PAT VAN PE

Vay nén 1a mot bénh viém man tinh qua trung gian mlen dich rat
hay gap trén toan thé gidi, tic dong xau dén chat luong cudc song bénh
nhan va hién chua c6 phuong phap diéu tri dac hiéu. Gan day c6 nhiéu
nghién ctru cho thay moi lién quan glua Vay nén va bénh tim mach.

Trong khi d6, rdi loan 11p1d mau ¢ vai tro rdt quan trong trong
qua trinh xo vira dong mach va 1a mot yéu tb nguy co tim mach chinh
yéu. Da co nhiéu nghién ctru trén bénh nhan vay nén cho thay su bién
doi nong dd céc lipid gay xo vita nhu tang triglyceride, cholesterol
toan phan LDL-C, VLDL-C, va gidam nong d6 HDL-C nhung cho
ket qua khong thong nhat. Ngoai ra, nguol ta van chua xdc dinh duoc
mdi quan hé nguyén nhan - két qua glua Vay nén va roi loan lipid
méu. Didu d6 cho thiy linh vyre ndy van con méi mé va can duoc lam
sang to hon nira.

Nhom statin, trong do cé simvastatin, 1a loai thude diéu tri ro1
loan 11p1d mau qua co ché giam tong hop cholesterol tai gan bang
cach trc ché 3-hydroxy-3- 3methylg|utaryl coenzyme A (HMG-CoA).
Ngoal tdc dung ha 11p1d mau, statin con diéu hoa mién dich, khang
viém, c6 ich trong xo vita dong mach va bénh mach vanh. Dya vao
co ché bénh sinh cua vay nén, statin c6 thé co ich trong diéu tri bénh
ly nay thong qua nhung tac dong diéu hoa mién dich, khang viém.

Theo hiéu blet cua chung to1, tai Viét Nam, h1en chua c6 bao cao
nghién clru voi so luong mau du 1on dé khao sat nong do lipid mau &
bénh nhan Vay nén ciing nhu chua c6 thtr nghlem lam sang danh gia
tac dung cua statin trong dleu tri bénh Vay nén. Vi vay chung to1 tien
hanh dé& tai “Nghién ciru roi loan lipid mdu & bénh nhin vay nén va
higu qud diéu tri hé tro ciia simvastatin trén bgnh vdy nén thong
thu’o’ng véi nhu:ng muyc tiéu sau:

1. Khao sat mot so yeu 16 lién  quan va_dac diém lam sang trén bénh
vay nén tai bénh vién Da liéu Tp Ho Chi Minh.

2. Xac dinh Zy lé roi loan lipid mau va cac yeu 16 lién quan trén bénh vay nén.

3. Ddnh gia hiéu qua diéu tri hé tro cia simvastatin trén bénh vay
nén thong thuong.

NHUNG PONG GOP MOI CUA LUAN AN

1. B sung dir licu vé mot sb yéu té lién quan, dic diém l1am sang
cua bénh vay nén.

2. Gop phan chung minh tinh trang rbi loan chuyén ho4 lipid & bénh
nhan vay nén.

3. Ghi nhan tic dung diéu tri hd tro bénh vay nen thong thuong cua
simvastatin, tir d6 dua ra thém mét chon lua trong diéu tri bénh vay nén.



BO CUC CUA LUAN AN
Luan an gom 113 trang. Ngoai phan Pit van dé 2 trang; Ket luan 2
trang; Kicn nghi: 1 trang; Luén 4n c6 4 chuong: Chuong 1: Téng quan
37 trang; Chuong 2: Doi tugng va phuong phap nghién ciru 10 trang;
Chuong 3: K&t qua nghlen ctiu: 27 trang; Chuong 4: Ban luén 34 trang.
C6 55 bang, 12 bleu dd va 3 hinh anh, phu luc va 153 tai liéu tham khao
voi 11 tai lidu tiéng Viét va 142 tai liéu tiéng Anh.

CHUONG 1
TONG QUAN

1.1. Tong quan vé vay nén
1.1.1. Mot so dac diém dich te hoc

Ty 1& Vay nen trong dan sO chung khoang 2 - 3%. Bénh co thé
khoi phat & bat ky lira tu01 nao. Co6 2 dinh tudi khoi phat: mot 1a 20 -
30 tudi va hai 1a 50 - 60 tudi. Ty 1é mic bénh nam ngang vdi nit.
1.1.2. Sinh bénh hgc

Vay nén 14 su tac dong lan nhau gitra cac yéu to di truyen khlem
khUyet rnang bdo v¢ da, va 1di loan diéu hoa hé thong mien dich bam
sinh va mién dich mac phai. Hau hét cac nghién ctru cho rang vay nén
1a bénh duoc diéu khién bai té bao lympho T, té bao tua gai, cytokine,
chemokine..
1.1.3. Pac dlem 1am sang
1.13.1. Thwo‘ng ton da

Thuong ton dac trung 12 mang hong ban khong tham nhiém, gi¢i
han 0, be mdt ¢ vay trang. Kich thudc thuorng t6n co thé thay doi tir
nhing san bang dau kim cho dén nhung mang bao phu phan 16n co
thé. Vay nén c6 khuynh hudng dbi xtng va day 1a dic diém c6 ich
cho chan doan xéc dinh.
1.1.3.2. Cac dang lam sang viy nén

Bénh Vay nén hién nay dugc chia lam 2 thé chinh:

+ Vay nén thong thuong gdm céc thé mang, ddng tién, chim giot.

+ Vay nen khéc: Vay nén myn mu, vay nén do da toan than troc
vay, vay nén khép va Vay nén mong.
1.1.4. Hinh énh mo hoc trong vay nén: 16p sung day c6 hién
tuong & sumg, 16p hat bién mat, I6p gai mong, mam lién nhu dai ra,
€6 vi ap xe Munro trong 10’p gai.
1.1.5. Panh gia mirc d§ nang cia vay nén
1.1.5.1. Dién tich vang da bénh (Body surface area - BSA):

Trong thyc hanh 1am sang hang ngay, st dung BSA: dudi 10%

la vay nén muc do nhe, 10 - 30% & muc d0 vira va trén 30% & muc
d6 nang.



1.1.5.2. Chi so PASI (Psoriasis Area and Severity Index)

PASI thay dbi tir 0 - 72, chi s cang cao thi bénh cang nang. PASI
duoc phan dd nhu sau: muc do nhe (< 10), mikc do viea (tir 10 dén <
20) va mirc do nang (= 20). Tinh mirc do giam chi sO PASI () =
(PASI trudce dleu tri - PASI sau diéu tri) x 100%/PASI trugc diéu tri
1.1.5.3. Chi s6 IGA 2011 (Investtgator s Global Assessment 2011)

IGA 1a mdt cong cu don gidn dé danh gia téng quat mirc do ning cuia
vay nén. IGA phién ban nam 2011 (IGA 2011) thuong dung trong cac
thur nghiém pha 3, d4nh gia thuong ton vay nén gom c6 nam muc dg (0 -
4): sach (0), gén sach (1) nhe (2), trung binh (3), va ndng (4).

1.1.6. Chan doan vay nén

Chan doan xac dinh Vay nén thuong dya vao 1am sang. Trong mot
s0 tru’ong hop bénh sir va thaim kham 1am sang khong du chan doan
mai 6 chi dinh sinh thlet lam giai phdu bénh dé chan doan xac dinh.
1.1.7. Dleu tri vay nén
1.1.7.1. Dleu tri tai chd: Corticosteroid, Dan xuét vitamin D, Két
hop din xuit vitamin D3 va corticosteroid, Anthralin (Dlthranol)
Retinoid tai chd, cac loai thudc tai chd khac: acid salicylic, hac in,
thudc trc ché calcineurin, kem 16 hoi. .
1.1.7.2. Quang va quang héa trj lieu

Quang tri liu voi tia UVB dai rong hay dai hep va quang hoa tri
liéu véi tia UVA sau khi ubng hay boi psoralen (PUVA li¢u phap) la
nhiing chon lya diéu tri mang tinh kinh dién.
1.1.7.3. Diéu tri toan thin: Methotrexate, Cyclosporine A, Retinoid
toan than, Cac chat sinh hoc (Biologics), Cac loai thudc toan than
khac: Fumarates, Mycophenolate mofetil, calcitriol, 6- -thioguanine,
Hydroxyurea dapsone
1.2.Vay nén va llpld mau
1.2.1. So lwge vé cac thanh phin llpld mau

Cholesterol la mét loai 11p1d méu hién dién & mang té bao va la
tién chét ciia cac acid mat va hormone steroid. Cholesterol di chuyén
trong mau dudi dang nhirng hat riéng biét chira ca lipid va protems
(lipoproteins). C6 3 loai lipoproteins chinh dugc tim thiy & huyét
thanh 1a lipoproteins trong hrong phén tir thap (LDL), lipoproteins trong
lugng phéan tir cao (HDL) va llpoprotems trong luong phan tir rat thip
(VLDL) LDL la loai lipoprotein ¢6 tinh sinh xo' vira dong mach chinh
va 1a myc tiéu dau tién trong diéu tri ha cholesterol. HDL c6 vai trd bao
vé chdng lai qué trinh xo vira dong mach. VLDL ciing c6 tinh sinh xo
vita dong mach tuong ty nhu LDL. Trlglycerlde (TG) 1a loai lipid dugc
tong hop qua 2 con duong: tai gan, md md (con duong glycerol
phosphat) va tai rudt non (con duong monoglyceride). Nhiéu nghién
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ctru cho thay méi lién quan giita nong do triglyceride véi bénh mach
vanh tim,
1.2.2. Réi loan llpld mau

Dinh nghta roi logn lipid mau: la tinh trang tang cholesterol,
tnglycerlde méu hodc ca hai, hodc giam ndéng do lipoprotein trong
luong phan tu cao, tang nong do lipoprotein trong lwong phén tir thap
lam gia tang qua trinh X0 vira dong mach.

Cac xét nghiém chin dodn va phin logi mirc do réi loan lipid
mau: gdm trlglycende cholesterol toan phan HDL-C, LDL-C.
1.2.3. Nghién ctru vé ndng dd llpld maiu trén bénh nhén vay nén

Nhiing nghién ctru hién nay xac dinh su bat thu’ong nong do lipid
Mau trén_b¢nh nhan Vay nén. Mac du mdi tuong quan g1ua bat
thuong nong do lipid va vay nén da dugc bao cdo tir lau, nguoi ta van
chua rd bat thuong lipid dén tir qua trinh bénh vay nén hay la nguyen
nhan 1am khoi phat bénh man tinh nay Hién nay van dé nay van
dang duoc ban luan va cac nghién ctru van lién tuc dugc cong bo.
1.3.Vai tro cia nhém statin trong da liéu
1.3.1. Dai cvong vé nhém statin
1.3.1.1. Céc thuoc nhom statin ) )

Nhoém thuoc statin, trong d6 c6 simvastatin, la nhitng chat e ché
canh tranh enzym 3-hydroxy-3- 3methylg|utaryl coenzyme A (HMG-
CoA) reductase, ddy la enzym c6 vai tro trong tong hop cholesterol,
chuyén HMG- CoA thanh mevalonate.
1.3.1.2. Chi dinh trén lim sang

- Tang cholesterol méu

- Du phong tién phat (cip 1) bién ¢ mach vanh.

- Xo vita dong mach.
1.3.1.3. Chong chi dinh va viéc siv dung thuoc trong thai ky

Nén tranh st dung statin & nhiing bénh nhan man cam véi bét ctr
thanh phan nao cua thudc. Chéng chi dinh sir dung statin trén nguoi
co bénh gan hoat dong hodc tdng transaminase gan kéo dai, nghlen
ruou. Statin chdng chi dinh & phu nit mang thai hodc c6 kha ning c6
thai, nguoi cho con bu.
1.3.1.4. Tac dung phu

Noi chung statin dung nap t6t, ty 16 phai ngung thudc thap hon so

v6i cac thude ha lipid khac. Tac dung phu cua statin 1a doc tinh cho
gan, viém co va tiéu co van.
1.3.1.5. Cianh bao va thin trong khi si dung

Khong can theo dbi dinh ky chuc nang gan ma chi khuyén céo
lam xét nghiém enzym gan trudc khi bat dau didu tri bang statin va
trong trudng hop chi dinh 1am sang yéu cau xét nghiém sau do.
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1.3.2. Ung dung statin trong da liéu

Ngoai tac dung ha 11p1d mau, statin con ¢ tac dung dleu hoa mién
dich khang viém nén v€ mat ly thuyet cling nhu tu ket qua nhung
nghlen ctru thye nghi€ém va lam sang, statin cho thdy nhiéu tiém nang
ung dung trong chuyen nganh da lidu nhu diéu tri va hd tro diéu tri
mot s0 bénh ty mi€n, viém da, bénh co quan ghép chéng lai vat chu,
bach bién, thuyén tac cholesterol u md (lipoma), ban vang
(xanthelasma) u soi than kinh, ngtra do tang ure, HIV, ram long,
khang nam, bao ché thudc boi..
1.3.3. Mot s nghlen ctru sir dung statin trong diéu tri vay nén

Trén y vin, c6 mdt sb bao cao vé st dung statin diéu tri vay nén.
Mot nghlen ciru ¢ Nga su dung simvatatin don tri trong khi mot
nghién ctru ¢ Iran su dung simvastatin két hop mot corticosteroid boi
tai chd dé diéu tri vay nén mang Ca 2 nghién cuu déu cho két qua
kha quan nhung khong danh gia su thay dbi chi so lipid. Tuy nhién
mot nghi€n cru & Duc lai khong thdy hiéu qua diéu tri vay nén cia
simvastatin, ¢6 1& do ¢& mau nho. . o

Tom lai, hi¢u qua cua statin trong diéu tri vdy nén can duoc
nghién ctru nhiéu va chat ch€ hon nira.

CHUONG 2

POI TUQNG, VAT LIEU VA PHUONG PHAP NGHIEN CUU
2.1. Poi twong nghlen ciru

Céc bénh nhan vay nén dén kham tai Bénh vién Da liu thanh ph
Ho Chi Minh tir thang 01/2011 - 12/2014.
2.1.1. Tiéu chuan chan doan
Chan doan bénh vay nén chii yéu dua vao 1am sang. Nhiing trudng
hop khong dién hinh, dya vao hinh anh m6 bénh hoc.
2.1.2. Tiéu chuin chon bénh nhan
2.1.2.1. Poi véi muc tiéu I:

- Bénh nhan den kham hay nhap vién tai BV Da liéu dugc chéan
doan vay nen va dong ¥ tham gia nghién ctu.
2.1.2.2. Poi véi muc tiéu 2:

- Nhom bénh: benh nhan dén kham hay nhap vién tai BV Da liéu
dugc chan doan vay nén.

- Nhom chung nguoi binh khée manh dugc moi ngau nhién c6
chuy den gidi va tuoi cho phu hop v61 nhoém bénh.

- Dongy tham gia nghién curu.
2.1.2.3. Déi voi muc tiéu 3:

- Bénh nhén dén khdam hay nhép vién tai BV Da 1idu dugc chan
doan vay nén mang, tudi > 18, dong y tham gia nghién ciru.



2.1.3. Tiéu chuén loai trir

Cho ca 3 muc tiéu:

- Nguoi ¢6 bénh giy tang lipid mau thit phat nhu: nhugc giap, hoi
chimg than hu, suy than man, bénh mo6 lién két. Trong vong 6 thang ¢6 sir
dung cac thudc: trc che béta, thiazide, corticosteroid, retinoids,
cyclosporln va nhiing thudc ha lipid mau. C6 thai hogc dang cho con bu.

Déi véi cac bénh nhén trong nghién clru thtr nghiém lam sang,
thém tiéu chuan loai trir 1a 6 chéng chi dinh sir dung simvastatin va
Daivobet®: Qua man v6i thanh phan cta thudc (simvastatin,
calcipotriol va betamethasone dipropionate), bénh gan tién trién hay
ting men gan (SGOT, SGPT) dai dang khong rd nguyén nhén, bénh
nhan co tién st bénh co, nghién rugu nang, suy than.

2.2. Vit li¢u nghlen clru

- Thude uong Simvastatin STADA® do cong ty Stada-VN san xut.
Quy cach: vi 10 vién, hop 3 vi. Mdi vién nén bao phim Simvastatin
STADA® 20 mg chua: s1mvastat1n 20 mg, ta duogc vira da 1 vién.

- Thudc bdi Dalvobet do cong ty Leo Pharmaceutical Products Ltd
AJS - Pan Mach san xut. Mdi tuyp thube 30g, dang md, c6 thanh phan la
calcipotriol 50 pg/g va betamethasone dipropionate 500 ug/g
2.3. Phwong phap nghlen cuu
2.3.1. Thlet ké nghlen ciru va c& mau
2.3.1.1. Péi véi muc tiéu 1: mo ta cit ngang, tién ctru, ldy ¢& mau
thuan tién tir thang 01/2011 dén 12/2014.
2.3.1.2. Déi véi muyc tiéu 2: mo ta cit ngang, tién ciru, ¢& miu wdc
luong n =128 méi nhém.
2.3.1.3. Bot voi muc tiéu 3: thi nghlem 1am sang c6 dbi chimg so
sanh, c¢& miu udc luorng N = 30 moi nhom.

2.3.2. Cac buéc tién hanh nghlen ctru

2.3.2.1. Hoi b¢nh su: thu thap cac blen sO chung lién quan dén tinh
trang suc khoé va bién s0 lién quan dén bénh Vay nén

2.3.2.2. Kham lam sang dé thu thdp cdac bién s6 sau day:

Chi s6 khdi co thé (BMI) thé 1am sang, cac ddc diém lam sang,
dién tich ving da bénh, chi s6 PASI, chi s0 IGA 2011
2.3.2.3. Xét nghiém cdn lim sang:

- Mau tinh mach duoc lay buodi sang luc doi (bira an cubi cach 12
tleng) dé do SGOT, SGPT, nong do trlglycerlde cholesterol toan
phan HDL-C, LDL-C. R&i loan lipid mau khi ¢é it nhat mot trong
cac tiéu chuan sau: Cholesterol TP > 6,20 mm/L, hodc TG > 2,26
mm/L, hodgc LDL-C > 4,13 mm/L, HDL- C < 1,03 mm/L.

- Cac xét nghiém duoc tién hanh tai Khoa xét nghiém - BV Da
lidu TP.HCM.



2.3.3. Piéu tri va theo doi diéu tri trong thir nghiém lam sang
2.3.3.1. Chia nhém ' nghién ciru:

Bénh nhén vay nén duoc chia thanh 2 nhom theo lua chon ngau nhién:

- Nhom 1: 30 bénh nhan duoc dleu tri bang udng simvastatin 20mg, lidu
1v x 2 lan/ngay két hop boi Daivobet® 2 lan/ngay lén ving thuong ton.

- Nhom 2: 30 bénh nhén dugc diéu tri bang boi Daivobet® 2
lan/ngay 1én ving thuong ton.

Ca 2 nhom duoc theo doi va hudng dan nhu nhau vé ché d¢ an
ubng, ki€ng ruou, thudc 14..
2.3.3.2. Ché d@p theo doi dteu tri:

- Tai kham mbi 4 tuin: ghi nhan din bién 1am sang ctia bénh, tac dung
phu cta thudc, xét  nghiém lipid mau, SGOT, SGPT ¢ ¢4 2 nhom.

- Ngung thudc simvastatin néu men gan tang so voi gidi han trén
cua muc binh thuong. Lam xét nghiém dinh lugng creatin kinase
huyét thanh néu bénh nhan co6 dau hién dau co.
2.3.3.3. Thoi gum dteu tri: 8 tuan
2.3.3.4. Ddanh gta két qud: bang chi sb PASI, IGA 2011, lipid mau
(so sanh trudc va sau di€u tri, so sanh cac nhom véi nhau).

2.3. X ly so liéu: bang phan mém EplInfo version 3.5.1.

2.4, Van déy dire: két qua nghién ctru nay giup cho viéc xtr tri b¢nh
vay nén mot cach toan di¢n hon. Cac doi tuong nghién ctru dugc
thong bao, giai thich va dong v tu nguyen tham gla nghién ctru. Céc
xét nghlem trong nghlen ctru duoc tién hanh mien phi. Tat ca cac
thong tin c4 nhan va bénh tat déu duoc gitr bi mat.

CHUONG 3

KET QUA NGHIEN CUU
3.1. Mt s6 yéu t6 lién quan va dic diém 1am sang bénh vay nén
3.1.1. Mt s6 yéu to lién quan
3.1.1.1. Tuéi: tir 12 dén 90, trung binh 41,9 + 14,7, nhém tudi chiém
ty 1& cao nhat 1a 31 - 40 (28,1%).
3.1.1.2. Gidi tinh: Nam va nit c6 ty 1& bang nhau (50%).
3.1.1.3. Chi sé khoi co thé (BMD): tir 13,5 dén 31,1, trung binh 21,9
+ 3,1, nhém BMI binh thudng chiém ty 18 cao nhat (74,2%).
3.1.1.3. Tién st gia dinh viy nén:

3.11.6

E: 63 I
Cha

Nhan xét: hau het cac truong hop e
khong co tién swr gia dinh vay nén et

(89,1%)
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3.1.1.4. Tuéi khdi phdt va thoi gian méc bénh:

- Tudi khoi phat bénh: tir 5 dén 60, trung binh 34,2 + 15,7.

- Thoi gian bénh tir 2 thang dén 50 nam, trung binh 7,7, khoang
thoi gian chiém ty 1¢ cao nhét 1a 2 - 5 nam (31,3%).
3.1.1.5. Cic yéu té khoi phdt hodc lam bénh ning hon:

Yeéu to n Ty 1€

Stress 56 43,8%
Hién tugng Koebner 30 23,4%
Hut thuoe 14 , 22 17,2%
Thay doi néi tiét, chuyén hoa 18 14,1%
Su dung thudc 16 12,5%
Uong rugu bia 13 10,2%
Nhiém tring 10 7,8%

Nhan xét: stress la yéu to chiem ty Ié cao nhat gdy khoi phat
hodc lam bénh nang hon (43,8%).

3.1.2. Pic diém lim sang

3.1.2.1. Cic thé lam sang

Vay nén théng thudng
=96 da toan than

Vay nén mil

Vigm kh&p vay nén

Nhdn xét: viy nén thong thuong chiém ty Ié cao nhit.
3.1.2.2. Cach phdn bo ton thwong

Pic diém n Ty 18 (%)
Phan bd dbi xtng 80 62,5%
Tén thuong da dau 95 74,2%
Tén thwong mong 60 46,9%
Tdn thuong ving nép gip 4 3,1%

Nhdn xét: t6n thirong da dau (74,2%) va phdn bé doi xiing (62,5%)
chiém ty I¢ cao.
3.1.2.7. Moi lién quan giita PASI va thoi gian bénh

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

Nhdn xét: chi s6 PASI giita nhém c6 thoi gian bénh < 5 nam va nhom
co thoi gian bénh > 5 nam khdc biét co y nghia thong ké.



3.2. Réi loan lipid mau trén bénh nhén vay nén
3.2.1. Mgt so dac diem chung ciia 2 nhom nghién ciru

Pic didm Nhom bénh Nhom chirng
. (n = 128) (n = 128) P

Tudi (TB + DLC) 419+ 14,7 43,3+12,6 p=0,43
Gi6i tinh:
+ Nam 64 (50%) 64 (50%) p=1
+ Nir 64 (50%) 64 (50%)
BMI (TB + BLC) 219+31 21,9+32 p=0.93
Hoat dong theé luc:
+ Khong d 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%)
Hut thuoc la:
+ Hang ngay 19 (14,8%) 11 (8,6%) p =0,37
+ Thinh thoang 8 (6,3%) 8 (6,3%)
+ Trudc day 14 (10,9%) 11 (8,6%)
+ Khoéng bao gio 87 (68%) 98 (76,6%)
Uong ruou, bia:
+ >3 lan/tuan 2 (1,7%) 0 (0%) p <0,05
+ 2-3 lgln/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%)
+ Khéng 90 (70,3%) 90 (70,3%)

Nhdn xét: cac dac diém vé tuoi, gidi tl'nh, BMI, hoat dong the lyc, hut
thuoc la giita 2 nhém khdc biét khong co y nghia thong ké; tinh trang
uong ruou bia giita 2 nhom khdc biét co y nghia thong ké.

3.2.2. Két qua lipid mau ciia nhom vy nén

3.2.2.1. Ty Ié réi loan lipid mdu ciia nhém viy nén

Loai rdi loan lipid mau n Ty 1€
Roi loan lipid mau ndi chung 69 53,9%
Téng Cholesterol TP 32 25%
Tang TG 32 25%
Tang LDL-C 19 14,8%
Giam HDL-C 28 21,9%
Ty 1€ Cholesterol TP/HDL-C > 5 26 20,3%
Lipid mau binh thuong 59 46,1%

Nhdin xét: Ty I roi loan lipid méu ¢ benh nhén vdy’né’n la 53,9%, trong do ty I¢
tang Cholesterol TP va tang TG chiém ty I¢ cao nhat, cung la 25%.
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3.2.2.3. Thay déi nong dp lipid mdu theo gidi 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

Nhan xét."né‘ng do HDL-C gitta nam va nit khdc bi¢t co y nghia ligéng ké.
Cac chi so lipid con lai gitka nam va ni¢ khac biét khong co y nghia thong ké.
3.2.2.4. Thay doi nong dop lipid mau theo thoi gian bénh

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

Cholesterol TP 5,27 +1,10 5,29+ 1,27 p=0,92
TG 181+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 do lipid mau giska nhém c6 thoi gian bénh < 5 ndm va nhom
¢6 thoi gian bénh > 5 nam khdc biét khong c6 y nghia thong ké (p > 0,05).
3.2.2.5. Thay déi nong dp lipid mdu theo thé lim sang

Loai Thong

0 ) PDTT Mii  Viém khép
lipid thuwong _ _ _ p
mau  (n=100) (=1 (=9 (n=8)

C';?'fger 539+112 4,90+140 491+1,16 4,84+150 p=0,27

TG 191+125 184+0,89 161+0,79 155+0,79 p=0,77

HDL-C 134+042 119+0,36 1,11+0,21 1,17+0,52 p=0,25

LDL-C 321+094 287+106 307+101 296+095 p=0,63

Nhan xét: nong dé lipid mau giita cdc thé lam sang khdc biét khong cé y
nghia thong ke.
3.2.2.6. Thay doi nong dp lipid mau theo BSA

Loai lipid mau Nhe e Ning p

: (n=29) (n=44) (n =55)
Cholesterol TP 512+124 553+1,17 517+114 p=0,22
TG 184+149 200+120 1,76+094 p=0,43
HDL-C 129+025 140+057 122+031 p=0,054
LDL-C 3,00+ 1,03 3,29+091 3,13+0,95 p=0,42

Nhan xét: nong do lipid mau giita cdac nhém BSA khac biét khong c6 y
nghia thong ke.
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3.2.2.7. Thay déi nong dp lipid mdu theo PASI

Loai lipid mau Nhéas()n - Vw;o()n - Nz.u;-gz)(n ~ p

Cholesterol TP 533+120 556+110 520+0,76 p=0,57
TG 185+128 183+107 238+150 p=0,37
HDL-C 137+051 131+£028 123+019 p=0,59
LDL-C 3,18+099 341+093 289+066 p=0,24

Nhdn xét: nong dé lipid mau giita cde nhém PASI khdc biét khong cé y

nghia thong ké.

3.2.3. So sdnh két qua lipid mdu giita 2 nhém nghién ciru

3.2.3.1. So sanh ty Ié roi loan lipid mdu giita 2 nhém nghién ciru

Loai roi loan lipid mau

Nhom bénh Nhoém chimg

(n=128) (n=128)
Réi loan lipid mau no6i chung 69 (53,9%) 28(21,9%) p<0,001
Téang Cholesterol TP 32 (25%) 14 (10,9%) p<0,01
Tang TG 32 (25%) 11 (8,6%) p<0,001
Tang LDL-C 19 (148%) 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¢ réi loan lipid mdu néi chung, tang Cholesterol TP, ting
TG, giam HDL-C va ty ¢ Cholesterol TP/HDL-C > 5 giita hai nhom
khdc biét c6 y nghia thong ké.

3.2.3.1. So sdnh nong dp cic logi lipid mdu ciia 2 nhém nghién ciru

Loai lipid mau Nhém bénh  Nhém chirng p
Cholesterol TP 528+ 1,18 5,05+ 1,08 p=011
Triglyceride 186+1,17 143+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€ cholesterol TP/HDL. 4,24 + 0,91 3,92+ 1,50 p <0,05

Nhdn xét: nong do triglyceride va ty I¢ cholesterol TP/HDL gitia 2 nhom

khac bi¢t co y nghia thong ké.
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3.3. Hiéu qua diéu tri hd tro ciia simvastatin
3.3.1. Mgt so dac diem chung ciia 2 nhom diéu tri

Dic didm Nhoém 1 Nhém 2 0
: (n =30) (n = 30)

Tudi 36,00+ 10,03 39,10+ 1455 p=0,34
Thoi gian bénh (thang) 69,77 + 65,32 67,60+ 65,23 p=0,89
Gidi:

+ Nam 17 (56,7%) 17 (56,7%) p=1

+ Nit 13 (43,3%) 13 (43,3%)
Nong d6 lipid mau:
+ Cholesterol TP 545+1,21 509+102 p=0.22
+TG 207+265 175+112 p=0,54
+HDL-C 1,33+0,31 1,20%£0,27 p=0,09
+LDL-C 3,18+0,70 3,10+082 p=0,68
IGA:
IGA =2 10 (33,3%) 9 (30%) p=0,78
IGA =3 20 (66,7%) 21 (70%)
BSA 1524 +825 1512+856 p=0,96
PASI 1280+587 11,86+513 p=051

Nhén xét: cac ddc diém vé tudi, tuoi khéi phat, thoi gian bénh, gidi
tinh, IGA, BSA, PASI, né‘ng do lipid mau gitta 2 nhom diéu tri khac
biét khéng c6 ¥ nghia thong ké.

3.3.2. Két qud diéu tri theo PASI

3.3.2.1.Ty Ié PASI-75 theo thoi gian diéu tri

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

Nhan xét: sau 4 wan diéu tri, 1y 1¢ PASI-75 giita 2 nhom khdc biét
khong c6 y nghia thong ké; sau 8 tuan diéu tri, ty l¢ PASI-75 giita 2
nhom khac biét co y nghia thong ké.

3.3.2.2. Mikc dp gidm chi so PASI theo thoi gian diéu tri

Thoi gian  Rat tt  Tot Kha Vira Kém
Saud tudn 0(0%) 3(10%) 4(13,3%) 12 (40%) 11 (36,7%)
Sau 8 tun 3 (10%) 18 (60%) 3(10%) 6 (20%) 0 (0%)
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Biang 3.33. Mirc d9 giam PASI theo thoi gian diéu tri @ nhém 2
Thoi gian  Rét tot Tot Kha Vira Kém
Saudtuan 0(0%) 1(3,3%) 3(10%) 8(26,7%) 18 (60%)
Sau 8 tuan 1 (3, 3%) 11 (36,7%) 1(3,3%) 11 (36, 7%) 6 (20%)
Nhén xét: sau 8 tuan diéu tri, cdc ty 16 “Rat tot”, “Tot”, “Khd” ¢
nhém 1 déu cao hon 6 nhém 2.
3.3.2.3. Chi s6 PASI theo thoi gian diéu tri
Chi s6 PASI theo thoi gian diéu tri 6 nhom 1

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

Nhdn xét: chi s6 PASI ¢ nhém 1 sau 4 tuan va 8 tuan diéu tri gidm so
voi truoce diéu tri co y nghia thong ké.
Chi s6 PASI theo thoi gian diéu tri @ nhém 2

Thoi gian PASI p
Trudc diéu tri 11,86 + 5,13
Sau 4 tuin 9,34 + 5,01 p=0,21
Sau 8§ tuan 6,52 + 4,89 p < 0,001

Nh‘dn xét: chi s6 PASI o nhém 2 sau 8 tuan diéu tri gidm so voi trudc
diéu tri co y nghia thong ké.
So sanh mirc d giam PASI giira 2 nhém theo thoi gian diéu tri

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

Nhdn xét: sau 4 va 8 tuan diéu tri, mirc do giam PASI o nhom 1 cao
hon nhém 2 ¢é y nghia thong ké.
3.3.3. Két qua diéu tri theo IGA

So sanh ty 18 IGA 0/1 giira 2 nhém theo thoi gian diéu tri

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

Nhan xét.; sau 8 tuan diéu tri, ty l¢ IGA 0/1 giita 2 nhom khdc biét co y
nghia thong ké.
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3.3.4. Nong dp lipid mdu theo thoi gian diéu tri
Nong do lipid mau theo thoi gian di€u tri 6 nhom 1

Truodc dieu

Loai lipid mau tri Sau 4 tudn Sau 8 tuin p
Cholesterol TP 545+1,21 4,20+0,82 4,18+0,72 Pos < 0,001
Pos < 0,001
. . Pos = 0,07
Triglyceride  2,07+2,00 1,32+0,84 1,26 +0,65 005 < 0,05
HDL-C 1,33+0,31 1,29+0,24 1,35+0,24 Pos f 0,58
Pos = 0,78

LDL-C 3,18+0,70 2,31+£0,80 2,26 £0,70 Pos < 0,001
Pos < 0,001

Nhén xét: nong do cholesterol TP, LDL-C 6 tuan thir 4 va 8 khdc biét
50 VOi trude diéu tri ¢ y nghia thong ké. Nong do triglyceride & tudan
thir 8 khdc biét so véi trude diéu tri ¢é ¥ nghia thong ké). Nong dé
HDL-C truée va sau (4, 8 tuan) diéu tri khdc biét khong cé y nghia
thong ké.

Nong d lipid mau theo thoi gian diéu tri ¢ nhém 2
Sag 4 Sau 8

Logi lipid mau Truée dieu tri  ° » tuin P
Cholesterol TP~ 5,00 1,02 56%3 iy 5’12,371 EZ: : 8%
Triglyceride ~ 1,75+1,12 1’1?:(,3; 1’1?;1; BZZ : 8;2
HDL-C 1,20 0,27 162,??11 1(’,%;41 52;‘ i gzgé
LDL-C 3,10 £0,82 3(’)(’);‘61 362,§1i gz: _ 82%

Nhdn xét: nong dé lipid méu ¢ tat cd cdc chi so trude va sau (4, 8
tudn) dieu tri khac biét khong co y nghia thong ké.
3.3.6. Khio sdt tic dung phu ciia simvastatin va Daivobet”®

Téc dung phu Nhém 1 (n=30) Nhom 2 (n=230)
Téng nhe men gan 2 (6,7%) 1 (3,3%)
Cam gic cham chich tai chd 2 (6,7%) 2 (6,7%)

Nhdn xét: tac dung phu ¢ 2 nhém diéu tri la khong ding ké
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CHUONG 4
BAN LUAN

4.1. Mt s6 yeu t6 lién quan va dac diém 1am sang bénh vay nén
4.1.1. Mgt 50 yéu 16 lién quan

Tuodi trung binh cua 128 bénh nhén nghién ctru 1a 41,9 + 14,7, trong
d6 nhém tudi 31 - 40 chiém ty 18 cao nhat (28,1%). Két qua ndy tuong tw
v6i nhitng nghién ctru trude day ciia Truong Lé Anh Tuén hay cua
Akhyani M trong mot nghién ciru tai Iran nhung thap hon tudi trung
binh trong nghlen cliu cua cua Truong Thi Mong Thuong. Noi chung,
tudi trung binh ciia bénh nhan vay nén trong nhimg nghién ctru noi trén
khoang 40, trong do tudi lao dong chinh ctia xa hoi.

V& gi6i, nam va nir co ty 1¢ bang nhau (50%), tuong ty Voi
Akhyani M, nhung khac véi ty 1€ cua Truorng Lé Anh Tuan va
Truong Thi Méng Thuong Két qua ty 1¢ gisi tinh cua chung t6i dai
dién cho ty 1€ gi6i tinh trong bénh vay nén néi chung. Theo
Fitzpatrick, ty 1& nam va nir bénh vay nén ngang nhau.

Hoat dong thé luc bang cach tap thé duc hay thé hinh mét cach
déu dan khoang 30 phut moi ngay glup duy tri strc khoe, co loi cho
bénh nhian mic cic bénh man tinh nodi chung va vay nén noi riéng,
Nghién ctru cua ching t6i cho thay nhoém bénh nhan hoat dong thé
luc khong déu chiém ty 1é cao nhat véi 77,3% twong ty nghién ciru
cua Truong Thi Mong Thuong 1a 63,5%. Trong khi d6 nhom hoat
dong thé luc deu dan > 1 lan/tuan chi chiém 16,4% thap hon ty 1¢
bénh nhén vay nén “co tap thé duc” trong nghién ctru cua Truong Lé
Anh Tuan 14 25%. Céan luu ¥ y diéu nay trong tu van giao duc suc khoe
dé chi rd cho bénh nhén thdy vai tro ctia viéc rén luyén thé lyc ddi
véi bénh Vay nen

Thoi gian mic bénh trung binh 1a 7,7 nam, tir 2 thang dén 50 nim
v6i phuong sai 16n cho thdy sy dao dong khac nhau nhiéu giita cac
bénh nhan. Tudi khoi phat bénh trung binh 13 34,2, trong dwong véi
nghién ctru cua Vo Quang Dinh (34,5), Truong Th1 Mong Thuong
(34,87) va Truong L& Anh Tuén 1a (35,8). Vay nén c6 thé khoi phat & [y
bat ky ltra tudi nao. C6 2 dinh tudi khéi phat bénh, mot 1a 20 - 30 tudi
va hai 1a 50 - 60 tudi.

Vé tién sir gia dinh, nghién ctru cua ching t6i ghi nhén c6 3,1%
bénh nhén c6 cha mac bénh, 1,6% c6 me mac bénh va 6,3% c6 anh
chi em méc bénh. Téng cong 10,9% bénh nhan c6 tién sir gia dinh
méc bénh vay nén, ty 1& nay thap hon nghién ctu cua Truong Thi
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Mong Thuong (14%). Tuy thudc vao nghién ciu, tlen su gia dinh
chiém khoang 35 - 90% trong sb cac bénh nhan vay nén.

Stress tam 1y duoc chung minh 13 yéu t& quan trong gy khoi
phat, tai phat hay lam vay nén tr¢ ndng. Céc dir li€u héi ctru chi ra
rang bénh nhan vay nén gap nhing ton thuong nhiéu hon trong khoang
thoi gian tir tho du dén truong thanh. Nhi€u bang chung cho thay stress
gdy ra nhimg dap (mg bat thuong vé than kinh ndi tiét, co vai tro quan
trong trong sinh bénh hoc cac bénh ty mién man tinh, trong d6 co vay
nén. Trong nghién ctru cua ching t0i, 43,8% bénh nhan vay nén md ta
stress 1a yéu to gay bung phat hay khoi phat bénh.

C6 23,4% bénh nhén cua chiing toi ghi nhan c6 hién tuong Koebner.
Ty 18 trén ¢6 1& cao hon néu tinh ca nhitng bénh nhan khong dé y va
nhan blet dugc hién twong ndy. Theo y van, khoang 30% bénh nhan vay
nén xuét hién thuong ton trén ving da bi chan thuong.

Trude khi xem xét chon lya diéu tri cho mot bénh nhan cu thé,
can khai thac tién st vé cac phuong phép diéu trj trudc ddy va muc
d6 dap ung ddi vai timg loai thude da sir dung. Trong nghién ciru cua
ching t6i, bénh nhén da su dung nhiéu loai thube trude dé, tir thude
bdi dén thuoc uong, tir tay y dén dong .. .va chi ¢6 3,9% chua didu
tri gi. Két qua nay phan anh ding thyc té Ve su da dang trong cac
phuong phap diéu tri ma mot bénh nhan vay nén phai trai qua. Nhom
thudc bdi duge dung nhiéu nhat véi calcipotriol, corticosteroid, acid
salicyclic..., dic biét la thudc boi ket ho‘p Calclpotrlol +
corticosteroid chiém dén 44,5%. Theo da sb cac tic gia, thudc boi
dan xuét vitamin Ds (ca101potr101) va corticosteroid 1a nhitng lya chon
dau tién trong dleu tri vay nén mang thé nhe dén trung binh. Tuy
nhién trén thuc té, dang ket hop gitra 2 loai thudc trén van duoc bac
sT ua chudng hon nham phat huy téi da hiéu qua va han ché tdi thiéu
tac dung phu cua thudc.

4.1.2. Dic diém lim sang

Nghlen clru cua ching tdi bao gom tat ca cac the lam sang cua
bénh vay nén, trong d6 thé _mang chiém ty 18 cao nhat (78,1%), cac
thé con lai lan luot Ia Vay nén do da toan thén (8, 6%) vay nén thé mu
(7%), viém khop vay nén (6,3%). Vay nén thé mang ciing chiém ty 18
cao nhit trong nghlen ctru cua Truong Thi Mong Thuong véi 74,6%,
va nghién ctu cua Truong L€ Anh Tuan v6i 80%.

Vay nén thé mang twong ddi 6n dinh nén khi bénh lan rong 10i
thanh do da toan than thuong phai do mét s6 yeu t6 kich thich nhu
nhidm tring, stress, thudc...Tuy nhién c6 nhiéu truong hop khong
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thé x4c dinh dugc yéu t6 giy chuyén nang do da toan than ma bénh
khoi phét boi giai doan viém voi thuong ton hong ban, troc vay, ngra
va lan rong nhanh chong. Nghién ctu cua ching toi cho thay ty 1€
Vay nén do da toan than khong cao (8,6%), tuy nhién day la tinh trang
can dugc nhap vién dé cham soc va diéu tri tich cuc.

Vay nén thé mu thuong duoc chia thanh 2 thé: tai chd va toan than.
Trong nghlen cliu cta chung toi, vay nén mii chiém 7%, Vol thé tai chd
14 5,5% va toan than 1a 1,5%, thap hon so véi y vin (20% sb bénh nhan
vay nén).

Viém khép vay nén chlern ty 1€ 6,3% trong d6 chu yeu 1a & mirc do
nhe, chua bién dang va ton thuong it khop. Ty 1& nay c6 thé cao hon néu
tinh nhiing truong hop, nhét 1a viém khép muc d ning, khong kham
chuyen khoa da heu ma kham chuyén khoa néi khép. Theo y van, ty 1€
viém khép vay nén thay ddi theo timg nghién ciru, dao dong trong
khoang 5 - 30%.

Chung t6i tién hanh danh gia su phan b6 thuong t6n va cac Vi tri
tén thuong dic biét (da dau, mong, vung nep gap). Vay nén co
khuynh huéng déi xtng va day la dac diém c6 ich cho chan doan xac
dinh. Tuy nhién thuong ton 1 bén cung 6 thé )gay ra. Trong nghién
cliu cua chung t6i, ty 1€ bénh nhan co thuong ton vay nén doi xing
chiém 62,5%. Tinh chat doi xung thuorng 101 vao nhitng trudng hop
¢6 mac d bénh trung binh den ndng, voi ton thuong lan toa.

Da dau, mong va Vung nep gp dugc xem nhu nhitng vi tri dac
biét cua thuong tén vay nén vi anh huong dang ké dén thim my va
nhit 1a khé diéu tri hon thuong ton & nhing vi tri thong thu'ong.
Nghién ctru cua chiing t6i cho thay 74,2% bénh nhén ¢6 thuong t6n &
da dau, gan voi ty 18 trong mot nghién ciru & Ha Lan la 79%. Da dau
la mot trong nhing vi tri thudong gip nhét cta vay nén luc khoi phat
va trong suot qua trinh bénh.

Ty 1& bénh nhan trong nghién ciru ciia chiing t6i c¢6 tén thuong
mong 13 46,9%, tir mirc d§ nhe chi ¢4 1dm rnong cho den muc do
nang v6i ton thuong toan bd gy bién dang mong. Ty 1é ton thuong
mong dao dong theo ting nghlen ctru trong khoang 10 - 55% bénh
nhén vdy nén noi chung va lén dén 85% bénh nhan viém khép vay
nén.

Chiing t6i ciing ghi nhén c6 3,1% bénh nhan trong nhom nghién
ctru cd thuong ton & vung nep gip nhu nach, ben, dudi vi.. Ty 1€
nay trong y van la 2 - 6%. Vé mat lam sang, vay nén nép gip la
nhitng thuwong ton trén nhimng ving da rat viém, thuong it hay khong
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troc vay nhu & da dau hay cic mang thqong ton trén than minh.

Vay nén mang chiém ty 1¢ cao nhit nén dwoc nghién ctru nhiéu
hon ca vé sinh bénh hoc, phuong phap diéu tri va ca cach danh g1a
mue do bénh thong qua chi s6 PASI. Trong sO 100 bénh nhéan vay
nén mang cua ching t6i, chi s6 PASI trung binh 1a 10,97, véi mtc d6
nhe chiém ty 1& cao nhat (58%). Ty 1€ nay twong ty voi nghlen clru
ctia Truong Lé Anh Tuin (65%) nhu:ng khac v6i nghién ctru cua
Truong Thi Mong Thuong v6i da so 1a vay nén ning (PASI > 20
chiém 40 3%) )

Panh gia mbi lién quan giita PASI véi mot sé yéu td, chung toi
nhan thay PASI khong lién quan véi glO’l tinh ciing nhu BMI trong
khi lién quan dén thoi gian bénh. Chi s PASI & ngudi c¢6 thoi gian
bénh > 5 ndm cao hon ngudi co6 thoi gian bénh < 5 ndm c6 y nghia
thong ke.

4.2. Rbi loan llpld mau trén bénh nhan vay nén
4.2.1. Két qua lipid mau ciia nhom vay nén

Nghlen clru cua chung t6i da xac dinh dugc ty 18 rbi loan lipid
mau ndi chung 1a 53,9%, trong do tang cholesterol TP va tang TG
chiém ty 1& cao nhat (cung la 25%), tiép theo la glam HDL-C
(21,9%), ty 1¢ Cholesterol TP/HDL-C > 5 (20,3%) va cudi cung la
LDL-C (14,8%). i

Ty 18 ri loan lipid mau trén bénh nhan vay nén thay ddi theo timg
nghlen clru, dao dong tr 6,4-50,9%. Mot nghlen clru dya vao dan so
voi ¢& mau 16n cho thdy bénh nhan vay nén c6 ty 1& réi loan lipid
mau la 56,9% cao hon so v6i nhom chimg (47,3%) c6 y nghla thong
ké. Nghién ctru cit ngang khac trén 120 bénh nhan vay nén nguoi
Pakistan cho thay ty 1€ ro6i loan 11p1d mau la 55,8%. Hai nghién ctru
noi trén co ty 1€ roi loan lipid mau xap xi véi ty 1€ trong nghién ciru
cua chung toi (53, 9%) Tuy nhién, mdt nghién cuu khac trén 70 bénh
nhan vay nén nguoi Bosnia va Herzegovma lai cho ty 1€ rdi loan lipid
mau cao hon (62, 9%) Noi chung vi€c so sanh ty 1€ r6i loan lipid mau
trén bénh nhan vay nén glu:a cac nghién ctru chi mang tinh tuong dbi
vi tiéu chuan dinh nghia rdi loan lipid méau khong thng nhat giira cac
tac gia.

Nghlen cliru cua chung toi cung tién hanh déanh gia mdi lién quan
g1u’a ndng do cac loai lipid mau véi mot sé yéu té nhu gi6i tinh, thoi
gian bénh, thé 1am sang BSA va PASIL

Vé mit gidi tinh, nong d0 HDL-C ¢ nam thdp hon nit c6 y nghia
thong ké, cac chi sb lipid con lai khong c6 su khac biét. HDL-C & nit
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cao hon so voi nam 1 két qua thuong thiy trong dan sé chung &
nguoi binh thudng moi nhom tudi.

Chung t6i chia bénh nhan vay nén thanh 2 nhém: (1) thoi gian
bénh < 5 nam (64 ca), va (2) thoi gian bénh > 5 nam (64 ca). Tién
hanh phén tich so sanh gitra 2 nhém cho thay céc chi sb lipid & nhém
1 ¢6 vé “tot” hon nhom 2, tuy nhién sy khac biét khong c6 y nghla
thdng ké. N6i cach khac, nong dd lipid mau trén bénh nhén vay nén
khong lien quan dén thoi gian bénh. Piéu nay thay 0 trong nghlen
cliru cua Mallbris va cs trén 200 bénh nhan vay nén vira méi khoi
phat bénh so voi 285 ngum nhom chirg. Nhom bénh nhén vay nén
vira khoi phat bénh di c6 ndéng do lipid mau cao hon so voi nhom
chiing ¢4 y nghia | thong ké, nghia la khong thdy vai tro cta thoi gian
bénh trén bién dbi nong do lipid mau. Tuong ty nhu vay, Taheri
Sarvtin va cs cling khong tim thdy mbi lién hé giira ndng do lipid
mau vai thoi glan bénh trong nghién ciru ciia minh.

Vé thé 1am sang, khong c6 su khéc biét Ve ndng do 11p1d mau gilra
cac thé thong thuong, d6 da toan than, vay nén mi va viém khép Vay
nén. Ngoal thé thong thuong chiém s6 lugng (va ty 1€) cao nhét, cac
thé 1am sang con lai 6 s0 ca khong nhiéu, cu thé 1a do da toan thén
11 ca (8,6%%), vay nén mu 9 ca (7%) va viém khop vay nén 8 ca
(6, 3%) Nhing két qua ndy tuy phan anh dung ty 1€ cac thé 1am sang
Vay nén trén thyc té, nhung lai khong dem lai lgi ich vé mat thng ké
v6i sO truong hop do da toan thén, vay nén mu va viém khép vay nén
khOng du Ion dé xac dinh sy khac biét. Pa sé cac nghién ciru trén thé
g101 vé ndng do lipid mau thuong danh gia & nhom bénh nhan vay
nén thong thuong (méang man tinh), nhitng thé khac néu co chi 1a
viém khcyp vay nen.

Vé muc do ndng cua bénh, chung t6i khong tim thidy mdi lién hé
gilta cac chi sb lipid véi BSA va PASI. Két qua nay tuong tu voi
nghién ctru ciia Mallbris va cs. Trong khi d6 Javidi va cs thay ring
cholesterol TP tang theo d ning ciia bénh cd y nghia thong ké, LDL-
C tang nhung khong c6 ¥ nghia, TG va HDL-C khong lién quan dén
dd nang Vay nen.

Nhu vay nghién ciru cia chung t61 khong thiy mdi lién quan glua
nong do cac loai lipid mau voi nhimg yéu to nhu gi6i tinh, thoi gian
bénh, thé 1am sang, BSA va PASI.

4.2.2. So sanh ket qud lipid mau giita 2 nhém nghten ciru

Chung t6i tién hanh so sanh ty 1¢ 1i loan lipid méau va ca so sanh

nong do lipid méau giita 2 nhom. Két qua cho thay, ¢y Ié réi loan lipid
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mdu noi chung, ty I¢ tang cholesterol TP, ty I¢ tang TG, ty ¢ giam
HDL-C va ty I¢ cholesterol TP/HDL-C > 5 & nhém bénh cao hon c¢6
y nghia théng ké so vi nhém chimg. Trong khi do, ty 1é ting LDL-C
nhom bénh (14,8%) cao hon nhom chimg (9,4%) nhung sy khéc biét
khong c6 ¥ nghia thong keé. .

Vé nong d6 lipid mau, cac chi sd lipid cia nhom bénh “xdu” hon
cac chi s6 nhom chimg (ndng do cholesterol TP, TG, LDL-C, ty 1€
cholesterol TP/HDL-C cao hon; nong d6 HDL-C thap hon), nhung
chi TG va ty Ié cholesterol TP/HDL-C khac bi¢t c6 y nghia thong ke.

Nhin chung cac lipid mau “x4u” (cholesterol TP, TG, LDL-C) ¢
nhom bénh co khuynh huéng cao hon so véi nhom Chu’ng, va ngugc lai
lipid méau “t6t” (HDL C) 6 nhodm bénh thap hon so véi nhom chung

Trén thé g1orl co rit nhidu nghlen ctru vé nong do lipid mau trén
bénh nhan vay nén so voi ngum binh thuong khoe manh nhung cho
két qua khong théng nhat vai nhung chi s6 va nong do lipid khac
nhau. Tai Viét Nam, nghién ctru cua Truong L€ Anh Tuén trén 100
bénh nhan vay nén cho thay ty 1€ hoi chung chuyen hod 1a 38%. Tuy
nhién, khi so sanh ndng dd cac loai lipid mau, khong thiy su khac
biét c6 y nghia thong ké gitra 2 nhom bénh va chimg. Mac du nghién
clru ny cling tién hanh tai bénh vién Da liéu thanh phé H6 Chi Minh
nhu’ng cho két qua khong thong nhat Vol két qua cua ching toi. Piéu
nay c6 thé g1a1 thich do sy khac biét vé thiét ké nghién ctru (dung dé
xac dinh moi lién h¢ gilta vay nén va hoi chimg chuyen hod), tiéu
chuin chon bénh, dic diém ddi twong nghién ctru (tu01 > 18) cua
nghién clru nay so voi nghién ctru cua chung t6i. Didu nay mot 1an
nira cho chung ta thiy su khong dong nhat vé mat két qua cua nhitng
nghién ctru ve lipid mau & bénh nhan Vay nén.

Noi chung, nhung nghién cu gan day trong khodng thoi gian
2014 - 2015 ciing gidng nhu cac nghién ctru cach hang chyc ndm vé
trude deu ¢6 nhiéu bang chiing chi ra mdi lién quan manh mé& giira
vay nén va bat thuorng chuyen hoéa acid béo.

Viy thi, tai sao ¢6 r6i loan lipid méau trén bénh nhan vay nén? Mot sb
co ché gidi thich dleu nay nhu tinh chat viém man tinh, chuyen hoa tai
chd va toan than, yéu tb di truyén, 16i séng, st dung mot s6 thude didu tri
vay nén. .

Mot sb yeu t6 bénh 1y khac cling lam gia tang nguy co bat thuorng
chuyen hoa lipid & bénh nhan Vay nén, d6 la BMI cao (> 30 kg/m ), ti€n
sir gia dinh tang lipid mau, 16i song it van dong, ché do an nhiéu chit
béo, va sir dung retinoid hay cyclosporine diéu tri vay nén. Mot vai
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thude didu tri vay nén ciing co thé gy rdi loan nong do lipid vi anh
huong dén lipid tuan hoan. Gan ddy c6 bao cao cho thay infliximab 1am
tang triglyceride khi dugc sir dung diéu tri vay nén khép.

Dbi chiéu véi nghién ciru cua chung t6i, co nhu*ng yéu tb phu hop
giai thich cho bat thuong chuyen hoéa lipid la: 16i séng it van dong
(hoat dong thé luc khong déu chiém 77,3%), udng rugu, bia (ty 1é cao
hon nhém ching c6 y nghia thong ké).. Trong khi do, ty 1€ bénh
nhan sir dung thude c6 thé 1am ting lipid mau 1a khdng cao (soriatane
chi chiém 3,9%).

Toém lai, nghi€n clru cua ching tdi cho thdy ty 1 rdi loan 11p1d
mau trong nhém Vay nén cao hon nhom chung, nhung khong c6 moi
lién quan gitra nong d9 lipid méu véi cac yeu t6 nhu thoi glan bénh,
gioi tinh, thé 1am sang, BSA va PASI. Vi rit nhiéu ching ctr vé van
dé nay tir cac nghién cuu trén khip thé gidi, dong thoi tham khao
nhitng huong dan quoc gla ké trén, chung t6i khuyen c4o tam soét roi
loan lipid mau trén tit ca nhitng bénh nhan vay nén vao kham véi
ching ta bat ké thoi gian bénh, gidi tinh, thé 1am sang ciing nhu do
nang cua bénh.

4.3. Hiéu quﬁ diéu tri hd tro cia simvastatin
4.3.1. Dap wng lam sang

Trong nghién ciru ciia chung t6i, nhom udng simvastatin + thudc
b6i m& calc1p0tr101/betamethasonend|proplonate va nhom thude boi
md ca101p0tr101/betamethasone dipropionate déu cho hiéu qua diéu tri
vay nén mang nhung nhom thir nhat cho tac dung nhanh va hiéu qua
hon nhom thir hai.

Céc chi s6 theo ddi 1am sang nhu ty 18 PASI-75 va ty 1€ IGA 0/1
giita 2 nhém déu khac bi€t c6 y nghia thong ké vao tuan tht 8.

Ngoai ra, % giam chi sd PASI ¢ nhom 1 cling t6t hon han nhém 2.
Sau 8 tuan diéu tri, ty 1& “Rat tot”, “Tot”, “Kha” lan luot 1a 10%,
60% va 10% so v6i 3,3%, 36,7% va 3,3% ¢ nhom dbi chung.

Néu xét riéng nhém 1, ngay Y tuan thir tu, chi s PASI da khac
bi€t so véi truge diéu tri, va ¢ tuan thtr 8 thi sy khac biét cang rd nét
hon. Piéu nay khong thay 0 nhém 2.

Nhirng két qua noi trén cho thiy simvastatin lam gia tang hi¢u qua
diéu tri ma khong c6 tac dung phu kém theo, hi€u qua xuat hién som,
ngay sau 4 tuan diéu trj.

Loi ich cua thudc ha cholesterol mau trén vay nen ‘tuy thude vao
mot so co ché. b6 1a dleu hoa giam LFA-1, c ché két dinh ndi mo
tiéu cau, hoat dong cua té bao diét ty nhién va thoat mach, @rc ché cac



22

cytokine tién viém nhu TNF-a, IL-1 va IL-6, lam giam CRP, thuc
day té bao Thl chuyén thanh Th2 va {rc ché cac thu thé cytokine Th1
trén té bao T. Duong nhu nhung co ché néi trén 1am han ché sy hoat
hoa cac té bao lympho va suy giam sy qué trinh thim nhiém vao
vung viém. ’

Trong nghién cuu cua cht’mg toi, cac thuodc dugc chon lya vi da
chung minh tinh hiéu qua va quen thudc véi bac si trong thuc hanh
lam sang hang ngay. Ca corticosteroid va calcipotriol bdi tai chd déu
dugc FDA (Hoa Ky) cong nhan va la nhitng lya chgn hang dau trong
diéu tri vay nén mang. Mot loi ich quan trong cua dan chét vitamin D
14 kha nang tac dung nhu mot chat thay thé corticosteroid. Pic diém
nay gop phan phat trién mot san pham két hop “2 trong 17 dé diéu trj
vay nén. Trong nhiéu thir nghiém 1am sang ngan han va dai han,
thudc ket hop nay da chimg t6 hiu qua va tinh an toan trong diéu tri
vay nén nhe dén nang Trong thyc hanh 1am sang, cac bac si da lidu
thuong wa thich san pham két hop nay hon sin phim don tri
(corticosteroid hay calcipotriol). Simavastatin cé tinh khang viém
trung binh trong s6 cac thudc nhom statin (cerivastatin > atorvastatin
> simvastatin > pravastatin > lovastatin > ﬂuvastatm) Thudc ¢6 chi
phi thap, thuong dugc st dung va quen thudc v6i cac bac si.

N6i chung, da s6 cac dit liéu trén y vin déu ung ho két qua cua
ching t6i la statin no6i chung, simvastatin noi riéng ¢6 hi¢u qua va
tinh an toan trong diéu tri hoac hd tro diéu tri vay nén méang.

4.3.2. Chi 50 lipid mau trudc va sau diéu tri

Trong nhém 1, tai tudn thir 4, cholesterol TP va LDL-C giam so véi
trude dieu tri co y nghia thong ke, trong khi TG va HDL-C khong thay
do6i. O tuan thtr 8, ngoai cholesterol TP va LDL-C giam con c6 TG
giam so v6i truge di€u tri ¢6 y nghia thong ké, trong khi ¢6 HDL- C
tang nhe nhu’ng khong ¢ y nghia thdng ké. Trong khi d6, & nhom 2 tat
ca céc chi sb lipid mau thay doi khong c¢6 y nghia thong ké trong subt
thoi g1an diéu tri, tham chi cac chi s6 co khuynh hudéng “xau” di, cy
thé 1a nong d¢ cholesterol TP, TG, LDL-C tang va HDL-C giam so véi
trudc diéu tri. Nhitng két qua trén cho thay tac dung ha lipid mau cua
simvastatin. Cholesterol TP va LDL-C giam ngay sau 4 tuan diéu tri
véi simvastatin, trong khi TG glarn cham hon va thay & tuan thur 8. Két
qua nay phu hop véi mic do giam cac loai 11p1d méu khi diéu trj véi
simvastatin 40 mg/ngay, theo d6 LDL-C giam 41%, TG giam 10 -
20% va HDL-C tang 6 - 8%.

Nhur ching ta da biét LDL-C 1a mot loai cholesterol “x4u”, gop phan
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chi yéu gay xo vita dong mach, va giam LDL-C gitip gidm nguy co méic
bénh tim mach do xo vita (atherosclerotlc cardiovascular disease -
ASCVD). Theo hu:(mg din mai nhat Hoi Tim mach Hoa Ky vé dleu tri
tang cholesterol mau, tiéu chuén sir dung statin dé glam LDL-C gém c6
bbn nhoém dbi tuong: (1) ASCVD c6 biéu hién 1am sang; (2) tang LDL-
C nguyén phat > 190 mg/dL (3) dai thdo duong, tudi tir 40 - 75, véi
LDL-C 70 - 189 mg/dL; va (4) khong c6 ASCVD hay dai thao duorng,
voi LDL-C 70 - 189 rng/dL va nguy co ASCVD 10 nam > 7,5%. So véi
ATP | - III, huéng dan méi khong dat myc tiéu diéu trj theo LDC-C ma
cac tac gia cho rang LDL-C “cang giam cang t6t”. Nhu vay viéc sir dung
simvastatin cho bénh nhan vay nén lam ha LDL-C cling hop ly va gitip
giam nguy co ASCVD.

4.3.3. Tac dyngphy

Trong nghién ctru cta ching t6i, tic dung phy & cd 2 nhom la
khong dang ké. Ty 1¢ ting nhe men gan (6, 7% & nhom 1 va 3,3% &
nhom 2) khong anh hudng den qué trinh diéu tri. Trong khi d6 cam
giac cham chich (6,7% ¢ mdi nhém) c6 18 1a tac dung phu cta san
pham két hop calcipotriol/ betamethasone dipropionate va ciing
khong anh huong két qua diéu tri.

Toém lai, nghi€n ctru cua chiing t6i cho thay simvastatin la mét Iya
chon an toan, hiéu qua khi két hop véi thuoc boi calmpotrlol/
betamethasone dipropionate trong di€u tri vay nén mang, vira cai
thién tri€u chung lam sang vay nén, vira 6n dinh cholesterol méau
(nhit 12 LDL-C) tir d6 c6 thé giup phong ngira cac bénh ASCVD
trong tuong lai.

KET LUAN

1. Mt sd yeu t6 lién quan va dac diém I1Am sang bénh viy nén

1.1. Mét s6 yéu t6 lién quan; tudi khoi phat bénh trung binh la 34,2.
CO 10,9% (14/128) bénh nhan c6 tien st gia dinh méc bénh vay
nén. Stress tam ly la yéu to thuong gap nhit gay khoi phat, tai
phat hay 1am Vay nén tré nang chiém 43 ,8% (56/128).

1.2. Pic diém lam sang: thé 1am sang Vay nen thong thuong chiém
ty 1¢ cao nhét 1a 78,1% (100/128), cac the con lai lan luot 14 vay
nén do da toan than 8,6% (11/128), vay nen mu 7% (9/128), viém
khép vay nén 6,3% (8/128). Cach phan bd thuong ton: ddi ximg
62,5% (80/128), ¢ da dau 74,2% (95/128) mong  46,9%
(60/128), ving nép gap 3,1% (4/128) C6 moi lién quan gitra d6
nang cua bénh (PASI) voi thoi gian mic bénh.
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. Réi loan lipid mau ¢ bénh nhan vay nén

Ty ¢ benh 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), ta‘mg LDL-C la 14,8% (19/128), giam HDL-C la 21,9%
(28/128) va ty 1¢ cholesterol TP/HDLc > 5 1a 20,3% (26/ 128)
Ngoai trir LDL-C, cac thanh phan lipid con lai déu c6 ty 1¢ roi
loan lipid mau cao hon c6 y nghia thdng ké so v6i nhém chung
Nong d6 TG va ty 1€ cholesterol TP/HDL-C nhém védy nén cao
hon ¢6 y nghia thong ké so véi i nhom chung.

Khong c6 moi lién quan gilta ndng d6 cac loai lipid méu vo6i nhiing
yéu to nhu gidi tinh (ngoai trirt HDL-C), thoi gian bénh, thé 1am sang,
BSA va PASI.

Hiéu qua diéu tri hd tro ciia simvastatin

3.1. Hi¢u qua lam sang: Simvastatin co hiéu qua diéu tri hd trg bénh

vay nén thong thuong voi két qua: 70% (21/30) dat PASI-75;
10% (3/30) dat “Rét t6t”; 60% (18/30) dat “Tt”; 10% (3/30) dat
“Kha”; va 56,7% (17/30) dat IGA 0/1. Simvastatin mang lai két
qua ngay sau 4 tudn, nhanh va hiéu qua hon c6 ¥ nghia thong ké
so v6i nhom ddi chung

3.2. Tac dung ha lipid mau: Simvastatin ha cholesterol TP va LDL-

C sau 4 tuan va ha TG sau 8 tudn diéu tri.

3.3. Tdc dung phu: khong c6 tac dyng phy dang ké gitra 2 nhom

1.

diéeu tri.
KIEN NGHI
Tam soat rdi loan lipid mau trén tat ca nhitg bénh nhan vay nén

bét ké thoi gian bénh, gidi tinh, thé 14m sang cling nhu do niang
cua bénh.

. Xem simvastatin 1a mot trong nhitng lya chon trong diéu tri hodc

hd tro. didu tri vay nén mang, nhit 13 & nhitng bénh nhan c6 kém
theo r6i loan lipid mau.

. Tlep tuc ¢6 nghién ctru sdu hon vé dic diém 1am sang va cac yéu

t0 lién quan, cac bénh ly kém theo, nhit 1a nhom bénh 1y tim mach
trén bénh nhén vay nén Viét Nam.



BACKGROUND

Psoriasis is a common immune-immediated chronic inflammatory
disease, affecting negatively on patients’ quality of life and there is
no specific method to cure it. Recently, many studies have shown the
association between psoriasis and cardiovascular (CV) disease.

Dyslipidaemia plays an important role in atherosclerosis and is a
primary risk factor for CV disease. Many researches have shown the
changes in serum lipid such as increased triglyceride, total
cholesterol, LDL-C, VLDL-C, and decreased HDL-C. The
association  between psoriasis and dyslipidaemia remains
controversial. It is the reason why this field needs to be more studied.

Statins, including simvastatin, are dyslipidaemia treatment drugs
which inhibit 3-hydroxy-3-3methylglutaryl coenzyme A reductase
resulting in decreased synthesis of cholesterol in the liver. In addition
to their lipid lowering effects, statins have many anti-inflammatory
immunomodulator properties which are beneficial in atherosclerosis
and coronary artery disease. Based on psoriasis pathogenesis, we feel
that statins can decrease psoriatic disease activity through their anti-
inflammatory immunomodulatory properties.

To our knowledge, in Vietnam, there are no reports with sample
large enough evaluating lipid profile in patients with psoriasis as well
as no clinical trials investigating the effects of statins in the treatment
of psoriasis. Therefore, we conducted the thesis “Serum lipid
abnormalities in patients with psoriasis and the adding effect of
simvastatin in the treatment of psoriasis vularis” with objectives as
following:

1. To evaluate some associated factors and clinical features of
psoriasis in HCMC Hospital of Dermato-Venereology.

2. To determine the prevelance of dyslipidaemia and associated factors
in patients with psoriasis.

3. To evaluate the adding effect of simvastatin in the treatment of
psoriasis vulgaris.

NEW CONTRIBUTIONS OF THE THESIS
1. Contributing to data on some associated factors, clinical features
of psoriasis.
Proving dyslipidaemia status in patients with psoriasis.
Proving the adding effects of simvastatin in the treatment of psoriasis
vugaris, providing a new option to treat this disease.
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THE THESIS CONTENTS

The thesis includes 113 pages. Background: 2 pages; Conclusions: 2
pages; Recommendations: 1 page; Chapter 1- Review: 37 pages;
Chapter 2-Patients and Methods: 10 pages; Chapter 3-Results: 27 pages;
Chapter 4-Discussion: 34 pages. There are 55 tables, 12 charts, and 3
images, appendix and 153 references with 11 vietnamese and 142
english ones.

CHAPTER 1
REVIEW
1.1. Review of psoriasis
1.1.1. Epidemiology
The prevalence of psoriasis is about 2 - 3% of general population.

It may begin at any age. There are two age peaks of onset: 20 - 30

and 50 - 60. Psoriasis is equally common in males and females.

1.1.2. Pathogenesis

Psoriasis is the interaction of genetics, skin barrier deficiency, and
innate and adaptive immunity disorders. Most studies show have
shown the roles of T cells, dendrite cells, cytokines, and
chemokines...in psoriasis pathogenesis.

1.1.3. Clinical features

1.1.3.1. Skin lesions

Erythematous, scaly, sharply demarcated plaques in different sizes
and shapes are hallmarks of psoriasis. Psoriasis tends to be
symmetric and this feature is useful for definitive diagnosis.

1.1.3.2. Clinical patterns

Psoriasis is classified into two major categories:

- Psoriasis vulgaris: plaque-type, guttate, small plaque psoriasis.

- Other psoriasis types: pustular, erythrodermic, nail psoriasis and

psoriasis arthritis.

1.1.4. Histopathology: Increased dermal mononuclear infiltrate,
increased hyperkeratosis and parakeratosis, and Munro’s
microabscesses

1.1.5. Measures of severity

1.1.5.1. Body surface area (BSA):

Based on BSA, psoriasis is classified into: mild (< 10%),

moderate (10 - 30%), and severe (> 30%).



1.1.5.2. Psoriasis Area and Severity Index (PASI):

PASI ranges from 0 to 72. Higher scores indicate greater psoriasis
severity. Based on PASI, psoriasis is classified into: mild (< 10),
moderate (from 10 to < 20), and severe (> 20).

PASI reduction (%) = (PASlgaseline - PASIasterreatment) X 100%/
PASI Baseline
1.1.5.3. Investigator’s Global Assessment 2011 (1IGA 2011)

The IGA is a simple instrument providing a subjective evaluation
of the overall severity of psoriasis. IGA 2011 (IGA 2011) is usually
used in phase 3 clinical trials, ranging from a 5-point scale (0 - 4):
clear (0), almost clear (1), mild (2), moderate (3), and severe (4).
1.1.6. Diagnosis

The diagnosis of psoriasis is usually based on clinical features. In
those few cases in which clinical history and examination is not
diagnostic, biopsy is indicated to establish the correct diagnosis.
1.1.7. Treatment
1.1.7.1. Topical treatments:

Corticosteroids, vitamin D analogs, Corticosteroids and vitamin D
analogs combination, Anthralin (Dithranol), Retinoid, and others:
acid salicylic, coal tar, calcineurin inhibitors, alo vera cream...
1.1.7.2. Phototherapy

Phototherapy with BB-UVB or NB-UVB and photochemotherapy
with UVA plus psoralen (PUVA therapy) are classical treatment options.
1.1.7.3. Systemic treatments:

Methotrexate, Cyclosporine A, Retinoid, Biologics, others:
Fumarates, Mycophenolate mofetil, calcitriol, 6-thioguanine,
Hydroxyurea, dapsone.

1.2. Psoriasis and lipidaemia
1.2.1. Brief review of lipidaemia components

Cholesterol is a lipid present in cell membranes and is the
precursor of bile acids and steroid hormones. Cholesterol moves in
the blood as separate particles containing both lipid and protein
(lipoproteins). Three main types of lipoproteins found in the serum
are low density lipoprotein (LDL), high density lipoprotein (HDL)
and very low density lipoprotein (VLDL). LDL has atherosclerotic
property and is the first target of cholesterol-lowering treatment.
HDL has protective role against atherosclerosis. VLDL has the same
atherosclerotic property as LDL. Triglyceride (TG) is synthesized
through two paths: in the liver and adipose tissue (glycerol
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phosphate) and in the intestine (monoglyceride). Many studies show
an association between triglyceride levels and coronary heart disease.
1.2.2. Dyslipidaemia

Definition of dyslipidaemia: the increase in levels of serum
cholesterol, triglyceride or both, or the decrease in level of HDL-C,
increase in level of LDL-C that accelerate atherosclerotic process.

Serum lipid for diagnosis and classification of dyslipidaemia:
triglyceride, total cholesterol, HDL-C, LDL-C.
1.2.3. Studies on lipid profile in patients with psoriasis

The present studies have determined serum lipid abnormalities in
patients with psoriasis. Although the association between serum lipid
abnormalities and psoriasis has been reported for decades, it is still
unclear whether serum lipid abnormalities result from or in this
chronic disease. Currently this issue is still being discussed and
researches are still conducted and published.
1.3. Statins in dermatology
1.3.1. Background
1.3.1.1. Mechanisms

Statins, including simvastatin, are competitive inhibitors of 3-
hydroxy-3-3methylglutaryl coenzyme A (HMG-CoA) reductase, an
important enzyme in cholesterol synthesis conveting HMG-CoA to
mevalonate.
1.3.1.2. Indications

- Hypercholesterolemia

- Primary prevention of coronary artery disease

- Atherosclerosis.
1.3.1.3. Contraindications and use in preganancy

Statins should be avoided in patients with hypersensitivity to any
drug components. Contraindications to statin use include active liver
disease or persistent elevations in liver function tests (transaminases),
heavy alcohol use, and renal insufficiency. Statins are contraindicated
in women who are or may become pregnant, or breast feeding.
1.3.1.4. Adverse effects

Generally, statins are well tolerated and the rate of drug cessation
is low. The statins’ side effects are hepatotoxicity, myositis, and
rhabdomyolysis.
1.3.1.5. Precautions

Liver function tests should be performed prior to the initiation of
statin therapy and when otherwise clinically indicated.



1.3.2. Statin use in dermatology

In addition to their lipid lowering properties, statins have anti-
inflammatory immunomodulator activities that may be beneficial in
several autoimmune skin diseases, dermatitis, graft-versus-host
disease, vitiligo, cholesterol embolization, lipoma, xanthelasma,
neurofibromatosis, uremic pruritus, HIV, hirsutism, and topical
therapy with statins...
1.3.3. Studies of using statins in psoriasis treatment

In literature, there are several reports of using statins in psoriasis
treatment. Simvastatin alone was used in a study in Russia while
simvastatin plus topical corticosteroid were used in a study in Iran for
treatment of plaque psoriasis. Both studies showed good results but
did not evaluate the changes of serum lipid. However, a study in
Germany did not showed the effectiveness of statins in the treatment
of psoriasis, maybe due to small sample size.

In summary, the effect of statins should be more studied.

CHAPTER 2
SUBJECTS, MATERIALS AND METHODS OF STUDY

2.1. Subjects

Study subjects were patients with psoriasis in HCMC Hospital of
Dermato-Venereology from 01/2011 to 12/2014.
2.1.1. Diagnostic criteria

Diagnosis was mainly based on clinical examination. In the
untypical cases, definitive diagnosis was based on histology.
2.1.2. Inclusive critetia
2.1.2.1. For objective 1:

- Patients with psoriasis in HCMC Hospital of Dermato-
Venereology.
2.1.2.2. For objective 2:

- Patient group: patients with psoriasis in HCMC Hospital of
Dermato-Venereology.

- Control group: healthy, age- and sex-matched individuals
without psoriasis.
2.1.2.3. For objective 3:

- Patients with plague psoriasis, aged from 18 years old.
2.1.3. Exclusive criteria

- For all 3 objectives: Patients with diseases that can cause



secondary hyperlipidaemia, such as hypothyroidism, diabetes
mellitus, nephrotic syndrome, chronic renal insufficiency, obstructive
liver disease, and connective tissue disease, as well as patients on
medications, such as beta blockers, thiazides, corticosteroids,
retinoids, cyclosporin, and lipid-lowering agents, in the recent 6
months. Pregnancy and breastfeeding.

- For patients in clinical trial (objective 3), additional exclusive
criteria were contraindications of Daivobet® and simvastatin such as
hypersensitivity to any drug components (simvastatin, calcipotriol
and betamethasone dipropionate), active liver disease or persistent
elevations in liver function tests (SGOT, SGPT), history of muscular
diseases, heavy alcohol use, and renal insufficiency.

2.2. Study materials

- Simvastatin STADA® (Stada-VN) : each tablet contains 20 mg
simvastatin.

- Daivobet® (Leo Pharmaceutical Products Ltd A/S - Denmark) :
each 30g tube contains calcipotriol 50 pg/g and betamethasone
dipropionate 500 ug/g.

2.3. Methods

2.3.1. Study design and sample size

2.3.1.1. For objective 1: a cross-sectional, prospective study.

2.3.1.2. For objective 2: a cross-sectional, prospective study, n = 128

in each group.

2.3.1.3. For objective 3: a randomized controlled trial, n = 30 in each

group.

2.3.2. Steps of study

2.3.2.1. Taking history: collecting variables related to general health
condition and psoriasis.

2.3.2.2. Clinical examination:

Body Mass Index (BMI), clinical types, clinical features, Body
Surface Area (BSA), Psoriasis Area Severity Index (PASI),
Investigator’s Global Assessment 2011 (IGA 2011).
2.3.2.3. Laboratory tests:

- Blood samples were taken after a 12 h overnight fasting to
determine SGOT, SGPT, total cholesterol, triglyceride (TG), low-
density lipoprotein cholesterol (LDL-C) and high-density lipoprotein
cholesterol (HDL-C). Dyslipideamia was defined with at least one of
criterium: total cholesterol > 6,20 mm/L, or TG > 2,26 mm/L, or
LDL-C>4,13 mm/L, or HDL-C < 1,03 mm/L.

- The blood tests were done in Laboratory Department, HCMC



Hospital of Dermato-Venereology.
2.3.3. Treatment follow in clinical trial
2.3.3.1. Study groups:

Patients were randomly divided into two equal groups:

- Group 1: 30 patients received simvastatin 20 mg twice daily plus
calcipotriol/betamethasone dipropionate ointment (Daivobet®) once
daily for 8 weeks.

- Group 2: 30 patients received the same topical product for the
same time period.

Patients in both groups were guided with the same diet.
2.3.3.2. Treatment follow-up:

- The patients were evaluated at baseline and every 4 weeks for 8
weeks by a dermatologist. For efficacy evaluation, we used Psoriasis
Area and Severity Index (PASI), IGA 2011, and serum lipid. Safety
was assessed by patients’ reports of adverse events, clinical
examination, and liver function tests.

- Simvastatin would be stopped if transaminase levels were 2
times higher than normal ones. Serum creatin kinase would be done
if patients had muscular pain.
2.3.3.3. Treatment duration: 8 weeks.
2.3.3.4. Measure of treatment outcome: PASI, IGA 2011, serum
lipid (before and after treatment, between two groups).

2.3. Data analysis: The statistical analysis was performed using
Epilnfo version 3.5.1.

2.4. Ethical issue: The study contributed to comprehensive
management of psoriasis. The subjects were informed, explained, and
voluntary to join the study. All laboratory tests were free. All
subjects’ information was kept secret.

CHAPTER 3
RESULTS

3.1. Related factors and clinical features of psoriasis

3.1.1. Related factors

3.1.1.1. Age: from 12 to 90 years old, mean age: 41.9 + 14.7.

3.1.1.2. Sex: male and female had the same rate (50%).

3.1.1.3. BMI: from 13.5 to 31.1, mean: 21.9 + 3,1, the normal BMI
group had the highest rate (74.2%).



3.1.1.3. Family history of psoriasis:
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3.1.1.4. Age of onset and duration
of psoriasis:
- Age of onset: from 5 to 60 years old, mean age of onset: 34.2 + 15.7.
- Duration of psoriasis: from 2 months to 50 years, mean duration: 7.7.
3.1.1.5. Triggering factors:

Factors n Rates
Emotional stress 56 43.8%
Koebner phenomenon 30 23.4%
Smoking 22 17.2%
Changes of endocrine and metabolism condition 18 14.1%
Drugs 16 12.5%
Alcohol 13 10.2%
Infection 10 7.8%

Emotional stress was the most common triggering factor (43.8%).
3.1.2. Clinical features
3.1.2.1. Clinical types
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Plaque psoriasis was the most common type.
3.1.2.2. Distribution of lesions

Features n Frequency (%)
Symmetry 80 62.5%
Scalp involvement 95 74.2%
Nail involvement 60 46.9%
Flexural involvement 4 3.1%

Scalp involvement (74.2%) and symmetry (62.5%) had high
frequencies.



3.1.2.7. The association of PASI and duration of psoriasis

Duration of psoriasis n PASI p
< 5 years 52 9.18+7.29 p <0.05
> 5 years 48 12.92 +7.27

PASI was significantly associated with duration of psoriasis.
3.2. Dyslipideamia in patients of psoriasis
3.2.1. Baseline characteristics of two groups

Psoriasis Control
Characteristics group group p
(n=128) (n=128)
Age (mean + SD) 419+ 147 433+126 p=043
Sex:
+ Male 64 (50%) 64 (50%) p=1
+ Female 64 (50%) 64 (50%)
BMI (mean + SD) 21.9+3.1 21.9+3.2 p=0.93
Physical activity:
+ Not regularly 99 (77.3%) 93 (72.7%) p=0.16
+ Once a week 8 (6.3%) 17 (13.3%)
+ > Once a week 21 (16.4%) 18 (13.1%)
Smoking:
+ Daily 19 (14.8%) 11 (8.6%) p=0.37
+ Occasional 8 (6.3%) 8 (6.3%)
+ Previous 14 (10.9%) 11 (8.6%)
+ Never 87 (68%) 98 (76.6%)
Alcohol consumption:
+ > 3times/week 2 (1.7%) 0 (0%) p<0.05
+ 2 - 3 times/week 3 (2.3%) 2 (1.7%)
+ 2 -4 times/month 10 (7.8%) 2 (1.7%)
+ Once/month 23 (18%) 34 (26.6%)
+ Never 90 (70.3%) 90 (70.3%)

Demographic data were similar for patients and control subjects
except for alcohol consumption, where patients with psoriasis more
often drunk than control subjects. There was no difference between
patients and control subjects with regard to age, sex, BMI, physical

activity, smoking.
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3.2.2. Serum lipid in psoriasis group
3.2.2.1. Frequency of dyslipideamia

Dyslipideamia n Frequency

General dyslipideamia 69 53.9%
High total cholesterol 32 25%

High TG 32 25%

High LDL-C 19 14.8%
Low HDL-C 28 21.9%
Total cholesterol/HDL-C > 5 26 20.3%
Normal serum lipid 59 46.1%

Frequency of dyslipideamia was 53,9%, in which high total cholesterol
and high TG had the highest frequency (25%).
3.2.2.3. Association of serum lipid and sex

Serum lipid Male (n=64) Female (n=64) p
Total cholesterol 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

There was no difference between male and female subjects with
regard to levels of total cholesterol, TG, and LDL-C. The mean level
of HDL-C in male subjects was significantly lower than in female ones.
3.2.2.4. Association of serum lipid and duration of psoriasis

Serum lipid < 5years (n=64) >5 years (n=64) p
Total cholesterol 5.27+1.10 5.29+1.27 p=0.92
TG 181+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

There was no difference in serum lipid (total cholesterol, TG, HDL-C,
and LDL-C) between subjects with duration of psoriasis < 5 years and
subjects with duration of psoriasis > 5 years.
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3.2.2.5. Association of serum lipid and clinical types

Erythrode
rma

(n=11)

Athritis
(n=28)

Pustulosis
(n=9)

Plaque
(n =100)

Serum
lipid

Total

539+1.12 490+1.40 491+1.16
cholesterol

484+1.50 p=0.27

TG 191+125 1.84+0.89 1.61+0.79 155+0.79 p=0.77

HDL-C 134+042 1.19+0.36 1.11+0.21 1.17+052 p=0.25

LDL-C 3.21+0.94 287+1.06 3.07+1.01 2.96+0.95 p=0.63

There was no difference in serum lipid (total cholesterol, TG, HDL-C,
and LDL-C) between clinical types.
3.2.2.6. Association of serum lipid and BSA

. Mild Moderate Severe
Serum lipid p
(n=29) (n=44) (n=55)
Total 512+1.24 553+1.17 517+114 p=0.22
cholesterol
TG 184+149 200+120 1.76+094 p=0.43
HDL-C 1.29+0.25 1.40+057 1.22+0.31 p=0.054
LDL-C 3.00+£1.03 3.29+0.91 3.13+0.95 p=042

There was no difference in serum lipid (total cholesterol, TG, HDL-C,
and LDL-C) between BSA groups.
3.2.2.7. Association of serum lipid and PASI

. Mild Moderate Severe
Serum lipid
(n =58) (n=30) (n=12)
Total cholesterol 5.33+1.20 556+1.10 520%+0.76 p=0.57
TG 185+1.28 1.83+107 238+150 p=0.37
HDL-C 1.37+£051 1.31+0.28 1.23+0.19 p=0.59
LDL-C 3.18+0.99 341+093 289+0.66 p=0.24

There was no difference in serum lipid (total cholesterol, TG, HDL-C,
and LDL-C) between PASI groups.
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3.2.3. Serum lipid between two groups
3.2.3.1. Frequencies of dyslipideamia between two groups

Psoriasis
- . Control group
Dyslipideamia group -

=128y (7128
High general 69 (53.9%) 28 (21.9%) p<0,001
dyslipideamia
High total cholesterol 32 (25%) 14 (10.9%) p<0,01
High TG 32 (25%) 11 (8.6%) p<0,001
High LDL-C 19 (14.8%) 12 (9.4%) p=0,18
Low HDL-C 28 (21.9%) 5 (3.9%) p < 0,001
Total cholesterol/HDL-C >5 26 (20.3%) 8 (6.3%) p<0,01

Frequencies of high general dyslipideamia, high total cholesterol,
high TG, low HDL-C and total cholesterol/HDL-C > 5 in psoriasis
group were significantly higher than in control group.

3.2.3.1. Levels of serum lipid between two groups

. Psoriasis Control
Serum lipid
group group
Total cholesterol 528+1.18 505+1.08 p=0.11
Triglyceride 1.86+1.17 143+£0.79 p<0.001
HDL-C 1.30+0.41 144+080 p=0.08
LDL-C 3.16 £0.95 3.03£0.89 p=0.27
Total 424 +£091 392+150 p<0.05
cholesterol/HDL
Level of TG and total cholesterol/HDL in psoriasis group were

significantly higher than in control group.
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3.3. The adding effect of simvastatin
3.3.1. Baseline characteristics between two groups

. Group 1 Group 2
Characteristics (n =30) (n = 30) p
Age 36.00+£10.03 39.10+1455 p=0.34
Duration of psoriasis 69.77 £65.32 67.60+65.23 p=0.89

(months)

Sex:

+ Male 17 (56.7%) 17 (56.7%) p=1
+ Female 13 (43.3%) 13 (43.3%)

Level of serum lipid:

+ Total cholesterol 545+1.21 5.09+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%) p=0.78
+ IGA=3 20 (66.7%) 21 (70%)

BSA 15.24 £ 8.25 15.12+856 p=0.96
PASI 1280+587 11.86+5.13 p=0.51

There was no difference between two groups with regard to age, age
of onset, duration of psoriasis, sex, IGA, BSA, PASI, and levels of

serum lipid.

3.3.2. PASI response

3.3.2.1.PASI-75
Time Group1(n=30) Group?2(n=30) p
W4 3 (10%) 1 (3.3%) p=0.61
W8 21 (70%) 12 (40%) p <0.05

After 4 weeks of treatment, there was no difference in the frequencies of
PASI-75 between two groups; after 8 weeks of treatment, the frequency
of PASI-75 in group 1 was significantly higher than in group 2.
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3.3.2.2. PASI improvement

Group 1
Time  Verygood  Good Fair Moderate Poor
W4 0 (0%) 3(10%) 4(13.3%) 12(40%) 11 (36.7%)
W8 3(10%) 18(60%) 3(10%) 6 (20%) 0 (0%)
Group 2
Time Verygood Good Fair Moderate Poor

W4 000%) 1(33%) 3(10%) 8(26.7%) 18 (60%)
W8 1(3.3%) 11(36.7%) 1(3.3%) 11(36.7%) 6 (20%)
After 8 weeks of treatment, the frequencies of “very good”, “good”,

“fair”” improvement in group 1 were higher than in group 2.
3.3.2.3. PASI changes with treatment

Group 1
Time PASI p
Baseline 12.80 + 5.87
W4 8.58 + 5.62 p<0.01
W8 4,17 £3.81 p <0.001

In group 1, PASI at W4 and W8 were significantly decreased
compared to PASI at baseline.

Group 2
Time PASI p
Baseline 11.86 £5.13
W4 9.34 £5.01 p=0.21
W8 6.52 £4.89 p <0.001

In group 2, only PASI at W8 was significantly decreased compared
to PASI at baseline.

3.33.1GA
Rate of IGA 0/1 between two groups
Time Group 1 (n=30) Group 2 (n = 30) p
W4 2 (6.7%) 1 (3.3%)
W8 17 (56.7%) 9 (30%) p <0.05

After 8 weeks of treatment, the frequency of IGA 0/1 in group 1 was
significantly higher than in group 2.
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3.3.4. Serum lipid with treatment

Group 1
Serum lipid Baseline W4 W8 P
chc;lig;?;rol 545+ 1.2l 4(.)2-5?21 461-;;; SZZ : 8881
Triglyceride  2.07 £ 2.00 15’8241 1(')2_25 EZ: - 88;
LDL-C 3.18+0.70 26%01 262.$0i SZZ : 8:881

The levels of total cholesterol, LDL-C at W4 and W8 were
significantly decreased compared to those at baseline. The level of
triglyceride at W8 decreased significantly compared to that at
baseline.

Group 2
Serum lipid Baseline W4 W8 p
choleserol | 509102 g0k 7k EZ: ; 8%
Triglyceride ~ 1.75 + 1.12 1'19_3?f 1ff51 EZ: _ 8;2
HDL-C 120027  LEE LS EZ: : ggé
LDL-C 3.10 +0.82 36935 362;5 EZ: _ 82;

There was no difference in serum lipid (total cholesterol, TG, HDL-C,
and LDL-C) between before and after treatment.
3.3.6. Side effects of simvastatin va Daivobet®

Side effects Group 1 (n=30) Group 2 (n = 30)
Mild elevation in 2 (6.7%) 1(3.3%)
SGOT, SGPT

Irritation 2 (6.7%) 2 (6.7%)

Side effects of both two groups were not remarkable
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CHAPTER 4
DISCUSSION

4.1. Related factors and clinical features of psoriasis
4.1.1. Related factors

Mean age of 128 patients with psoriasis was 41.9 + 14.7, in which
subjects from 31 to 40 years old had the highest rate (28.1%). This result
was the same to those of Truong Le Anh Tuan or Akhyani M but lower
than that in Truong Thi Mong Thuong’s study. In general, mean age of
patients with psoriasis is around 40, main age of social labour force.

Male and female had the same rate (50%), similar to Akhyani M’s
but different from Truong Le Anh Tuan and Truong Thi Mong
Thuong’s study. Our result represents for sex ratio in psoriasis.
According to Fitzpatrick, the sex ratio is 1:1.

Physical activity by doing exercise regularly about 30 minutes
daily helps to maintain healthy and is beneficial for patients with
chronic diseases in general and psoriasis in particular. Our study
showed that subjects with irregular physical activity had the highest
rate (77.3%), similar to Truong Thi Mong Thuong’s study (63.5%).
Meanwhile subjects with regular physical activity (> once a week)
just had the rate of 16.4%, lower than that of “doing exercise”
patients in Truong Le Anh Tuan’s study (25%). It is important for
patients with psoriasis to know the role of physical activity.

The mean duration of psoriasis was 7.7 years, from 2 months to
50 years with large variation between patients. The mean age of onset
was 34.2, similar to that in Vo Quang Dinh’s (34.5), Truong Thi
Mong Thuong’s (34.87) va Truong Le Anh Tuan (35.8). Psoriasis can
first appear at any age; however, a bimodal distribution of the age of
onset is characteristic with a peak at 20-30 and a peak at 50 - 60
years old.

Regarding to family history of psoriasis, our study showed that
3.1% of patients had father with psoriasis, 1.6% had mother with
psoriasis, and 6.3% had siblings with psoriasis. Totally, 10.9% of
patients had family history of psoriasis, lower than in Truong Thi
Mong Thuong’s study (14%). Family history varies from 35 to 90%
in patients with psoriasis.

Emotional stress has been shown to trigger or exacerbate
psoriasis. Retrospective data have demonstrated that patients with
psoriasis report more frequent traumatic experiences from early
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childhood to adulthood. Emerging evidence shows that abnormal
neuroendocrine responses to stress may contribute to the
pathogenesis of chronic autoimmune diseases, including psoriasis. In
our study, 43.8% patients described stress as being a key
“exacerbator” or trigger of their disease.

There were 23.4% of patients with Koebner phenomenon. This
number might be higher if it had been included with patients who could
not recognize the phenomenon. According to literature, in about 30% of
patients, lesions are reported to have appeared at a site of skin.

Before treatment, it is necessary to take history of previous
treatments and response to each used medicines. In our study,
patients had used many kinds of medicines, from topical to systemic
ones, whereas only 3.9% of patients had no previous treatment. This
result reflected on the diversity of treatments that patients had used.
Topical products were calcipotriol, corticosteroids, salicyclic acid...,
in which calcipotriol and corticosteroids combination was most
commonly used with 44.5%. According to majority of authors,
topical calcipotriol and corticosteroids are the first choices for
treatment of mild to moderate psoriasis. In reality, dermatologists
prefer combined products in order to maximize the efficacy and
minimize the side effects.

4.1.2. Clinical features

Our study included all clinical types of psoriasis, in which plaque
psoriasis was the most common (78.1%) and others were psoriatic
erythroderma (8.6%), pustulosis psoriasis (7%), psoriasis athritis
(6.3%). Plaque psoriasis is also the most common in Truong Thi
Mong Thuong’s and Truong Le Anh Tuan’s study.

Stable plaque psoriasis becomes extended or psoriatic
erythroderma because of some triggering factors such as infection,
stress, drugs...In many cases, it is impossiple to identify the risk
factors of psoriatic erythroderma. Our study showed that the rate of
psoriatic erythroderma was not high (8.6%), however patients with
this clinical type need hospitalized to have intensive care and
treatment.

Pustulosis psoriasis is classified into localized and generalized
forms. In our study, pustulosis psoriasis rate was 7% (localized form:
5,5%; generalized forms: 1.5%), lower than in literature (20% of
psoriasis cases).

Psoriasis athritis frequency was 6.3%, in which majority of cases
was mild, non deformed, and few joints damaged. According to
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literature, the frequency of psoriasis athritis varies from 5 to 30%.

We accessed the distribution and special sites of lesions (scalp,
nail, and flexural sites). Psoriasis tends to be symmetrical and this
feature is useful for definitive diagnosis. However, one side lesion
may also occur. In our study, the rate of patients with symmetrical
lesions was 62.5%. Symmetry occurs in cases with moderate to
severe or extended psoriasis.

Scalp, nail, and flexural sites are considered special sites of
psoriasis  lesions  because they remarkably affect on
patients’appearance and are more difficult to treat. Our study showed
that 74.2% of patients had scalp involvement, similar to an
epidemiological survey carried out in the Netherlands with 79% of all
patients. The scalp is one of the most common sites at the onset and
throughout the course of psoriasis.

In our study, there were 46.9% of patients with nail involvement. The
clinical manifestations ranged from minimal, for example, in the form of
simple pitting, to extensive changes involving virtually the entire nail
units with destruction and interference with normal functiong. The
frequency of nail psoriasis varies between 10% and 55%. In patients
with psoriatic arthritis, a frequency of about 85% is found.

Our study showed that there were 3.1% of patients having
intertriginous involvement in the armpits, groin, under the breasts...
In literature, involvement of intertriginous areas is only estimated at
2% to 6% of patients with psoriasis. In view of the clinical
presentations, intertriginous psoriasis appears as smooth, mostly very
inflamed skin areas, typically with less or no scaling than seen in
scalp or plaque psoriasis on the body.

Plaque psoriasis has the highest frequency and is studied the most
in pathogenesis, treatment, and measures of severity. Among our 100
patients with plaque psoriasis, mean PASI was 10.97, in which the
mild cases had the most frequency (58%). This frequency is
approximate to that of Truong Le Anh Tuan’s study (65%), but
different from that of Truong Thi Mong Thuong’s study. According
to Truong Thi Mong Thuong, the majority of patients with psoriasis
is severe (40.3%).

Regarding to association between PASI and some factors, our
study showed that PASI was not associated with sex and BMI, but
duration of psoriasis. PASI in patients with duration of psoriasis > 5
years was significantly higher than those with duration of psoriasis <
5 years.
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4.2. Dyslipidaemia in patients with psoriasis
4.2.1. Serum lipid in patient group

Our study determined the frequency of general dyslipidaemia was
53.9%, in which high total cholesterol and high triglyceride were the
commonest (both 25%). Low HDL-C, cholesterol/HDLc > 5, and
high LDL-C were 21.9%, 20.3%, 14.8%, respectively.

Dyslipidaemia in patients with psoriasis varies from 6.4% to
50.9%. In a large sample population-based study, the frequency of
dyslipidaemia in patients with psoriasis was 56.9%, significantly
higher than that of control cases (47.3%). In another cross-sectional
study in 120 Pakistan patients with psoriasis, the frequency of
dyslipidaemia was 55.8%. These two studies had approximate results
with our study. However, a study in 70 Boshia & Herzegovina
patients had higher frequency of dyslipidaemia (62.9%). In general,
the comparision of dyslipidaemia frequency among different studies
is relative because the criteria of dyslipidaemia are not the same.

We evaluated the relation between serum lipid levels and some
factors such as sex, duration of psoriasis, clinical types, BSA, and
PASI.

Regarding to sex, HDL-C level in male was significantly lower
than in female patients, whereas the rest lipid levels were not
different. In general population, HDL-C level in female is usually
higher than in male at every age.

We devided patients into 2 groups: (1) duration of psoriasis < 5
years (64 cases), and (2) duration of psoriasis > 5 years (64 cases).
Serum lipid levels in group 1 seemed “better” than group 2 but the
differences were not significant. In other words, serum lipid levels in
patients with psoriasis were not related to duration of psoriasis. This
result could also be seen in Mallbris’s study in 200 patients with
newly diagnosed psoriasis compared to 285 age and gender-matched
controls. The patient group had higher total cholesterol and serum
LDL levels, and lower HDL levels corresponding to the control
group. It meant that duration of psoriasis had no role in changes of
serum lipid levels. Similarly, Taheri Sarvtin et al also found no
relation between serum lipid levels and duration of psoriasis.

Regarding to clinical types, there was no difference in serum lipid
levels among plaque psoriasis, psoriatic erythroderma, pustulosis
psoriasis, and psoriasis arthritis cases. Beside plaque psoriasis with
the highest frequency, number cases of other types were few. This
result reflected exactly on the real frequencies of clinical types but
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number of psoriatic erythroderma, pustulosis psoriasis, and psoriasis
arthritis cases were not large enough to determine the difference in in
serum lipid levels.

Regarding to the severity, we found no relation between serum
lipid levels and BSA and PASI. Mallbris et al had the same findings.
Meanwhile, Javidi et al showed that total cholesterol level was
significantly related to psoriasis severity but LDL-C, TG and HDL-C
were not.

Therefore, our study showed no relation between serum lipid
levels and sex, duration of psoriasis, clinical types, BSA, and PASI.
4.2.2. Comparision of serum lipid levels between two groups

We compared the frequencies of dyslipidaemia as well as serum
lipid levels between two groups. The study showed that the
frequencies of general dyslipidaemia, high total cholesterol, high TG,
low HDL-C and total cholesterol/HDL-C > 5 were significantly
higher in patients with psoriasis.

Regarding to serum lipid levels, TG level and total
cholesterol/HDL-C rate were significantly higher in patients with
psoriasis.

In literature, there are numerous reseaches on serum lipid levels in
patients with psoriasis compared to controls but they present quite
different results. In Vietnam, Truong Le Anh Tuan’s study in 100
patients with psoriasis showed that the frequency of metabolism
syndrome was 38%. However, there was no difference in serum lipid
levels between psoriasis patients and controls. Although this study
was also conducted in HCMC Hospital of Dermato-Venereology, the
results were quite different from those of our study. It may be
explained by the difference in study design, inclusion criteria, subject
characteristics.

In general, recent data in 2014 - 2015 as well as previous reports
long time ago have showed strong association between psoriasis and
abnormalities of fatty acid metabolism.

Why do patients with psoriasis have dyslipideamia? Several
mechanisms for dyslipideamia in psoriasis have been suggested
including chronic inflammatory state, local and systemic metabolism,
genetic factors, unhealthy lifestyle, and uses of psoriasis treatment
medications...

Other comorbid factors that increase the risk of abnormal lipid
metabolism may be found in patients with ?soriaisis. These include a
higher body mass index (> 30 kg/m?), a family history of
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dyslipideamia, a sedentary life style, a high fat diet, and taking
retinoids or cyclosporine to treat the disease. Antipsoriatic
medications can be also responsible for lipid profile disturbances in
psoriatic patients because of their action on the circulating lipids.
Recently it has been shown that infliximab, which is used to treat
patients with psoriatic arthritis, can also increase triglyceride levels in
psoriatic patients.

In our study, several appropriate factors explained partly for
abnormality of lipid metabolism: a sedentary life style (77.3% of
patients had “not regularly physical activity”), alcohol consumption
(significantly higher than controls)...Meanwhile, not many patients
took medications inducing lipidaemia (3,9% of patients used
soriatane).

In summary, our study showed that frequency of dyslipidaemia in
psoriasis group was higher than control one but there is no
association between serum lipd levels and factors such as duration of
psoriasis, sex, clinical types, BSA, and PASI. With emerging
evidence, we recommend all patients with psoriasis be screened for
dyslipideamia regardless of duration of psoriasis, sex, clinical types
as well as severity.

4.3. The adding effect of simvastatin
4.3.1. Clinical effect

In the present study, oral simvastatin plus
calcipotriol/betamethasone dipropionate ointment (Group 1) and
calcipotriol/betamethasone dipropionate ointment (Group 2) were
both effective in the treatment of plaque type psoriasis but the former
treatment worked faster and was more effective than the latter.

After 8 weeks of treatment, clinical indexes including PASI-75
and IGA 0/1 in both groups were significantly different from those at
baseline.

Furthermore, PASI improvement in Group 1 was better than in
Group 2. After 8 weeks of treatment, frequencies of “Very good”,
“Good”, “Fair” were 10%, 60%, 10% in Group 1 compared to 3.3%,
36.7%, 3,3% in Group 2, respectively.

In Group 1, the mean PASI score after 4 weeks of treatment was
significantly different from the mean baseline PASI score. This
findings was not seen in Group 2.

Simvastatin enhanced the therapeutic effect of the topical product
with no side effects detected. The efficacy was showed after 4 weeks
of treatment.
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The beneficial effects of cholesterol lowering therapy on psoriasis
depend on a variety of mechanisms. These include down-regulation
of LFA-1, inhibition of leukocyte endothelial adhesion, extravasation
and natural Killer cell activity, inhibition of pro-inflammatory
cytokines such as TNF-a, IL-1 and IL-6, lowering of CRP, promotion
of a Thl to Th2 cells and inhibition of Thl cytokine receptors on T
cells. It seems that the above-mentioned mechanisms are responsible
for the limited activation of lymphocytes and consequently impaired
infiltration into the inflammation sites.

In our study, the treatment s were chosen because they have
proven effective and familiar with physicians in routine clinical
practice. Both topical corticosteroids and calcipotriol have been
approved by FDA (USA) and are the first lines for the treatment of
plaque type psoriasis. An important advantage of the vitamin D
analogues is their potential to function in a corticosteroid-sparing
fashion. This observation has led to the development of a single-
agent combination product for the treatment of patients with
psoriasis. In a lot of short-term and long-term clinical trials, this
combination product has showed effective and safe in the treatment
of mild to severe psoriasis. In clinical practice, dermatologists prefer
this combination product to monotherapy (either corticosteroids or
calcipotriol). Simvastatin has the moderate anti-inflammatory activity
among statins (cerivastatin > atorvastatin > simvastatin > pravastatin
> |ovastatin > fluvastatin). It has low cost, and is commonly used,
familiar with physicians.

The majority of literature data support our findings that statins in
general and simvastatin in particular are effective and safe in the
treatment of plagque psoriasis.

4.3.2. The effect of simvastatin in lowering lipidaemia

In Group 1, at the 4™ week, total cholesterol and LDL-C were
significantly decreased, meanwhile TG and HDL-C were not
significantly changed. At the 8" week, total cholesterol, LDL-C, and
TG were significantly decreased, meanwhile HDL-C was midly but
not significantly increased.

In Group 2, all kinds of lipidaemia were not significantly changed
during treatment but they had trend to get “worse” in which total
cholesterol, TG, and LDL-C were increased and HDL-C was
decreased.

These findings showed the effect of simvastatin in lowering
lipidaemia. Total cholesterol and LDL-C were decreased after 4 weeks
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of treatment with simvastatin, meanwhile TG was more slowly
decreased at the 8" week. The effect of 400 mg daily simvastatin in our
study was in accordance with literature in which LDL-C was decreased
41%, TG was decreased 10 - 20% and DL-C was increased 6 - 8%.

As we know, LDL-C is a “bad” cholesterol, contributing to cause
atherosclerosis, and decrease of LDL-C helps to reduce the risk of
atherosclerotic cardiovascular disease (ASCVD). According to the latest
ACC/AHA guideline on the treatment of blood cholesterol, 4 groups
meeting criteria for treatment with statins to reduce LDL-C levels are (1)
Individuals with clinical ASCVD; (2) Individuals with primary
elevations of LDL-C >190 mg/dL; (3) Individuals with diabetes
mellitus, aged 40-75 y, with LDL-C 70-189 mg/dL; and (4)
Individuals without ASCVD or diabetes mellitus, with LDL-C 70-
189 mg/dL, and estimated 10-y ASCVD risk of >7.5%. Compared
with ATP I - 111, the guidelines do not have LDL-C targets for therapies,
and the level of LDL-C is important—*-“lower is better”. Therefore, the
use of simvastatin in patients with psoriasis is reasonable to decrease
LDL-C and to reduce the risk of ASCVD.

4.3.3. Side effects

The side effects in both groups were not remarkable. 6.7% and
3.3% had mild liver enzyme elevation in Group 1 and Group 2,
respectively.Stinging occurred in 6.7% in both groups. These side
effects did not interfere with treatment outcomes.

In summary, the study showed that simvastatin plus
calcipotriol/betamethasone  dipropionate combination was an
effective and safe option in the treatment of psoriasis vulgaris. It not
only improved clinical condition, but also decreased blood
cholesterol (especially LDL-C), preventing ASCVD in the future.

CONCLUSIONS

1. Related factors and clinical features of psoriasis

1.1. Related factors: mean age of onset was 34.2. There were10.9%
of patients having family history of psoriasis. Emotional stress
was the most common triggering factor (43.8%).

1.2. Clinical features: plaque psoriasis was the most common type
(78.1%); other types were erythroderma (8,6%), pustular
psoriasis (7%), psoriasis athrititis (6.3%). Distribution of lesions:
symmetry (62.5%), scalp involvement (74.2%), nail involvement
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(46.9%), flexural involvement (3.1%). PASI was significantly
associated with duration of psoriasis.
Dyslipidaemia in patients with psoriasis
Frequency of dyslipideamia was 53.9%, in which high total
cholesterol was 25%, high TG was 25%, high LDL-C was 14.8%,
low HDL-C was 21.9% and cholesterol TP/HDLc > 5 was 20.3%.
Frequencies of high general dyslipideamia, high total cholesterol,
high TG, low HDL-C and total cholesterol/HDL-C > 5 in
psoriasis group were significantly higher than in control group.
Level of TG and total cholesterol/HDL in psoriasis group were
significantly higher than in control group.
There were no association between serum lipid levels and sex (except
HDL-C), duration of psoriasis, clinical types, BSA, and PASI.
The adding effect of simvastatin

. Clinical effects:

Simvastatin had the adding effect in the treatment of psoriasis
vulgaris: 70% of patients had PASI-75; 10% of patients with
“Excellent” PASI improvement, 60% of pateints with “Good”
PASI improvement, 10% of pateints with “Fair” PASI
improvement; va 56,7% of pateints with IGA 0/1.

PASI score reduction was more significant in patients who
received simvastatin than controls

. The effect of lowering lipidaemia: simvastatin lowered total
cholesterol and LDL-C after 4 weeks of treatment and lowered
TG after 8 weeks of treatment.

. No marked side effect.

RECOMMENDATIONS

It is necessary to do early screening of dyslipidaemia in patients
with psoriasis regardless of duration of psoriasis, sex, clinical
types as well as severity.

Simvastatin should be considered an option in the treatment of
plaque psoriasis, especially in patients with dyslipidaemia.

. There should be further studies on clinical features and related

factors, comorbidities, especially cardiovascular diseases in
Vietnamese patients with psoriasis.



