac xét nghiém duoc tién hanh tai Khoa xét nghiém - BV Da liéu
TP.HCM.

2.3.3. Piéu tri va theo doi diéu tri trong thir nghiém 1am sang
2.3.3.1. Chia nhom nghién cuu:

Bénh nhan vay nén sau khi co két qua xét nghiém lipid mau s& duoc chia

thanh 2 nhom theo lya chon ngau nhién:
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- Nhém 1: 30 bénh nhan duoc diéu tri bang ung simvastatin 20mg, liéu 1v
x 2 lan/ngay két hop boi Daivobet® 2 lan/ngay 1én ving thuong ton.
- Nhém 2: 30 bénh nhan duoc diéu tri bang boi Daivobet® 2 lan/ngay 1én
ving thuong ton.
Ca 2 nhom dugc theo ddi va huéng dan nhu nhau vé ché d6 an udng,

kiéng ruou, thudc 14...
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2.3.3.2. Ché dg theo déi diéu tri:

- Téi khdm mdi 4 tuan: ghi nhan dién bién 1am sang cta bénh, tac dung phu
cua thudc.

- Xét nghiém SGOT, SGPT mdi 4 tuan & ca 2 nhém.

- Ngung thudc simvastatin néu men gan ting so véi gigi han trén caa mic
binh thuong.

- Lam xét nghiém dinh luwong creatin kinase huyét thanh néu bénh nhan c6
dau hién dau co.

2.3.3.3. Thoi gian diéu tri: 8 tuan.

2.3.3.4. DPanh gid két qud: bang chi s PASI, IGA 2011, lipid méau (so sanh

trudc va sau diéu tri, so sanh cac nhém vaéi nhau).

Bdng 2.2. Cac chi sé theo dbi giita 2 nhém diéu tri

Céc chi s6 theo dbi Tuan0 Tuan4 Tuansg

Tudi, gidi tinh, thai gian bénh (thang) X

BSA X X X
PASI X X X
PASI-75 X X
IGA 2011 X X X
Panh gia tac dung phu cua thudc X X
Lipid mau: cholesterol TP, TG, HDL-C, X X X
LDL-C

SGOT, SGPT X X X

Creatin kinase huyét thanh Khi bénh nhan dau co
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2.3. Xir ly s6 liéu

S6 liéu duoc xir ly va phan tich bang phan mém Epilnfo version 3.5.1.
C4c tri s6 duoc thé hién bang trung binh + do léch chudn (TB + DLC) hay tan
s6, ty 16 phan trim dé mé ta céc bién sé dinh tinh. Kiém dinh: dung test t dé
so sanh 2 tri s6 trung binh, test Chi® dé so sanh 2 ty 18. p < 0,05 dugc xem nhu
c6 ¥ nghia théng ké.

2.4. Van dé y dic

Két qua nghién ciu nay gidp cho viéc xir tri bénh vay nén mét cach toan
dién hon. Cac ddi twgng nghién ciru dugc théng bao, giai thich va dong y tu
nguyén tham gia nghién cau. Cac xét nghiém trong nghién ciu dugc tién
hanh mién phi. Tat ca céc théng tin ca nhan va bénh tat déu duoc giir bi mat
théng qua viéc ma hod trén may vi tinh dé dam bao quyén loi riéng tu cua
nguoi tham gia nghién cau.

2.5. Mot so han ché cia dé tai

- Muc tiéu nghién ctu 2: Xdc dinh ty 1é réi logn lipid mau va cac yéu to
lien quan trén bénh vay nén. Nghién ciu van chua tra 16i duoc mdi lién quan
nguyén nhan - két qua giita rdi loan lipid mau va bénh vay nén.

-Muc tiéu nghién cau 3: Pdnh gid hiéu qua diéu tri ho tro cua
simvastatin trén bénh vdy nén théng thwong. Nghién ctiu chua tra 101 dugc
mot s6 cau hoi nhu: liéu simvastatin 40 mg/ngay c6 phai 1a téi wu cho bénh
nhan Viét Nam, sau thoi gian diéu tri 2 thang sé tiép tuc diéu tri nhu thé nao,

hiéu qua diéu tri kéo dai trong bao 1au néu ngung thudc...
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Chuong 3
KET QUA NGHIEN CUU

3.1. Mot sb yéu t6 lién quan va diic diém 1am sang bénh vay nén

3.1.1. Mgt sé yéu té lién quan

3.1.1.1. Tuéi:
Bdng 3.1. Phan bé theo nhém tudi
Nhom tudi n Ty 18 (%)
<20 8 6,3
21-30 19 14,8
31-40 36 28,1
41 -50 32 25
51-60 20 15,6
> 60 13 10,2
Téng cong 128 100
TB £ BLC 419+ 14,7

Nhdn xét: tudi tir 12 d@én 90, trung binh 41,9 + 14,7, nhdm tuai chiém ty 1¢
cao nhat 1a 31 - 40 (28,1%).

3.1.1.2. Gigi tinh:
Bdng 3.2. Phan bé theo gigdi tinh
Giéi tinh n T3 18 (%)
Nam 64 50
N 64 50

Tong cong 128 100
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Nhdn xét: nam va niz c6 ty 1¢ bang nhau (50%).
3.1.1.3. Nghé nghiép:

Bdng 3.3. Phan bé theo nghé nghigp

Nghé nghiép n Ty 1 (%)
Noi tro 34 26,6
Nhan vién van phong 22 17,2
NOng dan 19 14,8
COng nhan 18 14,1
Budn ban 14 10,9
Lao dong pho théng 14 10,9
Hoc sinh, sinh vién 7 55
Tong cong 128 100

Nhdn xét: nhém ngi tror chiém ty 1¢é cao nhdt (26,6%).
3.1.1.4. Trinh d¢ hoc van:

Bdng 3.4. Phan bé theo trinh d hoc vin

Hoc van n Ty 18 (%)
MU chi 2 1,6
Cap1 21 16,4
Cap 2 40 31,3
Cap 3 44 34,4
Pai hoc/cao dang 21 16,4

Téng cong 128 100
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Nhdn xét: trinh dé cap 3 chiém ty ¢ cao nhat (34,4%). Chi ¢6 2 truong
hop (1,6%) mu cha.

3.1.1.5. Hoat dong thé luc:

Bdng 3.5. Phan bé theo hoat déng thé luc

Hoat dgng thé luc n Ty 1 (%)
Khéng déu 99 77,3
1 lan/tuan 8 6,3
> 1 lan/tuan 21 16,4
Tong cong 128 100

Nhdn xét: nhém hoat dgng thé liec khéng déu chiém ty Ié cao nhdt (77,3%).
3.1.1.6. Hut thudc 14:

Bdang 3.6. Phan bé theo tinh tragng hut thudc 14

) . n (ty 1€ %0) n (ty 1€ %0) n (ty 1€ %) toan
Hut thuoc 14 o o .
nhém nam giéi  nhdm nir gidi mau
Hang ngay 19 (29,7%) 0 (0%) 19 (14,8%)
Thinh thoang 8 (12,5%) 0 (0%) 8 (6,3%)
Trudc day 14 (21,9%) 0 (0%) 14 (10,9%)
Khbéng bao gio 23 (35,9%) 64 (100%) 87 (68%)
Téng cong 64 (100%) 64 (100%) 128 (100%)

Nhdn xét: tinh toan mdu (ca nam va ni#), nhém khdng bao gio hat thuoc 14
chiém ty I¢é cao (68%); tuy nhién néu chi tinh trong nhém nam gidi, khong
bao gio hat thudc 14 chi con 35,9%, trong khi ty 16 bénh nhan hat thusc 14
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hang ngay 1én dén 29,7%; 100% bénh nhan nit khdng bao gio hit thuoc 14.
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3.1.1.7. Udng rurou bia:

Bdng 3.7. Phan bé theo tinh trang udng rwoeu bia

Ubng rirou bia n (ty 1@ %)_ on ,(t)"r |e~%_) on (ty Ié (i/o) toan
nhom nam giéi ~ nhom nir gidi mau

> 3 lan/tuan 2 (3,1%) 0 (0%) 2 (1,6%)

2 - 3 lan/tuan 3 (4,7%) 0 (0%) 3 (2,3%)

2 - 4 lan/thang 10 (15,6%) 0 (0%) 10 (7,8%)

1 lan/thang 22 (34,4%) 1 (1,6%) 23 (18%)
Khéng 27 (42,2%) 63 (98,4%) 90 (70,3%)
Téng cong 64 (100%) 64 (100%) 128 (100%)

Nhdn xét: tinh todn mdu (cd nam va ni), nhém khdng uéng riou bia chiém
ty 1é cao (70,3%); tuy nhién néu chi tinh trong nhém nam gidi, khéng usng
rirou bia chi con 42,2%, trong khi ty Ié bénh nhan udng rwou bia 1 - 4
lan/thang chiém 50%; sé bénh nhan ni# uéng rwou bia chiém ty 1é khéng
ddng ké (1,6%).
3.1.1.8. Chi sé khéi co thé (BMI):
Bdng 3.8. Phan bé theo BMI

Phan loai n Ty 1€ (%)
Gay (BMI < 18,5) 15 11,7
Binh thudng (18,5 < BMI < 25) 95 74,2
Tién béo phi (25 < BMI < 30) 17 13,3
Béo phi (BMI > 30) 1 0,8
Téng cong 128 100
TB + PLC 21,9+31

Nhdn xét: BMI tir 13,5 dén 31,1, trung binh 21,9 + 3,1, nhom BMI binh



S7

thwong chiém ty 1 cao nhat (74,2%).
3.1.1.9. Tién sw gia dinh vay nén:

Bdang 3.9. Phan bé theo tién si gia dinh vy nén

Tién sit gia dinh vay nén n Ty ¢ (%)
Cha 4 3,1
Me 2 1,6
Anh, chi, em ruot 8 6,3
Khong 114 89,1
Tong cong 128 100

Nhdn xét: hau hét cdc triong hop khong co tién si gia dinh vay nén (89,1%)
3.1.1.10. Tudi khai phat va thei gian mdac bénh:
- Tudi khoi phét bénh: tir 5 dén 60, trung binh 34,2 + 15,7.
Bdng 3.10. Phan bé theo theéi gian bénh

Thoi gian bénh (nim) n Ty 1€ (%0)
<1 24 18,8%
2-5 40 31,3%
6-10 38 29,7%
> 10 26 20,3%
Tong cong 128 100
TB £ BDLC 7,781

Nhdn xét: thoi gian bénh tir 2 thang dén 50 nam, trung binh 7,7, khoang thoi
gian chiém ty I¢é cao nhdt 1a 2 - 5 nam (31,3%). Khodng thoi gian tir 2 thang
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dén 5 nam chiém ty 1é bang véi khoang thoi gian > 5 nam (ciing la 50%).

3.1.1.11. Cac yéu to khsi phat hogc 1am bénh néng hon:
Bdng 3.11. Phan bé theo cac yéu té khéi phat hogc 1am bénh ning hon

Yéu td n Ty 1é
Stress 56 43,8%
Hién tuong Koebner 30 23,4%
Hut thude 14 22 17,2%
Thay d6i noi tiét, chuyén hoa 18 14,1%
Sir dung thudc 16 12,5%
Udng ruou bia 13 10,2%
Nhiém triing 10 7,8%

Nhdn xét: stress & yéu té chiém ty 1¢ cao nhat gay khéi phat hogc 1am
bénh nang hon (43,8%).
3.1.1.12. Piéu trj truede day:
Bdng 3.12. Phan bé theo diéu tri trudc day

Piéu trj trude day n Ty Ié
Boi calcipotriol + corticosteroid 57 44,5%
BOi acid salicylic + corticosteroid 41 32%
Bai calcipotriol 51 39,8%
Bai corticoid 17 13,3%
Boi acid salicylic 35 27,3%
Methotrexate 5 3,9%
Soriatane 5 3,9%
Tiém corticosteroid 9 7%
Thudc “Pong y” 8 6,3%

Diéu tri khong rd loai 24 18,8%
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Chua diéu tri gi 5 3,9%

Nhdn xét: thudc bdi két hop calcipotriol + corticosteroid duwoc si dung nhiéu
nhat (44,5%). Ty Ié sir dung thudc toan than (methotrexate, soriatane) khdng cao.

3.1.2. Péc diém 1am sang
3.1.2.1. C4c thé 1am sang

Bdang 3.13. Phan bé theo céc thé 1am sang

Céc thé 1am sang n Ty 18 (%)
Vay nén thong thuong 100 78,1%
Do da toan than 11 8,6%
Vay nén mu 9 7%
Viém khop vay nén 8 6,3%

Nhdn xét: vay nén théng thwong chiém ty 1¢ cao nhat (78,1%).

Vay nén thong thuong

B Do da toan thin
Vay nén mu

Viém khdp vay nén

Biéu do 3.1. Phan bé theo cac thé 1am sang
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3.1.2.2. Céch phan bé ton thiong

Bdang 3.14. Cach phan bé tén thwong

Pic diém n Ty & (%)
Phan b dbi xang 80 62,5%
Ton thuong da dau 95 74,2%
Tén thuong mong 60 46,9%
Ton thuong ving nép gap 4 3,1%

Nhdn xét: ton thwong da dau (74,2%) va phan bé doi xing (62,5%) chiém

ty I¢ cao.

80
70 -

Eﬂ -
50 mDbo1 xting
a0 - mDa dau
30 - » Mong
20 - m Nép cap
10 -

0

Phin bo

Biéu dé 3.2. Cach phan bé ton thuong
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Bdng 3.15. Phan bé theo BSA

Phan loai n Ty 1€ (%0)
Nhe (BSA < 10) 29 22,7%
Vira (10 < BSA < 30) 44 34,4%
Ning (BSA > 30) 55 43%
Téng cong 128 100%
TB + PLC 33,3+27,9

Nhdn xét: BSA tir 1 dén 100, trung binh 33,3 = 27,9, nhém BSA ngng
chiém ty I¢ cao nhdt (43%).

¥ Nhe
M Vira
“ Nang

Biéu d6 3.3. Phan bé theo BSA
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3.1.2.4. Phan logi PASI

Bdng 3.16. Phan bé theo PASI

Phan loai n Ty 1€ (%)
Nhe (PASI < 10) 58 58%
Vira (10 < PASI < 20) 30 30%
Niing (PASI > 20) 12 12%
Tong cong 100 100%
TB + BDLC 13,2+ 10,2

Nhdn xét: PASI tir 0,6 dén 30,3, trung binh 10,97 + 7,48, nhém PASI nhe
chiém ty 1¢ cao nhdt (58%).

= Nhe
B Vira
 Nang

Biéu do 3.4. Phan bé theo PASI
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3.1.2.5. Mai lién quan giiza PASI va gidi tinh

Bdng 3.17. So sanh PASI theo gigi tinh

Giai tinh n PASI p
Nam 48 11,06 £ 6,95 p=09
N 52 10,89 £ 8,01

Nhdn xét: chi s6 PASI giza nam va nir khac biét khong cé y nghia thong ke.
3.1.2.6. Mai lién quan giiza PASI va BMI:

Bdng 3.18. So sanh PASI theo BMI

BMI n PASI p
Gay 12 10,34 + 6,95 p=0,95
Binh thudng 74 11,02 £ 7,82

Qué can 14 11,24 + 6,44

Nhdn xét: chi sé PASI giiza cac nhdm BMI khéc biét khdng cé v nghia thong ké.

3.1.2.7. Mai lién quan gizza PASI va thoi gian bénh

Bdng 3.19. So sanh PASI theo thei gian bénh

Thoi gian bénh n PASI p
<5 nam 52 9,18 + 7,29 p <0,05
> 5 nam 48 12,92 £ 7,27

Nhdn xét: chi s6 PASI giza nhom cé thoi gian bénk < 5 nam va nhém cé

thoi gian bénh > 5 ndm khdc biét c¢é y nghia thong ke.
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3.2. Réi loan lipid mau trén bénh nhan vay nén
3.2.1. Mgt sé ddc diém chung cia 2 nhdm nghién ciu

Bdng 3.20. So sdnh mét sé ddc diém chung cia 2 nhdm nghién ciu

Nhom bénh Nhom chikng

Pic diém p
(n =128) (n = 128)
Tudi (TB + DLC) 41,9+ 14,7 433+12,6 p=0,43
Gidi tinh:
+ Nam 64 (50%) 64 (50%) p=1
+ Nit 64 (50%) 64 (50%)
BMI (TB + DLC) 21,9+31 21,9 3,2 p=0.93
Hoat dong thé luc:
+ Khong déu 99 (77,3%) 93 (72,7%) p=0,16
+ 1 lan/tuan 8 (6,3%) 17 (13,3%)
+ > 1 lan tuan 21 (16,4%) 18 (13,1%)
Huat thuéc 14:
+ Hang ngay 19 (14,8%) 11 (8,6%) p=0,37
+ Thinh thoang 8 (6,3%) 8 (6,3%)
+ Trubc day 14 (10,9%) 11 (8,6%)
+ Khong bao gio 87 (68%) 98 (76,6%)
Uéng ruou, bia:
+ > 3 lan/tuan 2 (1,7%) 0 (0%) p < 0,05
+ 2 - 3 1an/tuan 3 (2,3%) 2 (1,7%)
+ 2 - 4 lan/thang 10 (7,8%) 2 (1,7%)
+ 1 lan/thang 23 (18%) 34 (26,6%)
+ Khong 90 (70,3%) 90 (70,3%)

Nhén xét: cac ddc diém vé tuéi, gisi tinh, BMI, hoat déng thé luc, hit
thuéc 14 giira 2 nhdm khac biér khong cé y nghia thong ké; tinh trang udng
rurou bia giira 2 nhom khac biéz c6 y nghia thong ké.
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3.2.2. Két qud lipid mau ciia nhdm vay nén
3.2.2.1. Ty 1¢ réi logn lipid mau ciia nhdm vay nén

Bdng 3.21. Ty 1¢ réi logn lipid mau 6 bénh nhan vay nén

Loai réi loan lipid mau n Ty I¢
R&i loan lipid méau néi chung 69 53,9%
Tang Cholesterol TP 32 25%
Tang TG 32 25%
Tang LDL-C 19 14,8%
Giam HDL-C 28 21,9%
Ty I¢ Cholesterol TP/HDL-C >5 26 20,3%
Lipid mau binh thuong 59 46,1%

Nhdn xét: Ty Ié réi logn lipid mau ¢ bénh nhan vay nén la 53,9%, trong do

ty 1é tang Cholesterol TP va tang TG chiém ty 1¢ cao nhat, cing 1a 25%.

3.2.2.2. Nong dé lipid mau cia nhém nghién cizu

Bdng 3.22. Nong dé cac loai lipid mau 6 bénh nhan vay nén

Loai lipid mau Nong do (mm/L)
Cholesterol TP 5,28+1,18
TG 1,86 +1,17
HDL-C 1,30+ 0,41
LDL-C 3,16 £ 0,95

Ty 1€ cholesterol TP/HDL 4,24 +0,91
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3.2.2.3. Thay doi nong d¢ lipid mau theo gidi tinh

Bdng 3.23. So sanh néng dé lipid mau theo gigi tinh

Loai lipid mau Nam (n = 64) Nir (n=64) p
Cholesterol TP 525+1,16 531+1.21 p=0,77
TG 2,06 +1,27 1,66 + 1,03 p = 0,053
HDL-C 1,20 £ 0,27 1,40 £ 0,50 p < 0,001
LDL-C 3,11+0,92 3,20 £ 0,99 p=0,62

Nhdn xét: nong dé HDL-C giiza nam va né khac biét cé y nghia thong ké. Cac

chi sé lipid con lai gigza nam va ni# khac biéz khéng cé y nghia théng ke.
3.2.2.4. Thay doi néng dg lipid mau theo thoi gian bénh

Bdng 3.24. So sanh néng dé lipid mau theo theéi gian bénh

Loai lipid mau <5 nam (n = 64) > 5 nam (n= 64) P

Cholesterol TP 5,27 £1,10 5,29 £1,27 p=0,92
TG 1,81+£1,11 1,90 +1,23 p=0,66
HDL-C 1,33+£0,51 1,26 + 0,28 p=0,69
LDL-C 3,16 £0,84 3,16 £1,06 p=0,99

Nhdn xét: nong dé lipid mau giiza nhom c6 thoi gian bénh < 5 nam va nhém

c6 thoi gian bénh > 5 nam khdc biét khéng cé y nghia thong ké (p > 0,05).
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3.2.2.5. Thay doi néng do lipid mau theo thé 1am sang

Bdng 3.25. So sanh néng dé lipid mau theo thé 1am sang

Thong thwong DPDTT Mu Viém khép
Loai lipid mau p
(n =100) (n=11) (n=9) (n=28)
Cholesterol TP 539+112 490+1,40 491+1,16 484+150 p=0,27
TG 191+125 184+089 161+£0,79 155%+0,79 p=0,77
HDL-C 1,34+042 119+£0,36 1,11+0,21 1,17+£0,52 p=0,25
LDL-C 321+094 287+1,06 3,07+£101 296+095 p=0,63

Nhdn xét: nong dg lipid mau giiza cac thé 1am sang khac biét khéng c6 ¥ nghia

thong ké.

3.2.2.6. Thay doi néng dg lipid mau theo BSA

Bdng 3.26. So sanh néng dé lipid mau theo BSA

Nhe Vira Nang
Loai lipid mau
(n=29) (n=44) (n =55)
Cholesterol TP 5,12+124 553+1,17 517%114 p=0,22
TG 184+149 200+£120 1,76+0,94 p=043
HDL-C 1,29+0,25 140+£057 122+031 p=0,054
LDL-C 3,00£1,03 329+091 3,13+£0,95 p=0,42

Nhdn xét: nong dg lipid mau giza cac nhom BSA khac biét khéng co

nghia thong ké.
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3.2.2.7. Thay doi néng do lipid mau theo PASI (vay nén théng thirong)
Bdng 3.27. So sanh néng dé lipid mau theo PASI

Loai lipid mau Nhe (n=58) Vwa (n=30) Nang (n=12) p

Cholesterol TP 5,33+1,20 5,56+1,10 5,20+0,76 p=0,57

TG 1,85+1,28 1,83+1,07 2,38+ 1,50 p=0,37
HDL-C 1,37 +0,51 1,31 +0,28 1,23 + 0,19 p=0,59
LDL-C 3,18+0,99 3,41+0,93 2,89 + 0,66 p=0,24

Nhdn xét: nong dé lipid mau giira cac nhém PASI khac biét khong co y
nghia thong ke.

3.2.3. So sanh két qua lipid mau gi#a 2 nhém nghién ciu

3.2.3.1. So sanh ty ¢ réi logn lipid mau giiza 2 nhém nghién citu

Bdng 3.28. So sanh ty 18 réi loan lipid méau ciia 2 nhoém nghién cizu

] Nhom bénh Nhom chirng
Loai roi loan lipid mau
(n=128) (n=128)

R&i loan lipid mau noi chung 69 (53,9%) 28 (21,9%) p < 0,001

Tang Cholesterol TP 32 (25%) 14 (10,9%) p<0,01
Tang TG 32 (25%) 11 (8,6%) p <0,001
Tang LDL-C 19 (14,8%) 12 (9,4%) p=0,18
Giam HDL-C 28 (21,9%) 5 (3,9%) p <0,001

Ty 1€ Cholesterol TP/HDL-C >5 26 (20,3%) 8 (6,3%) p <0,01

Nhdn xét: ty 1 roi logn lipid mau néi chung, ting Cholesterol TP, ting TG,
giam HDL-C va ty I¢ Cholesterol TP/HDL-C > 5 giira hai nhom khac biét cd
¥ nghia thong ke.



69

60 1 53.9
50

40

30 + 0 25

20 : 14, s
10+

_@(’*‘

& 8 QQ.
¢_,\31“ & R "b@ 1<)

© < o

\.-

Nhom bénh
= Nhom chim

i [=]

Biéu dé 3.5. So sanh ty 1¢ réi loan lipid mau gi@#a 2 nhém nghién czu

3.2.3.1. So sanh néng dé cac logi lipid mau ciza 2 nhém nghién cizu

Bdng 3.29. So sanh néng dé lipid mau giga 2 nhom nghién cizu

Loai lipid mau Nhom bénh ~ Nhom chirng p
Cholesterol TP 528+1,18 5,05+1,08 p=0,11
TG 1,86 +1,17 1,43+0,79 p < 0,001
HDL-C 1,30 £ 0,41 1,44 +£0,80 p=0,08
LDL-C 3,16 £0,95 3,03+£0,89 p=0,27
Ty I¢é cholesterol TP/HDL 4,24 +0,91 3,92 +1,50 p <0,05

Nhdn xét: nong d¢ triglyceride va ty 1é cholesterol TP/HDL giiza 2 nhom

khac biéz c6 ¥ nghia thong ké.
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Biéu dé 3.6. So sanh néng dé cac loai lipid mau gi#a 2 nhém nghién ciru
3.3. Hiéu qua diéu tri hd tro ciia simvastatin
3.3.1. Mgt 6 ddc diém chung Ciia 2 nhém diéu tri
Bdng 3.30. So sanh mét sé ddc diém chung ciia 2 nhém diéu tri

Pic diém Nhém 1 (n =30) Nhém 2 (n = 30) P
Tudi 36,00 £ 10,03 39,10 £ 14,55 p=0,34
Thoi gian bénh (thang) 69,77 6532  67,60+6523  p=0,89
Gioi:
+ Nam 17 (56,7%) 17 (56,7%) D=1
+ Nit 13 (43,3%) 13 (43,3%)
Nong d6 lipid mau:
+ Cholesterol TP 545+1,21 509 +1,02 p=0,22
+ TG 2,07 £2,65 1,75+1,12 p=0,54
+ HDL-C 1,33+0,31 1,20 £ 0,27 p=0,09
+ LDL-C 3,18+ 0,70 3,10 £ 0,82 p=0,68
IGA:
+ IGA =2 10 (33,3%) 9 (30%) 0=0,78
+ IGA=3 20 (66,7%) 21 (70%)
BSA 15,24 + 8,25 15,12 + 8,56 p=0,96
PASI 12,80 + 5,87 11,86 +£5,13 p=0,51

Nhdn xét: cdc ddc diém vé tudi, tusi khai phat, thei gian bénh, gisi tinh,
IGA, BSA, PASI, néong dg lipid mau giita 2 nhém diéu trj khac biét khong co
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¥ nghia thong ke.
3.3.2. Két qud diéu tri theo PASI

3.3.2.1.Ty |6 PASI-75 theo thoi gian diéu tri

Bdng 3.31. So sanh ty 1¢ PASI-75 gifa 2 nhom theo thei gian diéu tri

Theoi gian Nhom 1 (n = 30) Nhom 2 (n = 30) p
Sau 4 tuan 3 (10%) 1 (3,3%) p=0,61
Sau 8 tuan 21 (70%) 12 (40%) p <0,05

Nhdn xét: sau 4 tudn diéu tri, ty 1¢ PASI-75 giiza 2 nhm khac biét khdng co
¥ nghia thong k&; sau 8 tudn diéu tri, ty 1é PASI-75 giira 2 nhém khac biét
c6 ¥ nghia thong ké.
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Biéu dé 3.7. Ty 1é PASI-75 giira 2 nhom theo theoi gian diéu tri
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3.3.2.2. Mk dg giam chi s6 PASI theo thoi gian diéu trj

Bdang 3.32. Mikc dp giam PASI theo thoi gian diéu tri ¢ nhom 1

Thoigian Rt tot Tét Kha Vira Kém

Saudtudn  0(0%)  3(10%) 4(13,3%) 12 (40%) 11 (36,7%)

Sau8tuin 3 (10%) 18 (60%) 3 (10%)  6(20%) O (0%)

Bdang 3.33. Miic dg giam PASI theo thoi gian diéu tri ¢ nhom 2

Thoigian Rt tot Tét Kha Vira Kém

Saudtuin  0(0%)  1(33%) 3(10%) 8(26,7%) 18 (60%)

Sau8tuin  1(3,3%) 11(36,7%) 1(3,3%) 11(36,7%) 6 (20%)

100%
80%
60%- [ Ra't tot
O Tot
40%- O Kha
209 B Vira
0%: E Kém
0%-

Nhom 1 Nhom 2 Nhém 1 Nhom 2
w4 W4 Ws8 Ws

Biéu do 3.8. Mire dé giam PASI theo thei gian diéu tri ¢ hai nhom
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Nhdn xét: sau 8 tuan diéu tri, cac ty ¢ “Rattot”, “Tot”, “Khd” & nhém 1 déu

cao hon ¢ nhém 2.
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3.3.2.3. Chi sé PASI theo thoi gian diéu tri

Bdng 3.34. Chi sé PASI theo thei gian diéu tri ¢ nhom 1

Theti gian PASI p
Trude diéu tri 12,80 + 5,87
Sau 4 tuan 8,58 + 5,62 p<0,01
Sau 8 tuan 4,17 £ 3,81 p < 0,001

Nhdn xét: chi sé PASI ¢ nhém 1 sau 4 tudn va 8 tuan diéu tri giam so Véi

triede diéu tri cé y nghia thong ke.

Bdng 3.35. Chi sé PASI theo thei gian diéu tri 6 nhom 2

Theot gian PASI p
Trude diéu tri 11,86 + 5,13
Sau 4 tuan 9,34 +5,01 p=0,21
Sau 8 tuan 6,52 + 4,89 P < 0,001

Nhdn xét: chi sé PASI ¢ nhdém 2 sau 8 tudn diéu tri giam so Vdi trude diéu

tri ¢é y nghia thong ke.
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Biéu dé 3.9. Chi sé PASI theo thoi gian diéu tri

(Chu thich: *p < 0,05 so Véi trwdc khi diéu tri)

Bdang 3.36. So sanh mikc dg giam PASI giira 2 nhém theo thoi gian diéu tri

Thoi gian Nhom 1 (n = 30) Nhom 2 (n = 30) p
Sau 4 tuan 4,22 +3,08 2,52 +1,90 p<0,01
Sau 8 tuan 8,63 + 4,78 5,34 + 3,59 P<0,01

Nhdn xét: sau 4 va 8 tuan diéu tri, mizc dg giam PASI & nhém 1 cao hon

nhém 2 ¢é y nghia thong ke.
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3.3.3. Két qud diéu tri theo IGA

Bdng 3.37. So sanh ty 1¢ IGA 0/1 giira 2 nhém theo thoi gian diéu tri

Thoi gian Nhom 1 (n = 30) Nhom 2 (n = 30) p
Sau 4 tuan 2 (6,7%) 1 (3,3%)
Sau 8 tuan 17 (56,7%) 9 (30%) p <0,05

Nhdn xét: sau 8 tudn diéu tri, ty 16 IGA 0/1 gizza 2 nhdm khac biét ¢6 y nghia

thong ké.
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Biéu dé 3.10. Ty 1é IGA 0/1 gi@a 2 nhom theo thoi gian diéu tri
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3.3.4. Nong d¢ lipid mau theo thei gian diéu tri

Bdng 3.38. Nong d¢ lipid mau theo théi gian diéu tri ¢ nhém 1

Truée diéu

Loai lipid mau " Sau 4 tuAn Sau 8 tuan p
rn
Pos < 0,001
Cholesterol TP 545+1,21 4,20+0,82 4,18+0,72
Pos < 0,001
Pos = 0,07
TG 207+£200 1,32+084 1,26+0,65
Pos < 0,05
Pos = 0,58
HDL-C 1,33+0,31 129+0,24 1,35+0,24
Pos = 0,78
Pos < 0,001
LDL-C 3,18+£0,70 2,31+£0,80 2,26%0,70
Pos < 0,001

Nhdn xét: nong dé cholesterol TP, LDL-C ¢ tudn thi 4 va 8 khac biét so vdi
triede diéu tri cé y nghia thong ké. Nong dé triglyceride ¢ tuan thir 8 khac
biét S0 Vi trude diéu tri ¢é y nghia thong k&). Nong dé HDL-C truéc va sau

(4, 8 tudn) diéu tri khac biét khong cé y nghia thong ke.
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Biéu dé 3.11. Néng dé lipid mau theo thei gian diéu tri ¢ nhom 1

Bdng 3.39. Nong d¢ lipid mau theo thei gian diéu tri ¢ nhom 2

Truée diéu

Loai lipid mau i Sau 4 tuAn Sau 8 tuan p
r
Pos = 0,67
Cholesterol TP 5,09+1,02 5,13+0,94 5,23+1,07
Pos = 0,13
Pos = 0,18
TG 1,75+1,12 190+1,31 1,84+1,15
Pos = 0,28
Pos = 0,51
HDL-C 1,20+£0,27 1,23+0,31 1,14+0,24
Pos = 0,06
Pos = 0,61
LDL-C 3,10+0,82 3,04+0,86 3,22+0,81
Pos = 0,57

Nhdn xét: nong dé lipid mau ¢ tat ca cac chi sé trwdc va sau (4, 8 tuan)
diéu tri khac biét khong cé ¥ nghia thong ke.
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Biéu dé 3.12. Néong dé lipid mau theo thei gian diéu tri ¢ nhom 2

3.3.5. Méi lién quan giéa réi logn lipid mdu ban ddu va ty 1é PASI-75 sau 8

tudn diéu tri

Bdng 3.40. Méi lién quan giza réi logn lipid mau va ty 1¢ PASI-75 ¢ nhom 1

Loai réi loan lipid mau PASI-75 P

Tang Cholesterol TP Co (4) 3 (75%) p=0,66
Khong (26) 18 (69,2%)

Tang TG Cé (6) 5 (83,3%) p=0,40
Khong (24) 16 (66,7%)

Tang LDL-C Co (4) 3 (75%) p=0,66
Khdng (26) 18 (69,2%)

Giam HDL-C Cb (2) 1 (50%) p=0,52
Khong (28) 20 (71,4%)

Nhdn xét: mai lién quan giiza réi logn lipid mau va ty 1é PASI-75 ¢ nhém 1

khéng cé y nghia thong ké
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Bdng 3.41. Moi lién quan gida roi logn lipid mau va ty 1é PASI-75 ¢ nhom 2

Loai réi loan lipid mau PASI-75 p

Téang Cholesterol TP Co (5) 0 (0%)
Khéng (25) 12 (48%)

Ting TG C6 (9) 1(11,1%) p < 0,05
Khéng (21) 11 (52,4%)

Tang LDL-C Co (5) 1 (25%) p=0,32
Khéng (25) 11 (44%)

Giam HDL-C C6 (9) 3 (33,3%) P=0,47
Khong (21) 9 (42,9%)

Nhdn xét: ty 1é PASI-75 & nguoi réi loan (ting) triglyceride cao hon & ngueoi
khong c6 réi loan, c6 y nghia thong ké. Céc réi logn lipid con lgi (cholesterol
TP, LDL-C, HDL-C) khéng lién quan dén ty 1é PASI-T5.

3.3.6. Khdo sat tac dung phu cia simvastatin va Daivobet®

Bdang 3.42. Tac dung phu giita 2 nhém diéu tri

Tac dung phu Nhém 1 (n = 30) Nhom 2 (n = 30)
Tang nhe men gan 2 (6,7%) 1 (3,3%)
Cam giac cham chich tai chd 2 (6,7%) 2 (6,7%)

Nhdn xét: tac dung phyu & 2 nhém diéu tri la khong ddng ké
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Chuong 4
BAN LUAN

4.1. Mot sb yéu t6 lién quan va diic diém 1am sang bénh vay nén
4.1.1. M4t sé yéu té lién quan

Tudi trung binh cua 128 bénh nhan nghién ciu 1a 41,9 + 14,7, trong d6
nhom tudi 31 - 40 chiém ty Ié cao nhat (28,1%). Két qua nay tuong tu Véi
nhitng nghién ctru truée day ciia Truong Lé Anh Tuén [60] hay cua Akhyani
M trong mét nghién ctu tai Iran [73], nhung thap hon tudi trung binh trong
nghién ctu cia cua Truong Thi Mong Thuong (45,3) [99]. N6i chung, tudi
trung binh cua bénh nhan vay nén trong nhitng nghién ciu noi trén khoang
40, trong do tudi lao dong chinh cta x& hoi. Bénh vay nén khéng chi tac dong
truc tiép 1én ban than bénh nhan va gia dinh ma con anh huéng dén nén kinh
té xa hoi.

Vé gigi, nam va nit ¢d ty 18 bang nhau (50%), tuong tu voi Akhyani M
[73], nhung khac voi ty & cua Truong Lé Anh Tuan [60] va Truong Thi
Mong Thuong [99]. Két qua ty 18 gidi tinh cua ching toi dai dién cho ty 1é
gidi tinh trong bénh vay nén néi chung. Theo Fitzpatrick, ty 1é nam va nix
bénh vay nén ngang nhau [27].

Cac bénh nhan trong nhém nghién cau phan b theo nhiéu nhém nghé
nghiép khac nhau, tir lao dong chan tay dén lao dong tri oc, trong d6 ndi trg
chiém ty I& cao nhat (26,6%). Trong nhiing nghién ctru tuong tu, cac tac gia
thuong khong ban luan dén nghé nghiép cua bénh nhan. Tuy nhién, trong thuc

hanh 1am sang, thay thudc can luu ¥ dén nghé nghiép ciing nhu anh huéng
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qua lai gitra bénh tat va cdng viéc caa bénh nhan vay nén nham dua ra nhitng
tu van thich hop, gilp viéc diéu tri hiéu qua hon.

Trinh d6 hoc van 1a yéu t6 quan trong anh huong dén su hiéu biét vé
bénh tat cling nhu tuan thu diéu tri caa bénh nhan. Ngudi bénh can biét vé
bénh ctia minh nhu cac yéu té khai phat, 1am ning bénh ciing nhu cach phat
hién som bién chiing va tham chi phai biét vé nhiing loai thubc diéu tri véi
hiéu qua va tac dung phu cd thé xay ra. Trong nghién cau cua ching téi, chi
c6 1,6% mu chir va nhém hoc van chiém ty 18 cao nhat l1a cap 3 (34,4%)
tuong duong két qua cua Truong Thi Mong Thuong (36%) [99]. Trinh d6 hoc
van cao thuan loi cho viéc tu van va gido duc suc khoe vé bénh vay nén.

Hoat dong thé luc bang cach tap thé duc hay thé hinh mot cach déu dan
khoang 30 phuat mdi ngay gitp duy tri sic khoe, ¢6 loi cho bénh nhan mac céac
bénh man tinh néi chung va vay nén ndi riéng. Ngoai ra, théng qua nhiing
hoat dong nay, bénh nhan s& cam thay giam stress, vui vé, yéu doi, va l1am cho
viéc kiém soét vay nén tro nén thuan lgi hon. Nghién ctru cia ching toi cho
thay nhom bénh nhan hoat dong thé lyc khong déu chiém ty 18 cao nhat voi
77,3% tuong tu nghién ciu cia Truong Thi Mong Thuong la 63,5% [99].
Trong khi d¢6 nhom hoat dong thé luc déu dan > 1 lan/tuan chi chiém 16,4%
thap hon ty 1& bénh nhan vay nén “cé tap thé duc” trong nghién ctu cua
Truong Lé Anh Tuén 1a 25% [60]. Can luu y diéu nay trong tu van gido duc
stc khoe dé chi rd cho bénh nhan thay vai trd cua viéc rén luyén thé luc doi
véi bénh vay nén.

Thoi gian mac bénh trung binh 1a 7,7 nam, tr 2 thang dén 50 nim voi
phuong sai 16n cho thay sy dao dong khac nhau nhiéu gitra cac bénh nhan.
Tuoi khéi phat bénh trung binh 1a 34,2, twong duong véi nghién ciu cia Vo
Quang DBinh (34,5) [25], Trwong Thi Mong Thuong (34,87) [99] va Truong
Lé Anh Tuan la (35,8) [60].
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Vay nén cd thé khoi phét ¢ bat ky lta tudi nao. C6 2 dinh tudi khoi phét
bénh, mot 12 20 - 30 tudi va hai 1a 50 - 60 tudi. Da s cac trudng hop (gan
75%) xuat hién bénh trudc 40 tudi, voi dinh khai phat trong khoang 20 - 30
tudi. Nhimg truong hop con lai xuét hién sau 40 tudi. Bénh nhan khoi phat
sém thudng co tién sir gia dinh vay nén, lién quan dén HLA-Cw6 va bénh tién
trién niang hon. Nguoc lai, nhimg ngudi khai phat bénh sau 40 tudi thuong
khéng co tién str gia dinh vay nén va allele Cw6 binh thuong [3],[100]. Vé
murc d6 anh hudng 18n chat lugng cudc séng gitra 2 nhom tudi khai phét khac
nhau, nhém bénh nhan co tudi khoi phat bénh sém < 30 tudi bi anh huong
nang né hon so véi nhém khai phat mudn > 30 tudi [99].

V& tién sur gia dinh, nghién ctu caa ching t6i ghi nhan c6 3,1% bénh
nhan c6 cha mac bénh, 1,6% c6 me mac bénh va 6,3% c6 anh chi em mac
bénh. Tong cong 10,9% bénh nhan c6 tién sir gia dinh mac bénh vay nén, ty I¢
nay thdp hon nghién ctu cua Truong Thi Mong Thuong (14%) [99]. Tuy
thudc vao nghién ctu, tién st gia dinh chiém khoang 35 - 90% trong s6 cac
bénh nhan vay nén. Theo mét nghién ctu 16n & Duc, néu ca cha va me cling
mac bénh vay nén, nguy co cho dira bé 1a 41%; trong khi chi c6 mét cha hoac
me bi vay nén, nguy co cho dira bé 1a 14%. Nguy co nay 1a 6% néu chi c6
mét anh, chi hoic em rudt mic bénh [101]. Nghién ctu trén cc cip song sinh
cho thdy 72% cing méac bénh néu 1a sinh doi cing trang, so voi 22% néu 1a
sinh d6i khac tring. Sy phan bd cac thuong ton, mac do nang va tudi khoi
phat bénh gidng nhau giira cac cip sinh dbi cung trimg, nhung lai khac nhau
giita cac cap sinh doi khéc tring. Nhiing dic diém ndi trén cho thay yéu té di
truyén déng vai trd quan trong trong dién tién 1am sang caa vay nén [3]. Vén
dé di truyén trong bénh vay nén duogc xac dinh c6 su lién quan véi HLA (quan
trong nhat 1a HLA-CW6 va DRA4), ¢ tién str gia dinh, tip vay nén (tip 1 co di
truyén, tip 2 khéng di truyén ma do dot bién gen trong cudc song)...[24].
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Ngoai yéu té di truyén, cac yéu té nguy co tir moi trudng ciing cé thé
khoi phat hoac 1am ning tinh trang vay nén. Dir liéu tir nhitng nghién cau
dich t& hoc v&i nhdm chuang thich hop da xac dinh nhiéu yéu t6 nguy co nhu
hat thudc 14, béo phi, ubng ruou, ché do an, nhiém tring, thudc va
stress...[100].

Nghién ctu cua ching t6i ciing danh gia thoi quen hut thudc 14, uéng
ruou bia ciing nhu mac do béo phi (chi sé BMI) cia bénh nhan. Ty 1& bénh
nhan nam hat thudc 14 (hang ngay hoic thinh thoang) 1a 42,2%, ¢6 udng ruou
(it nhat 1 1an/thang) 1én dén 57,8%. Nghién ctu ciia Truong Lé Anh Tuan cho
thay ty 1& hat thudc 14 1a 21% va udng ruou bia 12 9% [60], thap hon nhiéu so
véi két qua cua ching t6i. Tuy nhién viéc so sanh ciing chi mang tinh twong
d6i vi dinh nghia bién s6 “hat thudc 13” va “udng ruou bia” khac nhau giira
cac nghién cuu.

Ty 1é nhém qua can (BMI > 25) 1a 14,1% tuy khong cao nhung can duoc
cha y trong diéu tri va tu van gido duc stc khoe, nhét 14 ¢ nhiing bénh nhan
vay nén vira quéa can vira hut thuéc 14 va/hoac uéng ruou bia.

Mot trong nhitng nghién ciu 16n nhat khao sat moi lién quan gitra hat
thudc 14 va béo phi véi vay nén 1a Nurses” Health Study II. Nghién ctu nay
tién hanh trén 78.000 y td & Hoa Ky cho thay c6 méi lién hé theo mirc do hut
thudc 14 va béo phi véi nguy co bi bénh vay nén [102],[103]. Pic biét, nghién
ctu u6c tinh 30% truong hop vay nén mai do qua can (BMI > 25). Cac
nghién cau & chau Au ciing xac nhan hat thudc 14 va béo phi la nhiing yéu t6
nguy co doc lap gay vay nén [104]. Ty 1& vay nén trong nhom dang hat thudc
14 cao hon nhom “chua bao gio” hodc “trude day” hut thudc 14 [105]. So véi
nhitng bénh nhan chua bao gid hit thudc 14, nguy co twong ddi mac vay nén
1a 1,78 cho ngudi dang hut thude 14, va 1,37 cho nguoi trude diy ting hit

thudc 14 (p < 0,05). Nhitng nghién ctiu bénh - ching va dix liéu dich t& hoc tir
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cac nhom dan sb chau Au di xac nhan mdi lién hé giira hut thudc 1a va ty 1¢
vay nén va cho thay viéc hit thudc 14 thu dong ¢ nha ciing 1a mot yéu té nguy
co mac vay nén [106],[107]. Gan ddy, mot nghién ctu tai bénh vién véi 818
bénh nhan vay nén nguoi 16n cho thidy nhém hat thuéc 14 nhiéu (> 20
diéu/ngay) co nguy co vay nén nang gap doéi so vai nhom hat thude 14 it (< 10
diéu/ngay) [108]. Ca hut thudc 14 va béo phi khoi phat con dudng mién dich
qua trung gian té bao Th-1, diéu nay giai thich hop Iy vé& nhitng mdi lién hé
véi vay nén [109]. Mic du c6 nhitng dit liéu nghién ctu néi trén, ngudi ta van
chua 13 liéu duy tri can nang 1y tuong va khong hut thude 14 c6 that su giam
nguy co mac bénh vay nén hay khong. Mot nghién ciu bénh - chung o Italia
cho thay thoi quen dinh dudng ding nhiéu rau va trai cay (ca rét, ca chua) hay
B-caroten co lién quan dén giam nguy co vay nén. Tuy nhién diéu ndy van can
thém chang ctr dé xac nhan rd hon nita [110].

Mot s6 nghién ciru dich té hoc quy mé 16n da chi ra mébi trong quan giira
udng ruou bia va vay nén. Nghién ctu bénh - chang trén 144 bénh nhan vay
nén va nhém chang gom 285 nguoi bénh da khéc cho thay ty sé chénh (odds
ratio) mac vay nén giira nguoi sir dung 100g con/ngay so véi ngudi khdng sir
dung 1a 2,2 [111]. Lién quan dén thdi quen udng ruou bia, Higgins va cs
chtng minh ruou bia 12 yéu té nguy co doc 1ap cua vay nén va cé ty s6 chénh
8,01 [112]. Gan diy, mot phan tich meta cac nghién ctu bénh - ching cho
thay chi s6 chénh méc vay nén giira nguoi udng ruou bia so voi ngudi khong
udng ruou bia 1a 1.531 (P = 0,002), nghia 1a viéc udng ruou bia lam ting nguy
co bénh vay nén [113]. Tuy nhién méi lién hé gitra vay nén va udng ruou bia
van con 1a van dé& phuc tap va chwa duoc hiéu biét rd rang. Nhiing két qua
khéng nhat quén gitra cac nghién ciu noi trén 1a do khéng chuan héa céach tinh
luong cdn str dung cling nhu c¢6 su nhiéu théng tin khi khai thac thong tin tir

bénh nhan. Cudi cung, tac dong cua luong con sir dung ddi voi do nang vay
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nén cling da dugc nghién ciu. Nhiéu tac gia cho thiy ngudi nghién rugu ning
c¢6 khuynh huéng c6 thuong ton viém va lan rong hon. Mot s6 co ché giai thich
tai sao ruou co thé gay vay nén; d6 1a su diéu hoa ting cac cytokine tién viém ¢
nhitng té bao khac nhau, su ting sinh va hoat hoa té bao lympho, ting sinh té
bao stng ciing nhu ting nguy co nhidm tring [113]. N6i chung, da sb cAc tac
gia khuyén bénh nhan vay nén phai “giam can, bo thudc 14, bét ruou bia”.

Nhiém virus va vi tring cap tinh di duoc bao cio c6 lién quan dén sy
khoi phat hay 1am vay nén nang hon. Nhiém lién cau tring thuong 12 yéu tb
khoi phat vay nén giot, nhat 1a & tré em va thanh nién [114]. C6 7,8% bénh
nhan trong nghién ctru cua ching toi ghi nhan vay nén thuong ning hon hoac
tai phéat sau mot dot nhidm tring cap nhu viém hong, viém tai giira hay nhiém
tring da...Ty 18 ndy c6 thé cao hon néu nghién ctru sau hon véi cac ky thuat
sinh hoc phan tir ¢é xac dinh khang nguyén cua cac tdc nhan nhiém trung.
Trong mét nghién ctu trén 111 bénh nhan khoi phat dot ngot hay bung phéat
vay nén, siéu khang nguyén cua Staphylococcus dugc phan 1ap & 17% trudng
hop. Méi lién quan gan gitra nhidm lién cau tring va vay nén da lam cac siéu
khang nguyén cua vi tring nay duoc xem Ia yéu t6 chinh hoat hda té bao T
[115]. Thorleifsdottir va cs cho rang viéc cit amidan c6 thé giam bénh vay
nén mang boi vi amidan tao ra té bao T nhan biét cic yéu t6 quyét dinh
keratin ¢ da [116]. Nhiém HIV lién quan dén su khoi phat vay nén mang nang
va khéng dap ung voi diéu trj thong thuong [3]. Tuy nhién ching tdi khong
ghi nhan trudng hop vay nén nao lién quan dén nhiém HIV trong nghién cau
caa minh.

Thudc c6 thé gay khai phat vay nén trén nhitng ngudi c6 co dia di truyén
hoac khdng di truyén. C6 kha nhiéu thudc duoc cho 1a c6 thé gay khai phat,
tai phat hoic 1am nang bénh vay nén, nhung bang ching rd nhit 13 lithium,

chen beta (beta-blockers), khang st rét, khang viém khong steroid (NSAIDS)
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va tetracycline. Ngoai ra, thudc wc ché men chuyén, interferons, digoxin,
clonidine, carbamazepine, valproic acid, uc ché kénh canxin, yéu t6 kich thich
két cum bach cau hat, kali iodide, ampicillin, penicillin, progesterone,
morphine va acetazolamide dugc cho 1a 1am bung phat vay nén. C6 12,5%
bénh nhan trong nghién ctu cua chidng t6i ghi nhan tinh trang vay nén cua
minh c6 lién quan dén viéc st dung thudc, chu yéu 1a thudc chen B, NSAIDs
va ngung corticosteroid dot ngot. Vay nén do thude co6 khuynh hudng xay ra
lan dau ¢ bénh nhan khong cd tién sir vay nén trude do, va thuong giam bénh
sau khi ngung thudc. Vay nén ning Ién do thudc c6 khuynh huéng xay ra &
bénh nhan co tién sir vay nén va bénh van dién tién ngay ca khi di ngung
thudc [117],[118]. Co ché thudc tac dong 1én vay nén van chua duoc hiéu mot
cach r6 rang. Céc dir liéu nghién ciu cho thay vay nén do chen B xay ra do su
tc ché thy thé B2 thuong bi din dén giam cAMP va lam ting sinh té bao
sing. Nhiéu gia thuyét giai thich sinh bénh hoc cua vay nén do lithium.
Lithium ¢ ché inositol monophosphate, 1am mat calcium ndi bao va ting
sinh té bao sing [119]. Ngoai ra, lithium c6 thé 1am tang san xuit TNF-o va
IFN-y & té bao sting. Thudc khang sot rét co thé 1am bung phét tinh trang vay
nén bang cach wc ché enzyme transglutaminase va gy ting sinh thuong bi
[120]. Méi lién hé giira khang sinh va vay nén van con 1a vin dé ban cai.
Tetracycline c6 thé gay bung phét vay nén thong qua viéc mat cAMP noi bao.
Tuy nhién diéu ndy van chi 1 gia thuyét [121]. Cudi cung, NSAIDs uc ché
chuyén hda acid arachidonic 1am tich tu leukotrienene gay khoi phat vay nén.
Do d6, biét dugc loai thuéc nao khai phat hozc lam bing phét vay nén gidp
ching ta phong ngtra va diéu tri mot cach c6 hiéu qua can bénh nay.

Dung corticosteroid dudng toan than cho bénh nhan vay nén s& gay
chuyén tir thé nhe sang thé nang. Nguy hiém hon ca 1a ¢6 thé sém muon gay

vay nén mu hoic do da roc vay toan than. Do vay, hién nay cac tac gia déu



88

théng nhat cam ding corticosteroid toan than cho tat ca cac thé vay nén [24].
Ngtng sir dung corticosteroid boi mot cach dot ngdt ciing c6 thé gay vay nén
mi hoic bung phat ning tinh trang vay nén mang [3]. Str dung corticosteroid
noi chung va corticosteroid duong toan than noi riéng khong hop 1y 1a mot
trong nhimg van dé& thuong gip cua bénh nhan vay nén tai Viét Nam. Day
cling 1a diéu can luu ¥ trong gido duc strc khoe va tu van cho bénh nhan vay
nén.

Stress tdm 1y dwoc chirg minh 1a yéu té quan trong gay khoi phét, tai
phat hay 1am vay nén tro nang. Cac dit liéu hoi ctu chi ra rang bénh nhan vay
nén gap nhitng ton thuong nhiéu hon trong khoang thoi gian tir tho 4u dén
treong thanh. Trude dy, hau hét nhiing tranh luan vé méi lién hé giira stress
va vay nén dén tir cac bao cao mang tinh roi rac, nhung nhitng nghién ctu gan
day vé mién dich tdm than kinh cho thdy c6 ton tai méi lién hé nay. Nhiéu
bang chtng cho thay stress gay ra nhitng dap wng bat thuong vé than kinh noi
tiét, c6 vai tro quan trong trong sinh bénh hoc cac bénh ty mién man tinh,
trong d6 c6 vay nén [121]. Trong nghién ctu caa ching téi, 43,8% bénh nhan
vay nén mo ta stress la yéu t6 gay bung phét hay khoi phét bénh.

C0 23,4% bénh nhan cua chdng téi ghi nhan cd hién tuong Koebner. Ty
I& trén c6 1& cao hon néu tinh ca nhitng bénh nhan khong dé y va nhan biét
duoc hién twong nay. Theo y vin, khoang 30% bénh nhan vay nén xuat hién
thuong ton trén viing da bi chan thuong [122]. Ngoai ra, vay nén ciing c6 thé
Xuat hién sau cac dang tén thuong da khac nhu bong nang, phat ban do thudc,
phat ban siéu vi...[3].

Ngoai ra, chung t6i cling thdy 14,1% bénh nhan ghi nhan mot sb yéu tb
nhu noi tiét, chuyén hoa (sot, rdi loan dién giai, co thai...) ciing lién quan toi
sy xuét hién bénh. Trén y van, thay doi noi tiét, chuyén hoa cling 1a nhiing

yeu t0 ¢ lién quan dén vay nén. Giam calci mau dugc cho 1a yéu to khoi phat
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tinh trang vay nén mu toan than. Thai ky c6 thé 1am thay ddi tinh trang bénh
va thuc té cho thiy 50% sd truong hop bénh giam trong thdi ky mang thai.
Tuy nhién phu nit mang thai c6 thé bi vay nén ma, doi khi lién quan dén tinh
trang ha calci mau [3].

Truéc khi xem xét chon lua diéu tri cho mét bénh nhan cu thé, can khai
thac tién sir vé cac phuong phap diéu tri trudce ddy va mac do dap tmg d6i voi
ting loai thude da st dung. Didu nady gilp thay thudc quyét dinh phuong phap
diéu tri phd hop nhat cho bénh nhan tai thoi diém dé. Trong nghién cttu cua
chdng tdi, bénh nhan da st dung nhiéu loai thudc trude do, tir thude boi dén
thudc udng, tir tay y dén dong y...va chi c¢6 3,9% chua diéu tri gi. Két qua nay
phan anh dung thuc té vé su da dang trong cac phuong phap diéu tri ma mot
bénh nhan vay nén phai trai qua. Nhém thubc boi duoc dung nhiéu nhat véi
calcipotriol, corticosteroid, acid salicyclic..., dac biét 1a thubc bdi két hop
calcipotriol + corticosteroid chiém dén 44,5%. Theo da sb cac tac gia, thudc
boi dan xuat vitamin Ds (calcipotriol) va corticosteroid 1a nhitng lya chon dau
tién trong diéu tri vay nén mang thé nhe dén trung binh [3],[27],[37],[38]. Tuy
nhién trén thuc té, dang két hop giira 2 loai thudc trén van dugc bac si wa
chudong hon nham phat huy ti da hiéu qua va han ché téi thiéu tac dung phu
cua thudc. Ty 1é sir dung céc thudc toan than (methotrexate, soriatane) khong
cao, c6 thé do chua ding chi dinh hoic ciing ¢ thé do tam Iy thay thubc con e
ngai tac dung phu khi ké nhiing loai thubc nay. Tiém corticosteroid tuy chiém
ty 1& thap (7%) nhung can tranh va phai duoc luu y trong gido duc sic khoe.
4.1.2. Diic diém 1am sang

Nghién ciru ciia chiing t6i bao gdm tit ca cac thé 1am sang cua bénh vay nén,
trong d6 thé mang chiém ty 1& cao nhat (78,1%), cac thé con lai 1an luot 14 vay nén
do da toan than (8,6%), vay nén thé mu (7%), viém khop vay nén (6,3%). Vay nén

thé mang ciing chiém ty 1& cao nhit trong nghién ctru ciia Truong Thi Mong
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Thuong v6i 74,6% [99], va nghién ctru ctia Truong Lé Anh Tuan véi 80% [60].
Ty 1& ndy trén y vin tham chi con cao hon nita, 1én dén 90% [27].

Vay nén thé mang tuong ddi 6n dinh nén khi bénh lan rong rdi thanh do da
toan than thuong phai do mot sb yéu td kich thich nhu nhiém tring, stress,
thudc...Tuy nhién c6 nhiéu trudng hop khong thé xac dinh duoc yéu to gay
chuyén ning d6 da toan thdn ma bénh khoi phat boi giai doan viém véi thuong
t6n hong ban, troc vay, ngira va lan rong nhanh chong [122]. Nghién ctu cia
chiing t6i cho thdy ty 1¢ vay nén do da toan than khong cao (8,6%), tuy nhién ddy
14 tinh trang can duoc nhap vién dé cham soc va diéu tri tich cuc.

Vay nén thé mu thuong dugc chia thanh 2 thé: khu tra va toan than. Trong
nghién ctru ctia chung t6i, vay nén mu chiém 7%, véi thé tai chd 13 5,5% va toan
than 1 1,5%, thap hon so véi y vin (20% s6 bénh nhan vay nén) [122].

Viém khép vay nén chiém ty 18 6,3% trong d6 chu yéu 13 & mirc d6 nhe,
chua bién dang va t6n thuong it khép. Ty 1& ndy co thé cao hon néu tinh
nhing truong hop, nhat 1a viém khop mirc dd ning, khong kham chuyén khoa
da liéu ma kham chuyén khoa noi khép. Theo y vin, ty 1& viém khép vay nén
thay di theo ting nghién ctru, dao dong trong khoang 5 - 30%. Trong mot s6
truong hop, triéu chung viém khép ¢ thé xuat hién trudc ton thuong da [3].

Chung t6i tién hanh danh gid sy phan bd thuong ton va cac vi tri ton
thuong dac biét (da dau, mong, ving nép gap). Vay nén c6 khuynh hudng doi
xung va day 1a dac diém co ich cho chan doan xac dinh. Tuy nhién thuong ton
1 bén ciing c6 thé xay ra [27]. Trong nghién ctu cua ching tdi, ty 1& bénh
nhan c6 thuwong ton vay nén déi xtng chiém 62,5%. Tinh chat d6i xtng
thuong roi vao nhimg trudng hop 6 mic d6 bénh trung binh dén ning, voi
t6n thuong lan toa.

Da dau, mong va viing nép gap duoc xem nhu nhitng vi tri dac biét cua

thuong t6n vay nén vi anh hudng dang ké dén tham my va nhat 1a khé diéu tri
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hon thuong ton & nhiing vi tri thong thuong [3].

Nghién ciru cia ching ti cho thay 74,2% bénh nhéan c6 thuong ton ¢ da
dau, gan véi ty 1é trong mot nghién cu ¢ Ha Lan 12 79% [123]. Da dau la
mét trong nhitng Vi tri thuong gap nhat caa vay nén lic khai phat va trong
suét qua trinh bénh. N6i chung, c6 khoang 50 - 80% bénh nhan vay nén khai
nhan cé thuong ton ¢ da dau [123]. Mtc d6 ton thuong tir rat nhe voi vay
min, it dén nang véi nhitng mang dong mai day bao pha khiap da dau. Pac
trung cua vay nén da dau 13 thuong ton thuong ¢ ranh gisi gitta da dau va
viing mat, ¢o hay sau tai [3],[123].

Ty Ié bénh nhan trong nghién ciu cua ching t6i c6 ton thuong mong 1a
46,9%, tir mic d6 nhe chi c6 1dm méng cho dén mic d6 nang véi ton thuong
toan bo gay bién dang moéng. Ty Ié ton thuong moéng dao dong theo ting
nghién ctu trong khoang 10 - 55% bénh nhan vay nén noéi chung va 1én dén
85% bénh nhan viém khép vay nén [123].

Chung t6i ciing ghi nhan c6 3,1% bénh nhén trong nhém nghién ciu cé
thuong ton ¢ ving nép gap nhu nach, ben, dudi va... Ty 1& nay trong y van 1a
2 - 6% [123]. Vé mat 1am sang, vay nén nép gap la nhitng thuong ton trén
nhitng viing da rat viém, thuong it hay khong troc vay nhu ¢ da dau hay cac
mang thuong ton trén than minh. Vi c6 giéi han kha rd nén vay nén nép gap
can dugc chan doan phan biét véi nim da.

Vay nén mang chiém ty 1¢é cao nhat nén dugc nghién cau nhiéu hon ca
vé sinh bénh hoc, phuong phap diéu tri va ca cach danh gid mac d6 bénh
thong qua chi s6 PASI. Trong sé 100 bénh nhan vay nén mang cua ching toi,
chi s6 PASI trung binh 1a 10,97, véi mitc d6 nhe chiém ty 1¢ cao nhat (58%).
Ty 1é nay tuwong tu voi nghién ctu cua Truong Lé Anh Tuin (65%) [60],
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nhung khac véi nghién cau cia Truong Thi Mong Thuong véi da sb 1a vay
nén ning (PASI > 20 chiém 40,3%) [99].

Panh gia mdi lién quan giita PASI véi mot s6 yéu td, ching t6i nhan
thay PASI khong lién quan véi gi6i tinh ciing nhu BMI trong khi lién quan
dén thoi gian bénh. Chi s6 PASI ¢ ngudi ¢6 thoi gian bénh > 5 nam cao hon
ngudi ¢d thoi gian bénh < 5 nam c6 y nghia thdng ke.

4.2. Roi loan lipid mau trén bénh nhan vay nén

Céc nghién ciu vé chuyén héa lipid trén bénh nhan vay nén duoc tién hanh
tir dau thé ky 20, tap trung vao lipid bé mat da, lipid 16p stng, phospholipid
thuong bi, lipid huyét thanh, LDL-C I6p bi trong thuong t6n vay nén, chuyén
hoa lipid, stress oxy hoa, ciing nhu mbi twong quan giira cac chi s6 viém va chi
s6 lipid véi triéu ching 1am sang. Dix liéu tir y van cho thay c6 méi lién hé gitra
lipid va nhiing bat thuong vé mién dich. Vi vay, nguoi ta ndi vay nén ciing co
thé duoc xem nhu mét hoi chiing chuyén héa mién dich [124].

Céach day khoang nura thé ky, Lea va cs dd bao céo vé tinh trang ting
nong do lipid huyét thanh trén bénh nhan vay nén [125]. Nhitng nam gan day,
van dé nay van tiép tuc dugc nghién ctu ¢ cac nhdm dan sé khac nhau trén
thé gigi [51],[52],[53]. Nhiing tién bo hién nay trong nghién ctu vé vai tro
cua cac té bao viém trong sinh bénh hoc vay nén di lam thay doi quan niém
vé vay nén: xem bénh vay nén 1a mét qua trinh viém hé théng, lam tang ty 18
cac bénh Iy khac kém theo. Tuong ty nhu vay nén, hoi chiing chuyén hoa
(gém béo bung, ting huyét ap, dai thao duong type 2, ting triglyceride mau
va giam HDL-C) dic trung bai su gia tang hoat dong mién dich cua té bao
Th1. Piéu nay giai thich vay nén cé thé lién quan vai hdi chiang chuyén hoa
do c¢6 chung con duong viém [124].

C6 2 phuong phap nghién ctu nong do lipid mau trén bénh nhan vay
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nén: nghién ciu dya vao dan sé (population - based study) va nghién ctu
bénh - chieng (case-control study). Nghién ctu dua vao dan sé thuong hdi cau
trén mot co s¢ dir liéu véi sé lwong bénh nhan rat 16n, c¢d thé 1én dén hang
chuc tham chi hang trim ngan bénh nhan c6 so sanh véi nhém dan sé khdng
méc vay nén (co thé bénh ly khac). Trong khi d6, nghién cttu bénh - chung
dugc thiét ké thanh 2 nhém: nhém vay nén va nhém chimg (nguoi binh
thuong khoe manh) twong ddng vé tudi va gidi voi sé lugng vai chuc dén vai
tram d6i twong mdi nhom.

Nghién cttu cua ching téi gdom 128 bénh nhan vay nén c6 so sanh voi
128 nguoi l1am ching. Khong ¢ su khéc biét vé tudi, gigi tinh, BMI, hoat
dong thé luc va hat thude 14 gitta 2 nhdm nghién ctu (Bang 3.19). Két qua
nay dam bao tiéu chuan twong dong it nhat vé 2 bién so doc lap 1a tudi va
gidi, tir d6 c6 thé so sanh nong do lipid mau giira 2 nhém nghién ciu mot
cach khach quan. Nhém vay nén c6 tan suat ubng ruou cao hon so véi nhém
chung. Trén thuc té va y vin, udng ruou 13 mot trong nhitng théi quen & bénh
nhan vay nén, nhat la nhitng ngudi bi anh huong tam Iy nhiéu.

4.2.1. Két qud lipid mau ciza nhom vay nén

Nghién ctiu cia chiing toi da xac dinh duoc ty 18 réi loan lipid mau noi
chung 13 53,9%, trong d6 ting cholesterol TP va tang TG chiém ty & cao nhat
(cung 1a 25%), tiép theo la giam HDL-C (21,9%), ty 1¢ Cholesterol TP/HDL-
C > 5 (20,3%) va cui ciing 1a LDL-C (14,8%).

Ty I& roi loan lipid mau trén bénh nhan vay nén thay doi theo tung
nghién ciru, dao dong tir 6,4-50,9% [8]. Wu Y. va cs tién hanh nghién cau
trén 1.127 bénh nhan vay nén va 1.127 ngudi nhém chiing cho thay ty Ié dai
thao duong, tang huyét 4p, tang lipid mau & bénh nhan vay nén cao hon nhom

chung. V&i két qua caa nghién ciu 16n ndy, cac tac gia khang dinh bénh nhan
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vay nén c0 ty 1& cac yéu té nguy co tim mach va nhiing bénh 1y khac cao hon
so v&i ngudi khong bénh vay nén [67]. Mot nghién ciru dya vao dan sé vai cd
mau 16n cho thdy bénh nhan vay nén c6 ty 1& réi loan lipid mau 1a 56,9% cao
hon so v&i nhom ching (47,3%) c6 ¥ nghia théng ké [69]. Nghién ctru cit
ngang trén 120 bénh nhan vay nén ngudi Pakistan cho thy ty 1é rdi loan lipid
mau 1a 55,8% [56]. Hai nghién ciru noi trén c6 ty 1¢ réi loan lipid mau xap xi
voi ty 1€ trong nghién ctru cia ching t61 (53,9%). Tuy nhién, m{t nghién ctu
khac trén 70 bénh nhan vay nén ngudi Bosnia va Herzegovina lai cho ty 16 réi
loan lipid mau cao hon (62,9%) [53]. No6i chung viéc so sanh ty 1¢ rdi loan lipid
mau trén bénh nhan vay nén giita cac nghién ctru chi mang tinh tuong doi vi tiéu
chuan dinh nghia réi loan lipid mau khéng théng nhét gitta cac tac gia. Chang
han, trong nghién ctru cia Dreiher va cs, roi loan lipid mau khi cé it nhét mot
trong cac tiéu chuén: cholesterol TP > 6,2 mm/l, TG > 2,26 mm/l, LDL-C > 3,36
mm/I va HDL-C < 1,03 mm/I [69]. Tiéu chuan trong nghién ctru cta Jamil A va
cs la: cholesterol TP > 5,17 mm/l, TG > 1,69 mm/l, LDL-C > 3,36 mm/l va
HDL-C < 1,03 mm/l [57]. Trong khi d6, nghién ctru cua ching toi ldy cac
ngudng gia tri theo tiéu chuan ATP III: cholesterol TP > 6,20 mm/l, TG > 2,26
mm/l, LDL-C > 4,13 mm/I, va HDL-C < 1,03 mm/I [10].

Nghién ctu cua ching tdi ciing tién hanh danh gida mdi lién quan gitra
nong do céc loai lipid méau voi mot s6 yéu té nhu gidi tinh, thoi gian bénh, thé
Iam sang, BSA va PASI.

Vé mit gidi tinh, nong d6 HDL-C & nam thap hon nit ¢6 y nghia thong
ké, cac chi sé lipid con lai khdng c6 su khéc biét (Bang 3.23). HDL-C & ni
cao hon so véi nam 1a két qua thuong thay trong dan sé chung ¢ nguoi binh
thuong moi nhém tudi [126].

Chung t6i chia bénh nhan vay nén thanh 2 nhém: (1) thoi gian bénh < 5

nam (64 ca), va (2) thoi gian bénh > 5 nim (64 ca). Tién hanh phan tich so
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sénh giira 2 nhém cho thay cac chi sé lipid & nhdm 1 ¢ vé “t6t” hon nhém 2,
tuy nhién su khéc biét khong c6 v nghia thong ké. N6i cach khac, nong do
lipid mau trén bénh nhan vay nén khong lién quan dén thoi gian bénh. Diéu
nay thay rd trong nghién ciu caa Mallbris va cs trén 200 bénh nhan vay nén
vira mai khai phat bénh so vai 285 nguoi nhdm chirng. Nhom bénh nhéan vay
nén vira khai phéat bénh da c6 ndéng d6 lipid méu cao hon so véi nhém ching
c6 ¥ nghia thong ké, nghia 1a khong thay vai trd cua thoi gian bénh trén bién
d6i nong do lipid mau. Tir d6 cac tac gia két luan rdi loan lipid méu trén bénh
nhan vay nén co thé do di truyén hon 13 mac phai [81]. Tuong tu nhu vay,
Taheri Sarvtin va cs ciing khong tim thay méi lién hé gitra nong d6 lipid mau
véi thoi gian bénh trong nghién ciru ctia minh [57].

Vé thé 1am sang, khong c6 su khac biét vé nong do lipid mau giita cac
thé thong thuong, do da toan than, vay nén mu va viém khép vay nén. Ngoai
thé thong thudng chiém sb luong (va ty 1€) cao nhat, cac thé 1am sang con lai
c6 s6 ca khong nhiéu, cu thé 1a do da toan than 11 ca (8,6%%), vay nén mi 9
ca (7%) va viém khép vay nén 8 ca (6,3%). Nhiing két qua nay tuy phan anh
dung ty 18 cac thé 1am sang vay nén trén thyc té, nhung lai khong dem lai loi
ich vé mat thong ké vai sb truong hop do da toan than, vay nén mu va viém
khép vay nén khong du 16n dé xac dinh sy khéac biét. Pa s cac nghién cau
trén thé giéi vé nong do lipid mau thuong danh gia & nhom bénh nhan vay
nén théng thuong (mang man tinh), nhiing thé khac néu co chi 1a viém khop
vay nén.

Vé murc d6 nang caa bénh, ching ti khdng tim thay maéi lién hé giita cac
chi sé lipid véi BSA va PASI. Két qua nay twong tu véi nghién cau cua
Mallbris va cs [81]. Trong khi d6 Javidi va cs thay rang cholesterol TP ting
theo d6 nang cua bénh cé ¥ nghia théng k&, LDL-C ting nhung khong c6 ¥
nghia, TG va HDL-C khong lién quan dén d6 ning vay nén [78]. Tuy nhién
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cach phan loai d6 niang vay nén cua Javidi khac véi ching t6i, dua vao BSA
véi nhe (BSA < 30%), vira (BSA tir 30% dén 50%) va ning (BSA > 50%)
[78]. Ciing phan loai d6 niang vay nén khac véi ching tdi, Jamil va cs cho
thay nhom vay nén nhe (PASI < 7) ¢4 ty Ié réi loan lipid méu Ia 23,3% trong
khi nhdm vay nén nang (PASI > 12) cd ty Ié réi loan lipid mau 1a 83,3%,
nhung khong thay tac gia danh gid y nghia thong ké cua su khéc biét [56].
Tuong tu v6i nghién cau cua chang téi, Taheri Sarvtin va cs phan loai do
nang vay nén theo PASI, véi nhe (PASI < 10), vira (10 < PASI < 20) va ning
(PASI > 20). Két qua cho thiy méi lién quan c6 y nghia théng ké giita PASI
véi tang lipid mau [57].

Nhu vay nghién cau cua chung ti khéng thay mai lién quan giita nong
d6 céc loai lipid mau véi nhitng yéu to nhu gidi tinh, thoi gian bénh, thé 1am
sang, BSA va PASI.

4.2.2. So sanh két qud lipid mau gi@a 2 nhém nghién ciu

Chung i tién hanh so sanh ty 18 rdi loan lipid mau va ca so sanh nong
d6 lipid mau gitta 2 nhom. Két qua cho thay, ty 1¢ roi logn lipid méau noi
chung, ty Ié tang cholesterol TP, ty |é tang TG, ty 1¢ giam HDL-C va ty I¢
cholesterol TP/HDL-C > 5 ¢ nhém bénh cao hon ¢ ¥ nghia thong ké so véi
nhom chung. Trong khi d6, ty 1€ tang LDL-C nhom bénh (14,8%) cao hon
nhém ching (9,4%) nhung su khac biét khong co ¥ nghia thong ké.

V& nong d6 lipid mau, céc chi s6 lipid cua nhém bénh “xau” hon céc chi
s6 nhom chang (néng do cholesterol TP, TG, LDL-C, ty I¢ cholesterol
TP/HDL-C cao hon; nong d6 HDL-C thap hon), nhung chi TG va ty lé
cholesterol TP/HDL-C khéc biét co y nghia thong ke.

Xét vé sinh bénh hoc xo vita dong mach, LDL-C va TG Ia nhiing loai

lipid c6 hai, cang cao cang nguy hiém, trong khi HDL-C 1a lipid c6 loi, cang
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cao cang tét. Cholesterol TP cao thi c6 thé HDL-C cao hoic LDL-C cao hoic
ca 2 déu cao. Do vay néu chi lam cholesterol TP dé danh gia rdi loan lipid
méau la khong dtng. Trong thuc hanh 1d&m sang, nguoi ta thuong xet nghiém
dinh Iuwgng TG, cholesterol TP va HDL-C, sau d6 dung cong thirc tinh LDL-C
= cholesterol TP - HDL-C - TG/2,2 (néu cé4c gia tri dugc tinh theo don vi
mm/L). Hién nay nguoi ta it hoic khong xét dén tri s ciia cholesterol TP nita
vi nhiing ly do néu trén. Khi néi dén rdi loan lipid mau 1a néi dén LDL, HDL
va TG. Vi gitta cholesterol TP va HDL-C c6 tdc dong trai ngugc nhau nén
nguoi ta tinh ty 1& cholesterol TP/HDL-C dé danh gia mirc d6 nguy co. Cac
nghién ctiu cho thay nguy co bénh mach vanh & nam gidi gia ting néu ty I¢
nay lén hon 5 [49].

Tai sao ty 1€ tang cholesterol TP va ty 1€ giam HDL-C nhom bénh cao
hon so v&i nhom ching ¢ y nghia théng ké, nhung néng d6 2 loai lipid nay
lai khdng khéc biét gitra 2 nhom? Diéu nay c6 thé giai thich thong qua c& mau
nhoém nghién ctru va phuong sai nong d6 lipid mau. C& mau chi da xac dinh
su khac biét vé ty 18 réi loan lipid mau ma chua dua Ié6n dé xac dinh su khac
biét vé nong do cholesterol TP, HDL-C, LDL-C. Ngoai ra, nong do cac loai
lipid mau déu c6 phuong sai kha cao cho thay sy dao dong tuong dbi 16n ¢ ca
2 nhom nghién ctu.

Tuy vay, nhin chung cac lipid mau “xau” (cholesterol TP, TG, LDL-C) &
nhém bénh ¢6 khuynh hudng cao hon so véi nhdm chung, va nguoc lai lipid
mau “t6t” (HDL-C) & nhém bénh thap hon so véi nhém ching.

Trén thé gisi co rat nhiéu nghién ctu vé nong do lipid mau trén bénh
nhan vay nén so voi ngudi binh thuong khoe manh nhung cho két qua khdng
théng nhat vai nhitng chi s va nong d6 lipid khac nhau. Bang 1.7 thé hién rd

diéu d6 véi mot s nghién cau cuing vai nhitng két qua that da dang. Pa sb
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cac nghién ctiu so sanh nong do lipid mau gitra nhém bénh va chang, chi c6
mét sé it so sanh ty 18 rdi loan lipid méu.

Cac nghién cau so sanh nong do lipid mau giira bénh nhan vay nén va
nhém chiing, cho thay su khac biét co ¥ nghia thong ké nhiing chi sé nhu
cholesterol TP [57],[58],[127]; LDL-C [57],[78],[127];[128],[129]; VLDL-C
[81],[128]; va TG [78],[128]. Chi c6 mot sé it nghién cttu & nudc ngoai khong
thiy su khéac biét vé ndng do lipid méu giira bénh nhan vay nén va nhém
chung [55],[130],[131]. Tai Viét Nam, nghién ctu ctia Truong Lé Anh Tuan
trén 100 bénh nhan vay nén cho thay ty & hoi ching chuyén hoa la 38%. Tuy
nhién, khi so sanh nong d6 céc loai lipid méau, khdng thay su khac biét co y
nghia thong ké gita 2 nhém bénh va ching [60]. Mic du nghién cau nay
cling tién hanh tai bénh vién Da liéu thanh phé H6 Chi Minh nhung cho két
qua khéng thdng nhat véi két qua caa chung toi. Diéu nay ¢ thé giai thich do
su khéc biét vé thiét ké nghién ctu (dung dé xac dinh méi lién hé giira vay
nén va hoi chung chuyén hod), tiéu chuan chon bénh, dic diém d6i tugng
nghién cau (tudi > 18) ciia nghi@n ciru ndy so V&i nghién ciu cua ching toi.
Piéu nay mét lan nita cho ching ta thay su khong dong nhat vé mat két qua
cua nhitng nghién ctu vé lipid mau ¢ bénh nhan vay nén.

Chung t6i da dat dugc muc tiéu 1a xac dinh ty 18 réi loan lipid méau noi
chung ciing nhu ty & ting loai lipid mau nai riéng trén bénh nhan vay nén va
c6 so sanh voi nhom déi ching. Tuy nhién, nghién ciu khéng giai thich dugc
tai sao ty 18 taing LDL-C ciing nhu néng do LDL-C trén bénh nhan vay nén lai
khong khéc biét so véi nhém ddi chimg. Trong khi d6, theo da sb két qua
nghién cau trén thé gioi, ndng do LDL-C trén bénh nhan vay nén cao hon so
véi ngudi binh thuong twong déng vai tudi va gidi.

Pé ¢c6 cai nhin cu thé va rd rang hon hon vé xu hudng nghién ctu mdi

lién quan gitra vay nén va lipid mau trong thoi gian gan day 2014 - 2015,
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Bdng 4.1. Mgt sé nghién cizu réi loan lipid mdu giai dogn 2014 - 2015

Tac gia

Thiét ké nghién ciru

Két qua

Ghafoor R
(Pakistan 2015)

Bénh - chung, 128

vay nén - 128 ching

Cholesterol TP, TG, LDL-C cao hon
va HDL-C thap hon so véi nhom
chung

Santos-Juanes J

Hoi ctru, 661 vay nén

Ty 1€ roi loan cholesterol TP va LDL-

(Chile 2015) - 661 chung C cao hon so véi nhém ching.
Salihbegovic EM , 9 Ty 1¢ 16i loan lipid mau 13 62,85%;
o Cat ngang, 70 vay , . .
(Bosnia va p trong do: 39% tang TG, 36% tang
nén
Herzegovina 2015) HDL-C.

Fahad Al Harthi

(Saudi Arabia
2014)

Bénh - chung, 94 vay
nén - 100 ching

Cholesterol TP, TG, LDL-C, ty 1&
cholesterol TP/HDL-C cao hon va
HDL-C thap hon so v&i nhoém ching

Cit ngang, dua vao

Ma C o g Vay nén khong lién quan dén rdi loan
dan so, 353 vaynén -
(Hoa Ky 2014) 13.065 chimg lipid
Ty 1é 1di loan lipid mau 1a 55,8%;
Jamil A Ciatngang, 120 vdy  trong do: 28,3% ting cholesterol TP,

(Pakistan 2014)

nén

36,7% tang TG, 26,7% tang LDL-C,
29,2% giam HDL-C

Taheri Sarvtin M
(Iran 2014)

Bénh - chung, 50 vay
nén - 50 ching

Cholesterol TP, TG, LDL-C, VLDL-
C cao hon va HDL-C thap hon so véi

nhom chiing

El Asmi MA
(Tunisy 2014)

Bénh - chung, 91 vay

nén - 91 ching

TG, LDL-C, VLDL-C cao hon va
HDL-C thap hon so v&i nhém ching

Chung toi
(Viét Nam 2015)

Bénh - chung, 128

vay nén - 128 chung

Ty 1€ roi loan lipid mau 1a 53,9%;
trong do: 25% tang cholesterol TP,
25% tang TG, 14,8% tang LDL-C, va
20,3% giam HDL-C. TG, ty 1¢
cholesterol TP/HDL-C cao hon so véi

nhom chiing
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Bang 4.1. cho thay c6 4 nghién ciu véi thiét ké twong tu nhu nghién ctu
cua chung toi. Bac biét nghién ctu cua Ghafoor R va cs ¢ Pakistan ¢d sb bénh
nhan vay nén va nhom ching bang véi nghién cau cua ching toi. Ghafoor R
va cs cho thay ndng d6 ca 4 chi s6 1a cholesterol TP, TG, HDL-C va LDL-C ¢
nhém vay nén déu khac biét c6 y nghia thong ké so voi nhém ching [51]. Ba
nghién ciu bénh - chitng con lai & Saudi Arabia, Iran va Tunisy ciing cho thay
su khéac biét c6 y nghia thong ké ca 4 chi sb lipid néi trén giita 2 nhdm nghién
cau [54],[57],[58]. Ngoai ra, twong tu nghién ctu cua ching toi, Fahad Al
Harthi va cs (Saudi Arabia) cho thay ty Ié cholesterol TP/HDL-C giita 2 nhém
khé&c biét c6 ¥ nghia thong ké [54].

Hai nghién ciu cit ngang cua Salihbegovic EM (Boshia va Herzegovina)
va Jamil A [Pakistan] cing x4c dinh ty ¢ rdi loan lipid mau néi chung ciing nhur
ty 1& réi loan tung loai lipid mau. Trong s6 do, ting TG chiém ty ¢ cao nhat so
véi cac lipid mau con lai [53],[56]. Nghién cau cia chung toi cling cho két qua
tuong tu Voi ting TG chiém ty 1é cao nhat (25%). Tuy nhién nghién ctu cat
ngang con lai caa Ma C va cs (Hoa Ky) trén 353 bénh nhan vay nén so sanh véi
13.065 ngudi nhom ching lai khong cho thay su khac biét co ¥ nghia thong ké
vé nong do lipid mau caa bénh nhan vay nén so véi nguoi khdng méc bénh. Céc
tac gia giai thich do ¢& mau chua du lén [55].

Nghién ctu hdi ctu cia Santos-Juanes J trén s6 lwong 16n 661 bénh
nhan vay nén c6 so sanh véi 661 nguoi ddi chung cho thay Ty 1& rdi loan
cholesterol TP va LDL-C cao hon so vdi nhom chirng [52].

NGi chung, nhitng nghién ctu gan day trong khoang thoi gian 2014 -
2015 ciing giébng nhu cac nghién ciu cach hang chuc nam vé trude déu co
nhiéu bang chang chi ra mdi lién quan manh mé gitra vay nén va bat thuong
chuyén hoa acid béo.

Vay thi, tai sao ¢ réi loan lipid mau trén bénh nhan vay nén? Mot s6 co

ché giai thich diéu nay nhu tinh chat viém man tinh, chuyén hoa tai chd va
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toan than, yéu t6 di truyén, 16i séng, st dung mét sé thude diéu tri vay nén. ..

Vay nén la tinh trang viém man tinh dic trung béi sy gia tang hoat dong
cua té bao Thl va Th17. Ngoai nhitng twong déng vé mién dich gita vay nén
va cac bénh Iy lién quan, c6 mét sb gien chung giita nhiing tinh trang nay; do
la HLA-Cw6 va TNF-o. Hon nira, IL-6, IL-8, IFN-y, IL-1 va IL-17 cling gép
phan tao nén nhitng bat thuong tién xo vira nhu rdi loan lipid mau, dé khang
insulin, réi loan chic nang ndi Mo, hoat hda hé théng dong mau, va stress tién
oxy hdéa [124]. TNF-a 1a mot chit hoat héa manh enzym c-Jun amino-
terminal kinase, qua d6 kich thich chét diéu hoa hoat tinh tién viém protein-1
va c6 lién hé voi béo phi. N6 cling c6 thé dan dén su dé khang insulin théng
qua ¢ ché qua trinh phosphoryl hda thu thé tyrosine va thu thé substrate 1
caa insulin [124],[132].

Chuyén héa lipoprotein bi anh hudng nhiéu béi di truyén, va biéu hién roi
loan lipid méau do béo phi va/hoic dé khang insulin thay doi khac nhau giita cac
bénh nhan. Vay nén lién quan dén bat thuong chuyén hda lipid huyét twong, va
dai thao duong lién quan dén su bai tiét va nhay cam insulin [133]. Ngoai ra,
nhiing bién ddi trong chuyén héa lipid & bénh nhan vay nén co thé lién quan dén
mot s6 bat thuong cia hé tiéu hda. Hé tiéu hoa dong vai tro chii dong trong qué
trinh chuyén hda lipid. Hau nhu tt ca cac doan caa hé tiéu hoa bénh nhan vay
nén déu c6 nhitng bat thudng vé cau tric va chirc ning [134].

Trong bénh vay nén, réi loan chuyén hoéa lipid tai chd nhu
phospholipids, ceramides, acid béo ty do va cholesterol & da din dén tuong
tac phan ta gitta thuong bi va huyét thanh gay nén réi loan lipid mau. Qué
trinh tréc vay lién tuc duoc cho 1a dong vai tro trong réi loan lipid mau [124].
Mot nghién ctu gan day do He L va cs tién hanh chi ra rang qua trinh viém
dong vai tro quan trong trong réi loan HDL-C va LDL-C va gay ra yéu to
nguy co tim mach [135].

Mot s6 yéu td bénh 1y khac ciing lam gia ting nguy co bét thuong
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chuyén hda lipid & bénh nhan vay nén, d6 1a BMI cao (> 30 kg/m?), tién su
gia dinh tang lipid mau, 16i séng it van dong, ché do an nhiéu chét béo, va si
dung retinoid hay cyclosporine diéu tri vay nén [136],[137]. Mét vai thudc
diéu trj vay nén ciing c6 thé gay rdi loan ndng do lipid vi anh huéng dén lipid
tuan hoan. Gan day co bao cdo cho thay infliximab lam ting triglyceride khi
duoc sir dung diéu tri vay nén khép [138].

Déi chiéu vai nghién ciu cua chang toi, ¢ nhiing yéu té phu hop giai
thich cho bat thuong chuyén hda lipid 1a: 16i séng it van dong (hoat dong thé
luc khong déu chiém 77,3%), udng ruou, bia (ty I& cao hon nhém chiing ¢d y
nghia thong ké)...Trong khi do, ty & bénh nhan st dung thudc cé thé 1am
tang lipid mau 1a khong cao (soriatane chi chiém 3,9%).

Ngoai vay nén, nhiéu nghién cau dich t& hoc va 1am sang ciing cho thay
mbi lién hé gitra lipid mau va nhitng bénh qua trung gian mién dich khéac,
nhung ban chat cia mdi lién hé nay chwa duoc biét rd. Ri loan lipid mau va
kéo theo 1a xo vita ddng mach & nhiing bénh nhan mac cac bénh qua trung
gian mién dich c6 thé phan anh yéu té di truyén anh huong dén ca chuyén hoa
lipid 13n cac réi loan qua trung gian mién dich. Gan day, mot nghién cau di
truyén da phat hién ra mot s vi tri (locus) chung gitta nhitng bénh qua trung
gian mién dich (bénh Crohn, viém dai trang loét, viém khop dang thap, dai
thao duong type 1, vay nén, sarcoidosis) voi TG, LDL-C va HDL-C. Két qua
nay da mang lai dot pha méi trong hiéu biét vé co ché réi loan lipid méau va
nhitng bénh qua trung gian mién dich, tir d6 c6 thé mé ra nhitng thir nghiém
1am sang lién quan dén céc thudc ha lipid mau va khang viém [139].

Y van vé ndng do lipid méu trén bénh nhan vay nén cho nhitng két qua
khéc nhau. Chang han, Bajaj va cs thay rang bénh nhan vay nén cé cholesterol
TP, TG va LDL-C tang nhung VLDL-C va HDL-C khac biét khong cé y
nghia thong k& so véi nhém chang [62]. Trong mot nghién cau khac,
cholesterol TP, TG, LDL-C va VLDL-C cao hon va HDL-C thap hon so véi
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nhom ching, vi vay tac gia khuyén tam soat rdi loan lipid mau trén bénh nhan
vay nén lan téa [57]. Mot nghién ctru gan day caa El Asmi va cs cho thay TG,
LDL-C, VLDL-C cao hon trong khi HDL-C thip hon so v&i nhém ching
[58]. Nghién ctru cua ching tdi lai thdy TG va ty 1¢ cholesterol TP/HDL-C
tang so voi nhdm ching ¢ ¥ nghia théng ké. Tai sao ¢ su khong théng nhat
vé nhitng két qua nghién ctru nhu vay? C6 thé giai thich diéu nay théng qua
su khac biét gitta cac dbi twong nghién ciu vé yéu tb di truyén, do tudi, gioi
tinh, 16i song, do niang cua vay nén, hoat dong hang ngay va ché do an [57].

Tt nhitng két qua noi trén cho thay bénh nhan vay nén can dugc tim
soat rdi loan lipid mau. Vay chién luoc tim soat nhu thé nao? C6 mét sd
huéng dan cap quoc gia khuyén céo tam soét cac bénh kém theo néi chung va
r6i loan lipid mau noi riéng trén bénh nhan vay nén.

Nam 2008, Hoi Vay nén Hoa Ky dua vao nhitng khuyén céo cua Hoi
Tim mach Hoa Ky di khuyén bénh nhan vay nén xét nghiém lipid mau toi
thiéu mdi 5 nam hay mdi 2 nam néu c6 yéu t6 nguy co nhu tién sur gia dinh,
dai thao duong hay hién dang hat thudc 1a. Muyc tiéu 1a cholesterol TP < 200
mg/dL (5,17 mm/dL); HDL-C > 50 mg/dL; LDL-C t§i uu < 100 mg/dL (2,58
mm/L) [140].

Gan day nhat, vao nam 2015, Hoi nghi quéc gia vé vay nén tai Puc da
dua ra nhitng khuyén cdo nham phét hién som 12 tinh trang sau day: ting
huyét ap dong mach, réi loan lipid méau, béo phi, tiéu duong, hdi chung
chuyén hoa, viém gan khong do ruou, tram cam, lam dung nicotine, lam dung
ruou, bénh rudt viem man tinh, viém khép vay nén va lymphoma ac tinh.
Theo d6, bénh nhan vay nén can Iam thém cac xét nghiém chan doan va bat
dau diéu tri néu cholesterol TP > 240 mg/dL (6,20 mm/L); hoic LDL-C > 100
mg/dL (2,58 mm/L) néu yéu té nguy co tim mach cao, > 130 mg/dL (3,36
mm/L) néu yéu td nguy co tim mach trung binh, > 160 mg/dL (4,13 mm/L)
néu yéu té nguy co tim mach thap; hoic TG > 200 mg/dL (2,26 mm/L).
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Trong trudng hop di kiém soat lipid, khuyén céo vé khoang thoi gian xét
nghiém theo ddi 1a mdi 12 thang cho vay nén nhe, mdi 6 thang cho vay nén
nang hoic vay nén dang diéu tri toan than. Trong trudng hop diéu tri bang
retinoid toan than, xét nghiém mdi 2 thang [141].

T6m lai, nghién ctiu caa ching t6i cho thay ty 18 rdi loan lipid mau trong
nhém vay nén cao hon nhom ching, nhung khong c6 mdi lién quan gitra nong
d6 lipid mau véi cac yéu té nhu thoi gian bénh, gigi tinh, thé 1am sang, BSA
va PASI. Vi rat nhiéu chung ctr vé van dé nay tir cac nghién ciu trén khap
thé gisi, ddng thoi tham khao nhitng huéng dan quéc gia ké trén, ching toi
khuyén céo tam soét rdi loan lipid mau trén tat ca nhitng bénh nhan vay nén
vao kham véi chling ta bat ké thoi gian bénh, gigi tinh, thé 1am sang ciing nhu
d6 nang cua bénh.

Ngoai ra, ngay cang c6 nhiéu bang chiing vé méi lién quan gitta vay nén
va nhitng bénh 1y khac nhu bénh viém rudt, bénh Crohn, viém gan khdng do
ruou, bénh phdi tac nghén man tinh, bénh than man tinh, dic biét 1a nhoi mau
co tim, xo vira dong mach va cac yéu té nguy co tim mach nhu tang huyét ap,
dai thao duong, béo phi va hdi ching chuyén héa, hit thude 14 va lam dung
rugu... Tuy nhién dix liéu vé nhitng van dé néi trén con han ché tai Viét Nam
vi s6 luong dé tai nghién ctu rat it. Hy vong rang trong twong lai ching ta s&
c6 nhitng nghién cttu sau trén sd lugng mau 16n dé co dugc buc tranh toan
canh vé dic diém 1am sang ciing nhu cac yéu td lién quan, cac bénh Iy kém
theo, nhat 1a nhdm bénh Iy tim mach trén bénh nhan vay nén Viét Nam, tir d6
gop phan chiam soc va diéu tri vay nén mot cach toan dién va hiéu qua.

4.3. Hiéu qua diéu trj hd tro caia simvastatin

Thir nghiém Iam sang cia chiing t6i dugc thuc hién trén 60 bénh nhan
vay nén mang, chia ngau nhién thanh hai nhém diéu tri:

- Nhém nghién cau (30 bénh nhan): ung simvastatin 40 mg/ngay, két
hop bdi m& calcipotriol/betamethasone dipropionate 1 lan/ngay lién tuc trong



106

8 tuan.

-Nhom dbi chiang (30 bénh nhan): bdi m& calcipotriol/betamethasone
dipropionate 1 lan/ngay lién tuc trong 8 tuan.

Dic diém ddi twong cua hai nhém 13 twong ddng nhau vé tudi, thoi gian
bénh, gidi tinh, ndng d6 lipid mau, IGA, BSA va PASI véi su khac biét khdng
c¢6 ¥ nghia thong ké (Bang 3.30). Do vay, két qua nghién ciru so sanh gitra 2
nhom la khoa hoc va chinh xac.

4.3.1. bap ung lam sang

Trong nghién cau cua ching t6i, nhém udng simvastatin + thuéc bdi ma
calcipotriol/betamethasone ~ dipropionate va nhém  thuéc bdi md
calcipotriol/betamethasone dipropionate déu cho hiéu qua diéu tri vay nén mang
nhung nhoém thir nhat cho tac dung nhanh va hiéu qua hon nhom thir hai.

Nghién ctu di cho thdy hiéu qua dang ké cua sy két hop thudc uéng
simvastatin 40 mg/ngdy vao thuéc bdi m& calcipotriol/betamethasone
dipropionate trong diéu tri vay nén.

Cac chi sb theo ddi 1am sang nhu ty 16 PASI-75 va ty 18 IGA 0/1 giira 2
nhom déu khac biét c6 y nghia théng ké vao tuan thu 8.

Ngoai ra, % giam chi s6 PASI & nhom 1 ciing t6t hon han nhém 2. Sau 8
tuan diéu tri, ty 1& “Rat tét”, “Tét”, “Kha” lan luot 12 10%, 60% va 10% so
Vvéi 3,3%, 36,7% va 3,3% & nhom ddi ching.

Néu xét riéng nhdm 1, ngay & tuan thtr tu, chi sé PASI da khac biét so
Véi trude didu tri, va o tuan tha 8 thi sy khac biét cang ré nét hon. Piéu nay
khong thay & nhom 2.

Nhitng két qua noi trén cho thay simvastatin lam gia ting hiéu qua diéu
tri ma khong c6 tac dung phu kém theo, hiéu qua xuat hién sém, ngay sau 4
tuan diéu tri.

Nhom thude statin dwoc xem la c6 tiém nang trong diéu tri vay nén tur

nhitng nam 1990 cua thé ky trudc nho tc dung khang viém va diéu hoa mién
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dich. Trong khi mot s6 tac gia khong xac dinh dugc hiéu qua cua statin trong
vay nén thi [142], thi nhitng tac gia khéc lai cho thay statin c6 thé c6 ich trong
diéu tri mot sd bénh ly da, bao gém ca vay nén [17]. Tac dung 1am sang c6
dugc nhd e ché su két dinh bach cau véi ICAM-1 qua trung gian LFA-1
hoac bai e ché céc chat trung gian tién viém [143],[144].

Loi ich cua thudc ha cholesterol mau trén vay nén tly thudc vao mot sé
co ché. Do 1a diéu hoa giam LFA-1, tc ché két dinh noi mé tiéu cau, hoat
dong cua té bao diét tu nhién va thoat mach, wc ché céc cytokine tién viém
nhu TNF-q, IL-1 va IL-6, 1am giam CRP, thuc day té bao Thl chuyén thanh
Th2 va uc ché céc thu thé cytokine Thl trén té bao T. Dudng nhu nhitng co
ché nai trén 1am han ché sy hoat hoa cac té bao lympho va suy giam su qué
trinh thAm nhiém vao ving viém [145].

Nghién ciu cia Zhang X va cs cho thay statin co thé 1am san xuét ra
IFN-y, IL-4 va IL-17 & don bao, diéu nay 1am uc ché chuyén dang va tiét IL-
17 & té bao T CDA4(+) [146]. Gan day té bao T CD4(+), hay con goi 1a Th17,
duoc ching minh ¢6 vai trd trung tam trong phat trién cac bénh ty midn noi
chung va vay nén noi riéng [26].

Vé mat 1am sang, cai thién triéu ching vay nén nghia 13 giam cac thuong
ton da duoc danh gia khach quan qua viéc giam chi sé6 PASI. Trén y vin,
ching tdi thdy c6 mot sb béo cao vé s dung simvastatin diéu tri vay nén.
Nghién cru thir nhat do Shirinsky va cs tién hanh tai Nga vao naim 2007, khao
sat hiéu qua cia simvastatin trong diéu tri vay nén mang. Bénh nhan trong
nghién cau tir 18 tudi tré 1&n, vay nén mang chiém > 10% dién tich co thé va
chi s6 PASI téi thiéu 1a 12. C6 7 bénh nhan diéu tri bang simvastatin lidu
40mg/ngay trong 8 tuan va theo ddi mdi 4 tuan, s dung PASI va chi s6 chat
luong cudc séng (dermatology quality of life index - DLQI) dé danh gia do
nang cua bénh. Vao cudi tuan tha 8, cac tac gia thay giam c6 ¥ nghia thong ké
chi s6 PASI xudng 47,34% va khuynh huéng giam DLQI. Hai bénh nhan dat
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murc gidm PASI 50% va 2 bénh nhan dat giam PASI 75%. Mac du nghién ctru
tién hanh trén mot sb it bénh nhan, khong c6 nhém chimg va khong danh gia
ndng do lipid mau nhung két qua cho thdy statin c6 thé hitu ich vé& mit 1am
sang trong diéu tri vay nén [20].

Ciing trong mdt thur nghiém 1am sang mo tai Puc, Colsman A va cs danh
gia tic dung cua simvastatin uéng 40 mg/ngay diéu tri 5 bénh nhan vay nén
mang trung binh dén nang (PASI trung binh 11,4) c6 kém ting cholesterol
mau. Thudc boi kém theo 1a calcipotriol két hop voi corticosteroid
(mometasone hoic betamethasone valerate). Sau 12 tuan diéu tri, PASI trung
binh hau nhu khéng thay dbi nhung cac chi sb lipid mau cai thién tt. Bénh
nhan dung nap t6t vdi simvastatin va khong c6 tac dung phu gi trén 1am sang
cling nhu xét nghiém. Cac tac gia chua rat duoc két luan gi vé vai tro cla
simvatatin trong diéu tri vay nén vi ¢& mau quéa nho [94].

Mét nghién ctu mu déi, dugc thiét ké chat ché, tién hanh tai Iran vai 30
bénh nhan vay nén mang chia thanh 2 nhém diéu tri khac nhau: nhém tha
nhit udng simvastatin 40 mg/ngay két hop bdi md betamethasone 50%; nhom
thir hai udng placebo két hop véi thude boi twong ti. Thoi gian didu tri 1a 8
tuan, sir dung chi s6 PASI dé danh gia hiéu qua sau diéu tri. Két qua cho thay
PASI giam ¢ ca 2 nhém nhung c6 ¥ nghia nhiéu hon & nhém st dung
simvastatin, khong co tac dung phu hay bat thuong gi vé xét nghiém. Nghién
ctru dua ra két luan simvastatin lam tang hiéu qua cua thudc bdi steroids trong
diéu tri vay nén. Vi vay céc tac gia khuyén khich st dung statin trong diéu tri
vay nén dé giam cac bién cb tim mach trén nhiing bénh nhan nay. Tuy nhién
nghién ctru ndi trén cling chi co s6 luong mau han ché va khong theo doi su
tai phat sau diéu trj [22].

Gan day, mot nghién ctru khac ciing tai Iran nhung danh gia tic dung cua
simvastatin boi trong diéu tri vay nén. TAm muoi bénh nhan vay nén d6i ximg

dugc chia thanh 2 nhom: (1) B6i md calcipotriol 0,005% 2 lan/ngay, (2) Boi
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m& calcipotriol 0,005% 2 lan/ngay két hop véi bdi m& simvastatin 3% 2
lan/ngay trong 12 tuan. Hiéu qua diéu tri gitra 2 nhdm khéc biét khéng c6 y
nghia thong ké [147].

Dué6i day 1a két qua nghién ctiru cua mot sé tac gia sir dung simvastatin

trong diéu tri vay nén:

Bdng 4.2. Két qud diéu tri vay nén bang simvastatin theo mét sé tac gid

Thoi Tac dung
Tén tac gia Phwong phap . Hi¢u qua
glan phu
Shirinsky IV o N , R
Simvastatin uong 8 tuan PASI giam 47,34%  Khong
(Nga, 2007)
Colsman A Simvastatin uong + . PASI khong doi .
] ] ] 12 tuan Khong
(buc, 2010)  Calci/corticosteroid Céi thién lipid mau
] _ _ PASI giam tir 9,51
Nhém 1: Simvastatin .
Naseri M < . xudng 3,83
uong + betamethasone 8 tuan Khong
(Iran, 2010) ] PASI giam tr 5,64
Nhom 2: Betamethasone .
xuong 3,98
Nhom 1: Calcipotriol
Iraji F (Iran, 19 1l Khoéng khac biét Khe
Nhém 2: Calcipotriol + tuan on
2014) 0 Calcipotrio gitta 2 nhoém J
simvastatin boi
PASI-75 = 70%
] _ _ IGA 0/1 =56,7%
Nhom 1: Simvastatin
ubng + Calci/beta Giam Cholesetrol
Chuing toi . TP, TG, LDL-C Khong
8 tuan ) .
(2015) PASI-75 = 40% dang ke

] ) IGA 0/1 = 30%
Nhom 2: Calci/beta

Lipid mau khéng
thay doi
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Calci/beta: Calcipotriol/betamethasone dipropionate

Nam nghién ctru ndi trén déu c6 nhimg dic diém gidng va khéac nhau.
Tat ca cac tac gia déu dung PASI 1a chi s chinh danh gia hiéu qua diéu tri
trong thoi gian 8 - 12 tuan, day chinh 1a khoang thoi gian phl hop véi giai
doan tan cong trong diéu tri vay nén. Mot diém chung nira 1 cac nghién cau
déu cho thay simvastatin 12 mot chon lua twong ddi an toan véi tac dung phu
khong dang ké trén 1am sang cling nhu xét nghiém. Ngoai trir Iraji F (Iran,
2014) sir dung simvastatin bi tai chd, cac nghién ciu con lai déu s dung
simvatatin udng véi liéu 40 mg/ngay dé diéu tri vay nén. C& mau trong
nghién cuu cua chang toi (60 bénh nhan/2 nhdm) chi nhé hon Iraji F (80 bénh
nhan/2 nhom) [147], nhung 16n hon so véi nghién cttu cua Shirinsky IV (7
bénh nhan) [20], Colsman (5 bénh nhan) [94] va Naseri M (30 bénh nhan/2
nhom) [22]. Ngoai chi s6 PASI, ching tdi con sir dung IGA va do su thay doi
nong do lipid mau dé danh gia diéu tri. Piéu nay gitp danh gia mot cach toan
dién hon vé hiéu qua diéu tri ctia simvastatin. Noi chung ca ba nghién ctru déu
cho théy hiéu qua cia simvastatin trong diéu tri va hd tro diéu tri vay nén
mang véi tic dung phu khong dang ké.

Ngoai simvastatin, trén y van con cé nhitng nghién ctru stir dung cac
statin khac trong diéu tri vdy nén nhu atorvastatin c6 hiéu qua va an toan
trong diéu tri vay nén kém ting huyét ap [21], hay atorvastatin c¢6 hiéu qua
diéu tri trén bénh nhan c6 PASI ban dau < 12 [23]. Pang cha y, mot nghién
ctru tai Phap do Wolkenstein va cs tién hanh di cho thay viéc sir dung statin
trong thoi gian dai giup giam nguy co vay nén [148].

Trong nghién ciu cta ching ti, cac thudc duoc chon lwa vi da chimg
minh tinh hiéu qua va quen thudc véi bac si trong thuc hanh 1dm sang hang
ngay. Thudc boi corticosteroid 1a mét trong nhiing diéu tri chinh cho da s

bénh nhan vay nén, nhat 1a nhimg ngudi ¢ thuong ton khu tri. Co ché tac
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dung cua corticosteroid gém c6 khang viém, chéng ting sinh, ¢ ché mién dich
va co mach. Calcipotriol, mot dan xuat cua vitamin D, dugc gi6i thiéu lan dau
& chau Au vao nhimg nam dau cua thap nién 1990, sau d6 c6 mat khap thé gidi.
Co ché tac dung cua thubc théng qua viéc gan véi cac thy thé vitamin D, dan
dén vira Gc ché ting sinh, vira ting cuong biét hoa té bao sing.

Ca corticosteroid va calcipotriol bdi tai chd déu duoc FDA (Hoa Ky)
cong nhan va la nhitng lya chon hang dau trong diéu tri vay nén mang. Mot
loi ich quan trong cua dan chat vitamin D 14 kha ning tac dung nhu mot chat
thay thé corticosteroid. Pac diém nay gdop phan phét trién mot san pham két
hop “2 trong 17 dé diéu tri vay nén. Trong nhiéu thir nghiém 1am sang ngan
han va dai han, thuc két hop nay da ching to hiéu qua va tinh an toan trong
diéu tri vay nén nhe dén nang [37]. Trong thuc hanh 1am sang, cac bac si da
lifu thuong uwa thich san pham két hop nay hon san phiam don tri
(corticosteroid hay calcipotriol). McCormack PL cho thay tinh vuot troi cua
cdng thuc két hop gitra calcipotriol va betamethasone so véi thanh phan riéng
1& trong mot thir nghiém 1am sang 16n véi 1.605 bénh nhan. Nhém ding thude
két hop c6 ty 18 bénh nhan hét bénh - bénh nhe dat t&i 48%, so véi 16,5%
nhém don tri véi calcipotriol va 26,3% nhom don tri v&i betamethasone
[149]. Trong nghién ciu caa chdng t6i ty 1é bénh nhan nhém ddi chang (chi
sa dung thudc boi) dat IGA 0/1 1a 30%, thip hon ty 1& ndi trén cua
McCormack PL.

Simavastatin c6 tinh khang viém trung binh trong sé cac thubc nhom
statin (cerivastatin > atorvastatin > simvastatin > pravastatin > lovastatin >
fluvastatin). Thudc c6 chi phi thap, thuong dugc st dung va quen thudc voi
cac bac si [150].

N6i chung, da sb cac dit liéu trén y van déu ang ho két qua caa ching toi
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la statin ndi chung, simvastatin ndi riéng c6 hiéu qua va tinh an toan trong

diéu tri hoac hd tro diéu tri vay nén mang.
4.3.2. Chi sé lipid mdu trwéc va sau diéu tri

Téc dung diéu tri vay nén da dugc phan tich nhiéu, vay tac dung trén
lipid mau thi sa0? Chiing t6i tién hanh theo di sy thay d6i nong do lipid mau
(cholesterol TP, TG, HDL-C va LDL-C) & mdi nhom nghién ctru theo thoi
gian diéu tri tai cac thoi diém 4 tuan, 8 tudn va so sanh véi cac gid tri trude
diéu trj.

Trong nhom 1, tai tuan tht 4, cholesterol TP va LDL-C giam so voi
trudc diéu tri co y nghia thong ké, trong khi TG va HDL-C khéng thay d6i. O
tuan thtr 8, ngoai cholesterol TP va LDL-C giam con c6 TG giam so voi trude
diéu tri co ¥ nghia thong ké, trong khi d6 HDL-C ting nhe nhung khong ¢6 ¥
nghia théng ké (Bang 3.38). Trong khi d6, & nhém 2 tat ca cac chi so lipid
mau thay doi khong co ¥ nghia thong ké trong sudt thoi gian diéu tri, tham chi
cac chi sb co khuynh huéng “x4u” di, cu thé 1a néng do cholesterol TP, TG,
LDL-C ting va HDL-C giam so véi trude diéu trj (Bang 3.39). Nhitng két
qua trén cho thiy tic dung ha lipid mau ciia simvastatin. Cholesterol TP va
LDL-C giam ngay sau 4 tuan diéu tri voi simvastatin, trong khi TG giam
chdm hon va thiy ¢ tuan thtr 8. Két qua nay phu hop véi mirc d6 giam céc
loai lipid mau khi diéu tri v6i simvastatin 40 mg/ngdy, theo d6 LDL-C giam
41%, TG giam 10 - 20% va HDL-C tang 6 - 8% (Bang 1.8) [87].

Theo két qua nghién ciru cta chung t6i thi ty 18 ting LDL-C ciing nhu
noéng do LDL-C & nhom bénh nhan vay nén khac biét khong c6 y nghia thong
ké so v61 nhom chung. Trong khi do, tdc dung ha lipid méu cua statin noi

chung va simvastatin n6i riéng chu yéu nham vao LDL-C. Cau hoi dit ra la:
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viéc st dung simvastatin lam giam LDL-C trong khi mirc LDL-C khong khac
biét vo1 ngudi binh thuong cé hop 1y khong, mang lai loi ich va nguy co gi?

Nhu chiing ta da biét LDL-C 1a mot loai cholesterol “xau”, gop phan chi
yéu gy xo vira dong mach, va giam LDL-C giup giam nguy co mac bénh tim
mach do xo vita (atherosclerotic cardiovascular disease - ASCVD). Céac
huéng dan trude ddy ctia Hoi Tim mach Hoa Ky vé diéu tri ting cholesterol
mau (ATP I, ATP II, ATP III), tiuy vao timg d6i twong nguy co va ngudng
LDL-C ban dau, s& c6 bién phap diéu tri dé dat muc tiéu giam LDL-C tuong
tmg [10]. Tuy nhién, theo huéng din mdi nhat, tiéu chuan st dung statin dé
giam LDL-C gom c6 bén nhoém ddi tugng: (1) ASCVD cé biéu hién 1am
sang; (2) ting LDL-C nguyén phat > 190 mg/dL; (3) dai thao dudng, tudi tir
40 - 75, v61 LDL-C 70 - 189 mg/dL; va (4) khong c6 ASCVD hay dai thao
duong, voi LDL-C 70 - 189 mg/dL, va nguy co ASCVD 10 nam > 7,5%. So
voi ATP | - 111, huéng dan méi khong dit muc tiéu diéu tri theo LDC-C ma
céc tac gia cho rang LDL-C “cang giam cang t6t” [151],[152],[153]. Nhu vay
viéc sir dung simvastatin cho bénh nhan vay nén lam ha LDL-C ciing hop 1y
va giup giam nguy co ASCVD.

Theo y vin, khong c6 nhiéu nghién ctu st dung statin néi chung,
simvastatin noi riéng diéu tri vay nén, trong s6 do, lai co rét it nghién ciru
danh gia sy thay d6i nong d6 lipid mau trong qua trinh diéu tri. Theo hiéu biét
ctia chiing toi, chi c6 Colsman A va cs khao sat su thay doi cholesterol mau
trong diéu tri vay nén mang kém theo ting cholesterol mau [94]. Tuy nhién
day chi 1a nghién ctru truong hop véi ¢& mau (n = 5) thap hon nghién ctru cua
chung t6i rat nhiu. Vi vay ching t6i ciing khong c6 nhiéu dit liéu dé lién hé,
d6i chiéu va so sanh.

Chung toi cling tién hanh phén tich, danh gia mdi lién quan giita rdi loan
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ting loai lipid mau trude diéu tri va dap tng véi diéu tri. O nhom 1, khong co
mdi lién quan giita réi loan lipid mau véi ty 18 PASI-75 & tuan tha 8 (Bang
3.40). Két qua nay co 1& nhd vao tac dung kép cua simvastatin, vira ha lipid
mau, vira diéu hoa mién dich khang viém dé cai thién triéu ching vay nén.
Trong khi d6, & nhém 2, nhimg ngudi ¢ ting TG trude didu tri dap ung diéu
tri kém hon so v6i nhiing ngudi khong tang TG (Bang 3.41). Nhém 2 la
nhom dbi chimg khong co tac dung cta simvastatin trén lipid méu ciing nhu
diéu hoa mién dich khang viém.

4.3.3. Tac dung phu

Mic du statin dugc xem tuong ddi an toan, nhung khong phai 1a khong
c6 tac dung phu, va vi vay bénh nhan can dugc theo ddi sat trong qué trinh
diéu tri. Mot trong nhitng tac dung phu thuong gap nhat 1a doc tinh cho gan.
Tang SGOT va/hay SGPT khéng triéu chiing gap hon 3 1an gidi han trén caa
gia tri binh thuong xay ra & < 1% bénh nhan st dung statin, voi tién trién dén
suy gan chi gap ¢ 1 phan triéu toa statin. Pau co xay ra & 1,5 - 3,0%, viém co
gip ¢ 0,3 - 2,2 phan triéu, va ly giai co van 13 0,3 - 13,5 phan triéu toa statin.
Ly giai co van la mot tinh trang de doa mang séng nén tat ca bénh nhan dang
st dung statin néu dau co phai dugc dinh luong men creatine kinase huyét
thanh dé theo doi [90]. Trong nghién ctu caa ching toi, tac dung phu & ca 2
nhom 14 khong dang ké. Ty ¢ ting nhe men gan (6,7% & nhom 1 va 3,3% ¢
nhém 2) khong anh huéng dén qua trinh diéu tri. Trong khi d6 cam giac cham
chich (6,7% & mdi nhém) c6 I8 1a tac dung phu cua san pham két hop
calcipotriol/betamethasone dipropionate va ciing khong anh huong két qua
diéu tri.

T6m lai, nghién ctu cia ching toi cho thay simvastatin 1a mot lya chon
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an toan, hiéu qua khi két hop véi thudc bdi calcipotriol/betamethasone
dipropionate trong diéu tri vay nén mang, vira cai thién triéu chiing 1am sang
vay nén, vira 6n dinh cholesterol mau (nhat 12 LDL-C) tir d6 c6 thé gilp
phong ngtra cac bénh ASCVD trong tuong lai.

Tir két qua thtr nghiém vé tac dung hd tro cua simvastatin trong diéu tri
vay nén, mé ra nhitng huéng nghién cau tiép theo dé tra loi cho nhiing cau
hoi con bo dé nhu lidu simvastatin téi vu, thoi gian diéu tri tan cong duy tri,
su tai phat theo thoi gian... Ngoai ra, két qua dang khich 1& trén bénh nhan
vay nén ciing 1a co so dé ching ta tiép tuc nghién cau sir dung statin trong
diéu tri mot sé6 bénh da viém man tinh khac da timg dugc dé cap trén y van
nhu lupus ban do, rung téc toan thé, viém da co dia, may day man tinh,
lymphoma da té bao T, xo cung bi, viém da tiép xic di ung, da vé néi,

mastocytosis, may day sac to...
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KET LUAN

M@t s6 yéu to lién quan va dic diém I1am sang bénh vay nén

Nghién cru 128 bénh nhan vay nén trong thai gian tir thang 01/2011 dén

12/2014, ching toi rat ra nhirng két luan sau day:

1.1. M4t sé yéu té lién quan

Tudi khoi phét bénh trung binh 12 34,2.

C6 10,9% (14/128) bénh nhan ¢ tién st gia dinh mac bénh vay nén, trong
d6 3,1% (4/128) c6 cha mac bénh, 1,6% (2/128) c6 me mac bénh va 6,3%
(8/128) c6 anh chi em méac bénh.

Stress tam ly 1a yéu t6 thuong gap nhat gay khoi phat, tai phat hay lam vay
nén tré ning, chiém 43,8% (56/128).

1.2. Pdc diém 1am sang

Thé 1am sang: vay nén thong thuong chiém ty 1¢ cao nhét 1a 78,1% (100/128),
cac thé con lai 1an luot 1a vay nén do da toan than 8,6% (11/128), vay nén ma
7% (9/128), viém khép vay nén 6,3% (8/128).

Cach phan bd thuong ton: doi xing 62,5% (80/128), & da dau 74,2%
(95/128), mong 46,9% (60/128), ving nép gap 3,1% (4/128).

C6 méi lién quan gitra d6 nang cua bénh (PASI) véi thoi gian mac bénh.

. Réi loan lipid mau & bénh nhan vay nén

Ty 18 bénh nhan vay nén c6 rdi loan lipid mau 1a 53,9% (69/128), trong do
tang cholesterol 1a 25% (32/128), tang TG la 25% (32/128), tang LDL-C la
14,8% (19/128), giam HDL-C la 21,9% (28/128) va ty lé cholesterol
TP/HDLc > 5 14 20,3% (26/128).

Ngoai trir LDL-C, c4c thanh phan lipid con lai déu cd ty 1é réi loan lipid

méu cao hon c6 ¥ nghia thong ké so vai nhém ching.
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- Nong d6 TG va ty 1& cholesterol TP/HDL-C nhém vay nén cao hon c6 y

nghia thong ké so voi nhdm chuang.

- Khéng c6 méi lién quan giira ndng do cac loai lipid méau véi nhiing yéu t nhu

gi6i tinh (ngoai trir HDL-C), thoi gian bénh, thé 1am sang, BSA va PASI.

3. Hiéu qua diéu tri hd tre caa simvastatin

3.1. Hiéu qud lam sang:

- Simvastatin c6 hiéu qua diéu tri hd trg bénh vay nén thong thuong véi két
qua: 70% (21/30) dat PASI-75; 10% (3/30) dat “Rét t6t”; 60% (18/30) dat
“Tét”; 10% (3/30) dat “Kha™; va 56,7% (17/30) dat IGA 0/1.

- Simvastatin mang lai két qua ngay sau 4 tuan, nhanh va hiéu qua hon c6 y
nghia thong ké so voi nhém ddi chang.

3.2. Tac dung hg lipid mau:

- Simvastatin ha cholesterol TP va LDL-C sau 4 tuan va ha TG sau 8 tuan
diéu tri.

3.3. Tdc dung phu: khong c6 tac dung phu dang ké giita 2 nhom diéu tri.
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KIEN NGHI

Tam soét réi loan lipid mau trén tit ca nhitng bénh nhan vay nén bat ké
thoi gian bénh, gidi tinh, thé 1am sang ciing nhu do nang caa bénh.

Xem simvastatin 1a mot trong nhiing lya chon trong diéu tri hoac hd tro
diéu tri vay nén mang, nhat 1a & nhitng bénh nhan c6 kém theo réi loan
lipid mau.

Tiép tuc c6 nghién ctu sau hon vé dic diém 1am sang va cac yéu té lién
quan, cac bénh ly kém theo, nhat 1a nhém bénh Iy tim mach trén bénh

nhan vay nén Viét Nam.
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Nhiém triing
Str dung thuoc

Stress tam ly

R6i loan chuyén hoa, noi tiét

Udng ruou

Hat thude 14

Khac (ghi cu thé)




23. Dién tich thuong tén (%):
24. Do nang cua bénh (chi s6 PASI):

DPAU/C T(F:QHE:\l THAN | CHI DUOI
A T O NG

Hong ban (0 — 4) (a)
Tréc vay (0—4) (b)
Do day da vay nén (0 —4) (c)
Diém % dién tich ving bénh (1-6)
(d)
biém tong cong = (a+b+c) x d
PASI = Hx0,1 + Ux0,2 + Tx0,3 +
Lx0,4
"piémtheo diéntichvingbénh 0 1 2 3 4 5

Dién tich (%) 0 1-9 10-29 30-49 50-69 70-
89 90-100

NONG PO LIPID MAU

Loai lipid Nong do (mm/L) Phan loai

Cholesterol TP
TG
HDL-C
LDL-C

Ty s6  cholesterol
TP/HDL-C




THEO DOI PIEU TRI
Nhom: 10

20

C4c chi so theo doi

Truwéc diéu tri

Sau 4 tuan

Sau 8 tuan

BSA

PASI

Muc cai thién PASI (%)

IGA

Cholesterol TP

TG

HDL-C

LDL-C

SGOT

SGPT

Creatin kinase

Tac dung phu




