NGHIEN CUU LAM SANG

Mot s6 yéu té nguy co tim mach
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TOM TAT

Dit van dé: Ti vong do tim mach la mdt trong
nhiing nguyén nhéin t& vong hang dau ctia bénh
nhan lupus ban d6 h¢ théng(SLE). O bénh nhan
lupus ngoai yéu t6 nguy co tim mach truyén théng
con cd cic yéu té lién quan dén bénh.

Muc tiéu: Xic dinh mic d6 phd bién cua cic
yéu t6 nguy co tim mach va tim méi lién quan gitra
mot s6 yéu té nguy co tim mach véi muic do hoat
dong caa bénh SLE.

Phuong phap: Nghién ctiu 117 bénh nhén diéu
tri néi tra tai Trung tam Di tng — Mién dich LAm
sang - Bénh vién Bach Mai, phuong phip mo ta cit
ngang.

Két qua: 82,7% bénh nhin la nt; tudi trung binh:
37,5+12,7;tyl¢ THA: 44,4 %; DTD: 8,6%; RLMM:
93,2%; Hat thudc: 9,4%; BMI: 19,2+ 2,5kg/m?; thoi
gian micbénh: 4,8 + 3,5nim; Diém SLEDAI:11,6 +
3,1;hs-CRP: 23,2 £49,8mg/I trong d6 CRP >2mg/]
chiém 63,3%; Fibrinogen 4,0 + 1,7 g/1; Protein niéu
24h: 2,0 £ 2,6 g/1; 100% duing corticoid véi liéu
corticoid trung binh: 10,4 + 5,8mg/ngay; 85,5% st
dung Hydroxychloroquine; ty 1é giam C3, C4: 65%,
46,2%; albumin mau gidm chiém 79,4%; ty 1é thiéu
méu:76,1%. Cé tuong quan thuén gitia ting huyét
&p va thoi gian méic bénh (p=0,016, r= 0,22) Tuong

quan gitia réi loan lipid mau va mic dé hoat dong
bénh (p=0,015; r=0,45). Tuong quan thuin gita
cholesterol toan phan (p=0.03, r=0,41), triglycerid
(p=0,03, r=0,49); LDL-C (p=0,05, r=0,36), tucng
quan nghich: HDL-C (p=0,04;r= -0,39 véi muc do
hoat dong bénh. Tuong quan thuin gita néng do
hs-CRP (p=0,017; r=0,22), fibrinogen (p=0,04S;
r=0,43) va protein niéu (p=0,01; r=0,23) v6i muc
do hoat dong bénh. Tuong quan thudn gitia protein
niéu véi liéu corticoid (p=0,04, r=0,15).

Két ludn: Bénh nhin SLE c6 ty 1¢ mic nguy
co tim mach cao, dic biét cic yéu t6 lién quan dén
bénh vi vy diéu tri phong dot hoat dong ctia bénh
cting gop phan phong bénh tim mach.

Tit khoa: Yéu t6 nguy co tim mach, lupus ban
do hé thong, miic 6 hoat dong bénh.

BAT VAN DE

Lupus ban d6 hé théng (systenic lupus
erythematosus: SLE) 14 mot trong nhiing bénh
t6 chic lién két hay gip nhit, trong d6 tu khing
thé tdn cong cic té bao va mo lién két gy viém va
huy hoai. Bénh thuong gip 6 nt gidi do tudi sinh
dé. Biéu hién l4m sang phong phu giy ton thuong
nhiéu co quan nhu: da, khép, hach bach huyét, gan,

tim, phdi, than... Tt vong do tim mach la mét trong
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nhiing nguyén nhén ti vong hang ddu caa bénh
nhén SLE [1]. Biéu hién tim mach trong SLE bao
gom: bénh ly van tim va mang tim,réi loan chic
nang co tim, ting 4p dong mach phdi va thuyén tic
phdi, ting huyét ap va hep dong mach vanh. Huyét
khoi tinh mach tryc tiép gap 6 10% bénh nhan,
bénh Iy tim mach c¢6 mit & 50% bénh nhian SLE
dac biét ¢ nt, nguy co tim mach téng thé ting lén
hon hai l4n 6 nhém SLE & moi Ita tudi [2]. G bénh
nhan lupus ngoai yéu t6 nguy co tim mach truyén
thong con cd cacyéu t6 lién quan dén bénh. Tt thuc
té trén ching t6i tién hanh nghién ciu: “Mot s6 yéu
t6 nguy co tim mach & bénh nhén lupus ban d6 hé
théng” véi hai muc tiéu:

1. Xéc dinh mic d¢ phd bién cua cic yéu to
nguy co tim mach.

2. Tim méilién quan gitta mét s6 yéu t6 nguy co

tim mach va mitc d¢ hoat dong ctia bénh SLE.

DOI TUONG VA PHUONG PHAP NGHIEN CUU

D3i tugng nghién chu: Nghién ctiu 117 bénh
nhan diéu tri ndi tra tai Trung tim Dj tng — Mién
dich Lam sang - Bénh vién Bach Mai, tif thang 8/
2018 dén théng 7/ 2019.

Tiéu chudn chon bénh nhdn: Bénh nhan dugc
chidn dodn lupus ban do6 hé théng theo tiéu chuén
ctia SLICC 2012 (Systemic Lupus International
Collaborating Clinics). Bénh nhan trong d¢ tudi >
18 tudi va dugc lam du cic xét nghiém gitap chdn
doan bénh va mic 46 hoat dong ctia bénh

Tiéu chdn logi tri: Bénh nhin mang thai, c6
bénh Iy tm than khong khai thac dugc bénh khong
déng y tham gia nghién ctiu.

Bdng 1.Cdc yéu td nguy co tim mach

Phuong phéap nghién ciu: Nghién ciiu mé ta
cat ngang, tién cu.

Phuong phdp thu thdp so liéu

*Budc 1: Thu thép s6 liéu

Céc bénh nhé4n tham gia nghién ctu dugc hoi
bénh, khai thic tién st, khdm lam sang theo mau
bénh 4n théng nhdt, lam cic xét nghiém can thiét
tai khoa Sinh héa, Huyét hoc, Bénh vién Bach Mai,
Siéu 4m tim tai Vién Tim mach Viét Nam

*Budc 2:Pdnh gid cac két qua thu dugc

Céc yéu t6 nguy co: Tudi, man kinh, hut
thudc, béo phi, ting huyét dp, dai thio dudng, réi
loan chuyén héa lipid, nong d6 CRPhs, nong do
fibrinogen, nong d6 bé thé, cic yéu té lién quan dén
tri liéu: liéu corticoid, thudc chéng sét rét tdng hop.

Miic d¢ hoat dong bénh: Pugc danh gid theo
chi s6 SLEDAL Xét mdi lién quan gitta cic yéu t6
nguy co va muc d¢ hoat dong ctia bénh.

Tiéu chudn chdn dodn:

Ting huyét é&p (THA): Huyét 4p tAm thu
>140mmHg va (hoic) huyét ép tdm truong >90
mmHg Dii théo dudng(DTD): Tiéu chuin Hoéi
Dii thdo dudng Hoa Ky (2010), r8i loan chuyén
héa lipid méu (RLLM) theo NCEP - ATP I1I )

Mot s6 YINC lién quan dén bénh SLE: hs-
CRP > 2mg/1, fibrinogen > 4 g/1, albumin < 35 g/],
protein niéu > 0,5g/24h, C3< 0,9¢/1, C4< 0,1g/1.

X ly thong ké s liéu nghién ciu: Bing phan
mém STATA 14.0. Gid tri P < 0,05 dugc coilacdy
nghia thong ké.

KET QUA

Yéu té nguy co Gid tri X + SD (Min; Max) hoiacn (%)
Truyén thong
Tuéi (nam) 375+12,7(18-71)

112 |TAP CHI TIM MACH HOC VIET NAM - SO 90.2019



NGHIEN CUU LAM SANG

Gidinii (%) 102 (87,2%)
THA (%) 52 (444 %)
DTD (%) 10 (8,6%)
RLLM (%) 109(93,2%)
Hut thudcla (%) 11(9,4%)
Thuia cin- béo phi 9(7,7%)
BMI (kg/m?) 192+2,5(14,8-28,5)
Phi truyén thong
Théi gian mic bénh (nim) 48+35(1-18)
Diém SLEDAI 11,6+3,1(7-24)
CRP-hs (mg/1) 23,2498 (0-320)
Fibrinogen (g/1) 4,0+1,7(1,2-74)
Creatinin (pmol/1) 100,7 £ 110,6 (30-744)
Protein ni¢u 24h (g/1) 2,0+2,6(0-9)
Thudc corticoid (mg/ngay) 104+5,8 (4—40)
Thuée Hydroxychloroquine(%) 100(85,5%)
C3 giam 76 (65%)
C4 giam 48(46,2%)
Albumin huyét thanh (g/ 1) 30,1+63(18-42)
Ty ¢ thiéu méau % (Hb <90g/1/) 89(76,1%)
Bdng 2 M6i tuong quan giita cdc YTNC vdi thoi gian bi bénh
Thoi gian bibénh < Snam | Thei gian bi bénh > 5 nam
CacYTNC (n=81) (n=36) r P
n (%) n (%)
THA 30(37) 22(61,1) 0,2236 00154
Hut thudcla 8(99) 3(83) 0,0244 0,7940
RL mé& méu 76(93,8) 33(91,7) 0,0395 0,6724
bTb 7(8,6) 3(83) -0,0051 0,9565
Thiia can-béo phi 5(62) 4(11,1) 0,0855 0,3592
hs-CRP 52(64.2) 22(61,1) -0,1620 0,0810
Fibrinogen 14 (50) 3(429) 0,0572 0,7443
Thiéu mau 62(75,3) 27(75) 0,0167 0,8582
Protein niéu 53(654) 24(66,7) 0,012 0,8977
Albumin mau 49 (76,6) 28(859) 0,0970 0,3444
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Bdng 3. M6i tuong quan giita cdc YTNC vdi mitc 4o HD bénh

Sledai 3-12 (n=51) Sledai >12 (n=46)
CacYTNC r P
n (%) n (%)
THA 31(484) 21(39,6) 0,0883 0,3438
Hut thudcla 8(12,5) 3(57) 0,1167 02104
RL m&mau 61(953) 48(90,6) 04471 0,0154
Cholesterol 23(359) 21(39,6) 0,4149 0,0307
Triglicerid 48 (750) 41(774) 04859 0,0285
LDL-C 26 (40,6) 25(47.2) 0,3629 0,0496
HDL-C 23(359) 23(434) -0,3850 0,0386
DTDb 9(14,1) 1(1,9) -0,2168 0,0189
Thiia can-béo phi 5(7,8) 4(7,6) -0,0050 09577
hs-CRP 36(563) 38(71,7) 0,2207 0,0168
Fibrinogen 11(47,.8) 6(50,0) 0,4283 0,0452
Thiéu mau 53(82,8) 36(67,9) 0,1737 0,0611
Protein niéu 40 (62,5) 37(698) 0,2332 0,0114
Albumin mau 40 (784) 37(804) 0,0247 0,8100
Bdng 4. M6i tuong quan giiia cdc YTNC véi liéu diing corticoid
Yeut6 nguy co <4mg 4-16mg >16mg . b
n (%) n (%) n (%)
THA 9(474) 29 (43,9) 14 (43,8) 0,0206 0,8259
Hut thudcla 2(10,5) 5(7,6) 4(12,5) -0,0350 0,7079
RL mémau 18 (94,7) 60(909) 31(969) 0,0463 0,6205
bTD 3(15,8) 5(7,6) 2(63) -0,0992 0,2874
Thia can-béo phi 2(10,5) 6(9,1) 1(31) -0,0986 0,2904
hs- CRP 11(57,9) 42 (65,2) 20(62,5) 0,0212 0,8206
Fibrinogen 2(40,0) 9(50,0) 6(50,0) -0,0514 0,7694
Thiéu méu 17(89,5) 51(77,3) 21(65,6) 0,1813 0,0505
Protein niéu 11(579) 41(62,1) 25(78,1) 0,1507 0,0428
Albumin méu 11(68,3) 45(81,8) 21(80,8) 0,0808 04312
BAN LU[\N c6 mot mai quan hé chit ché gitta béo phi va bénh

Céc yéu t6 nguy co (YINC) tim mach thudng
gap 6 bénh nhan SLE:

Béo phi: BMI trung binh & cic bénh nhan
nghién ctiu (NC) la: 19,2+ 2,5 kg/ m?, tuong tu
ctia B4 Thuy Van: 20,34 + 1,43 [3] thdp hon cua:
Sacre K: 23,5+ 5,6 ; Chung C P: 26,6. Theo Sacre K

tim mach (TM). Ngoai BMI chu vi vong bung lién
quan dén bénh TM Bénh nhén SLE c6 tip trung
mg& vung bung, r6i loan lipid va dé khéng insulin,
nguy co mach vanh tang khi chu vi vong bung ting
ngay ci khi can niang binh thudng. Trong nghién
ctiu caa ching t6i 15(12,8%) bénh nhéan cé ting
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chu vi vong eo (>80 & ni¥). Theo Siricheepchaiyan
vong eo 16n hon 90 & nam va 80 & nit la nhiing yéu
t6 nguy co doc lap déi v6i bénh Iy TM trén nhém
bénh nhan nay [4].

Tang huyét 4p (THA) trong NC 14 44,4%. Két
qua cing tuong ty ctia Ballocca F trén 17187 bénh
nhin SLE c¢6 42,6% c6 THA [5]. Theo Ryan M.J va
Gilbert E.L: THA 1a yéu t6 chinh cho sy phit trién
ctia bénh than, mach méu va tim. Ty 1¢ THA & phu
nt SLE thudng 1a 16n hon hoic gan 40%, c6 mot s6
NC cao hon: Ién t6i 74%, 16n hon rat nhiéu so véi
phu nit khée manh cting nhém tuéi (8-10).

Dai thio dudng (DTD) trong NC 14 8,6 %, cao
hon ctia Bruce LN [6]: 5%; Cecilia.P.Chung: 2,9%;
Magder L.S va Petri M(2012): 3,13%. Theo Jiang
MY, SLE lién quan dén ting nguy co phat trién
DTD. Bénh nhén SLE c6 khang insulin va ting insulin
mdu cao hon so v6i nhom chiing c6 thé do khing
thé khang insulin va viém man tinh. Theo Shaharir
S.S ty 1é mic DTD & bénh nhén SLE dugc diéu tri
bang corticoid 1a 13% va béo phi, ting triglycerid
méu va st dung corticoid > 1 mg/kg/ngay c6 lién
quan dén DTPD do steroid, trong khi thudc chéng
sot rét c6 tac dung bao vé.

Lipid mdu: Trong NC ctia ching t6i ty 1¢ ting
cholesterol méau: 37,6 %, tang triglycerid: 76,1%,
tang LDL-C: 43,6%; cao hon két qua NC cua D6
Thay Van. Ty 1é giam HDL-C: 39,3% thdp hon
két qua ctia D6 Thuy Van (88,8%); Bruce LN
ting cholesterol chiém 33%, giam HDL-C 13%,
cholesterol trung binh 1a 4,69 +1,12mmol/l. Cé
modi tuong quan gita réi loan lipid mdu va mutc
do hoat dong bénh trong nghién ctiu caa ching
t6i: Tuong quan thuén gita cholesterol toan phan
(p=0.03, r=0,41), triglycerid (p=0,03, r=0,49);
LDL-C (p=0,0S, r=0,36), tuong quan nghich:
HDL-C (p=0,04; r=-0,39) véi mtic d¢ hoat dong
bénh. Két qua nay tuong dong véi nghién ctiu cua
b6 Thuy Van. Bruce LN cing cho ring réi loan
lipid mdu xay ra cung véi bénh hoat dong, lién

quan vdi liéu phép steroid, va c6 méi tuong quan
gita liéu steroid va téng mtc cholesterol; diéu
tri bang steroid ciing lam triglycerid cao hon va
LDL-C thép, va tdn s6 Apo B cao hon.

Hut thudc 14 1a nguyén nhan c6 thé phong ngtia
quan trong nhét d6i véi sy phat trién caa bénh
mach vanh & ca nam va na. Ty ¢ huat thudc 14 6 na
ctia chung t6i thdp: 2,95 trong khi 6 nam la 53,3%,
c6 sy khac biét 6 rét gitia nam va nit (p< 0,001).
Ty 1é hat thuée chung ca hai nhém 1a 9,4%, thip
hon ctia Costenbader K.H:14%, Bruce LN: 17%,
Calvo-Alen: 13,6%. Khuyén cdo khong hit thudc
khong chi danh cho nam ma cén cho ca ni.

CRP la yéu t6 dy bdo t6t vé cic bién c6 TM
trong d4n s6 ndi chung, dic biét la két hop véi ting
cholesterol mau. CRP (hs-CRP) ting c6 lién quan
dén cac bién c6 TM, va mitic CRP (hs-CRP) ¢6 lién
quan dén ty 1¢ t& vong do TM & SLE [2]. Trong
nghién ctiu ctia ching t6i nong do CRP-Hs TB la
23,2 49,8 mg/1 trong d6 & nam la SS + 107 mg/1
cao hon ntla 19 + 33mg/1(p<0,05). Ty l¢ hs-CRP >
2mg/1 chiém 63,3%. C6 mdi tuong quan gitta néng
do CRP vamuic do hoat dong ctia bénh (theo chi sé
SLEDALI). He C., Shi W, Ye Z.chi ra: théi gian méc
SLE, chi s6 SLEDAI noéng d6 C3 huyét thanh va
hs-CRP Ia nhing YTNC déi v6i bénh mach vanh
& bénh nhan SLE [7]. Mot NC khic & Han Quéc
ctng chi ra ring CRP 16n hon S0mg/1 cho thdy su
hién dién ctia nhiém tring. Nhu vay CRP hs ngoai
dubdo nguy co TM con dong vai tro trong danh gia
viém va danh gid sy hoat dong ctia bénh.

Hoat dong bénh: Toan b6 117 bénh nhan SLE
trong NC déu dang trong giai doan hoat déng,
trong d6 c6 64 ngudi (54,7%) hoat dong muc
trung binh-nhe. Piém SLEDAI TB trong NC ctia
chung t6ila 11,6 + 3,1. Két qua nay cao hon cia Do
Thuy Van, v6i: 74,5% s6 bénh nhan & muc d6 hoat
dong bénh nhe va trung binh. Bruce LN véi diém
SLEDAI TB 1 5,1 (£ 3,6). Selzer Faith v6i diém
SLEDAITB1a 6,9 £+ 3,7. D6 Thuy Van (2017): C6
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mdi tuong quan dong bién gitia réi loan chuyén
hoa lipid va mic d6 hoat dong bénh. YUAN ]
cang chi ra tuong quan déng bién gita Triglycerid,
Cholesretol véi mitic d6 hoat dong caa bénh, tuong
quan nghich gitta HDL-C véi mtc d6 hoat dong
bénh. Azhar A.S ciing chi ra ring hoat dong SLE
cao la yéu t6 du bdo quan trong duy nhdt cho bién
c6 tim mach (r= 0,654; p = 0,020). C6 méi tuong
quan déng bién gitta nong d6 hs-CRP (p=0,017;
r=0,22), fibrinogen (p=0,04S ; r=0,43 ) va protein
niéu (p = 0,01 ; r = 0,23 ) véi muic d6 hoat dong
bénh trong nghién ctiu ctia chung toi. Calvo-Alen,
Mok C., Birmingham D.J cing chi ra méi tuong
quan nay [8]. Rezaieyazdi Z thi ngugc lai, Ong
khong tim thdy mdi tuong quan nao gitta hs-CRP
v6i hoat dong bénh va cic chi s6 xét nghiém nao
ngoai trit C3,C4.

Corticosteroid dugc st dung rong rai trong
diéu tri SLE, c6 tac dung phtc tap trén hé TM. Tu
lau da c6 bang chiing cho thdy thoi gian st dung
corticoid c6 thé du dodn doc l4p bién c6 TM. Ca
thoi gian diéu trj bing corticosteroid dai hon va
liéu corticosteroid tich laty cao hon c6 lién quan
dén ty 1é xo vita dong mach cao hon & cic bénh
nhé4n mic SLE, va cang c6 thé anh huéng dén cac
YTNC truyén théng nhu THA, béo phi va DTD.
Ngoai ra, liéu prednison >10mg/ngay da duoc
chiing minh 13 déc lap du dodn tang cholesterol
mau trong SLE [9]. Tuy nhién c6 bang chiing cho

thdy, theo thoi gian, diéu tri tich cuc hon bang cac
thudc nhu cyclophosphamide va corticosteroid, sé
tuong quan vdi gidm ganh ning TM [10]. Trong
NC cuaa chuing t6i 100 % bénh nhan dugc dung
corticoid liéu TB la 10,4 £ 5,8 mg/ngay cao hon
NC cua D6 Thuy Van: 7,31 + 5,27/ngay, thdp hon
cua Bruce LN: 12,1 £ 9,2 mg/ngay. Chung toi tim
thdy méi tuong quan déng bién gita néng do
protein niéu va liéu dung corticoid, v6i r=0,1S va
p=0,04, cang phu hgp véi méi tuong quan déng
bién gitta nong do protein niéu va mic d6 hoat
dong bénh, ¢ bénh nhan c6 miic d6 hoat dong cao
c6 triéu chiing protein niéu nang né hon va liéu

corticoid cting phai ning 1én cao hon.

KET LUAN

Qua nghién cttu 117 bénh nhan SLE c6 thoi
gian mdc bénh 4,8 + 3,Snam véi 82,7% la nit va tudi
trung binh: 37,5 + 12,7 tudi cho thdy ty 1¢ cao bénh
nhin mic cidc YINC tim mach (THA: 44,4%;
DTD: 8,6%; RLMM: 93,2%; béo phi 7,7 %; ting
CRP>2mg: 63,3%; gidm C3: 65% giam C4 :46,2.
Cé tuong quan thudn gitia Huyét ap va thoi gian méc
bénh (p=0,015r=0,22). Mdic d6 hoat dong bénh c6
tuong quan thuén véi muc cholesterol toan phan
(p=0.03, r=0,41), triglycerid (p=0,03, r=049);
LDL-C (p=0,0S, r=0,36), tuong quan nghich véi
HDL-C (p=0,04; r=-0,39) va tuong quan thuin véi
ndéng d6 hs-CRP (p=0,017; r=0,22).

SUMMARY

Background: Cardiovascular death is one of the leading causes of death in SLE patients. In patient with

lupus, traditional cardiovascular combined with non- traditional cardiovascular risk factors.

Objectives: Determinning the prevalence of cardiovascular risk factor and finding corelation between

risk factors and disease activity.

Subjects: The study comprises of 117 patients who is inpatient treatment at Clinicl allergy — clinical

immunology —Bach Mai Hospital.

Methods: A descriptive, cross-sectional, prospective.
Results: 82,7% of patient are female, average age: 37,5 + 12,7, hypertension: 44,4 %, diabetes: 8,6%, dyslipidemia:
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93,2%; smoking: 9,4%, BMI: 19,2 + 2,5kg/m?, duration of disease: 4,8 + 3,5nam, SLEDAI score:11,6 + 3,1,
hs-CRP: 23,2 + 49,8mg/1 in which CRP > 2mg/l1: 63,3%; Fibrinogen:4,0 + 1,7g/; proteinuria 24h: 2,0 +
2,6g/1, 100% taking corticoid with mean dose: 10,4 * 5,8mg/day, 85,5% use Hydroxychloroquine, the rate
of reduction of C3, C4: 65%, 46,2%, reduced blood albumin occupied: 79,4%; the prevalence of anemia:
76,1%. There is a positive correlation of hypertension and duration of disease (p=0,016 r= 0,22),There are
positive correlations of hs-CRP (p=0,017, r=0,22); fibrinogen (p=0,04S, r=0,43) and proteinuria (p=0,01;
r=0,23) with disease activity level. Correlation between dyslipidemia and activity level: positive between
taltal cholesterol (p=0.03, r=0,41), triglycerid (p=0,03, r=0,49) and LDL-C (p=0,05,r=0,36) with disease
activity level, inverse corelation between HDL-C with disease activity level (p=0,04, r=-0,39).

Conclusion: SLE patients have a high risk of cardiovascular, especialy factors related to disease, so
prevention activity disease also contributes to cardiovascular disease prevention.

Keywords: Risk factor cardiovascular, systemic lupus erythematosus, disease activity level.
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