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kem chéng nang; kinh nguyét va sd [an sinh con
véi p<0,05.

V. KET LUAN

Vé déc diém Idm sang cua rdm ma cho thay
bénh nhan chu yéu la nit v6i cac thé lam sang
nhu trung tdm mdt 50,5%, dang hdn hdp
22,7%, canh budm 21,6%, ham dudi 5,2%.
Phén loai rdm ma bang den Wood's cho thdy
thugng bi 56,7%, hon hdp 32%, trung bi 11,3%.
MUc d6 dua trén sic t8 va dién tich tén thucng
thdy dugc trung binh (ndu) 46,4%, nang (ndu
t6i) 33%, nhe (ndu sang) 16,5%, rat nang (den)
4,1%. M{c dé ram ma dua trén chi s6 MASI két
qua cho thady nang 37,1%, trung binh 27,8%, rat
nang 19,6%, nhe 15,5%. Phan b6 mic d6 ram
ma dua trén chi s6 MASI dugc ghi nhan lién
quan mang y nghia théng ké véi cac dic diém:
tudi; BMI; thdi gian ti€p xic dnh sdng mat trdi;
deo khdu trang; bdi kem chdng ndng; kinh
nguyét va so lan sinh con véi p<0,05.
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KHAO SAT BIEN POI NONG PO TNF - ALPHA, INTERLEUKIN 6
HUYET TUONG O' BENH NHI VIEM THAN LUPUS
TRU'O'C VA SAU 6 THANG PIEU TRI

TOM TAT

Muc dich: Khao sét bién d6i néng dd TNF-alpha,
IL-6 huyét tuagng va mai lién quan vGi két qua dap
Ung vé than & bénh nhi viém than lupus trudc va sau
6 thang diéu tri. Poi tugng va phuong phap
nghién ciru: Mo ta tién ciiu, c6 nhom chiing, theo
doi doc 75 bénh nhi (45 tré bénh viém than lupus cé
theo doi doc sau 6 thang diéu tri va 30 tré khoe
manh) tir 9/2019 dén 9/ 2022 tai Bénh vién Nhi
Trung uong. Két qua: Nong dé TNF-alpha, IL-6 huyét
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tuagng sau diéu tri giam haon so véi trudc diéu tri. TNF-
alpha khong khac biét so véi chirng thudng, p > 0,05.
Nong d6 IL-6 sau diéu tri cd gidam han so vdi trudc,
tuy nhién van con cao han chirng thudng, p< 0,001.
Nong d6 TNF-alpha, IL-6 cd gia tri du bdo bénh nhi
viém than lupus khong dap Ung diéu tri vé than, véi
AUC [an lugt la: 0,764; 0,901, p< 0,001. Két luan:
Nong dé TNF alpha va IL6 huyet tugng sau diéu tri
giam tuy nhién khong trg vé binh thudng hoan toan,
tuy nhlen c6 thé du béo tlnh trang khong dap u’ng
diéu tri vé than & bénh nhi viém than lupus.
Tdr khoa: Viém than lupus, TNF-alpha, IL-6 huyét
tuang, du bao két qua diéu tri

SUMMARY

SURVEY CHANGES OF PLASMA TNF - ALPHA,
INTERLEUKIN 6 LEVELS IN PATIENTS WITH
LUPUS NEPHRITIS BEFORE AND AFTER 6
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MONTHS OF TREATMENT

Objectives: To Investigate changes in plasma
TNF-alpha, IL-6 levels and its relationship with renal
response in pediatric lupus nephritis before and after 6
months of treatment. Patients and Methods:
Prospective description compared with the healthy
children group, longitudinal follow-up of 75 patients
(45 children with lupus nephritis with longitudinal
follow-up after 6 months of treatment and 30 healthy
children) from 9/2019 to 9/2022 at National Children's
Hospital. Results: Plasma TNF-alpha, IL-6 levels after
treatment were lower than before treatment, plasma
TNF-alpha levels were not different from the control
group, p > 0.05. The level of plasma IL-6 after
treatment was lower than before, but still higher than
the control group, p<0.001. The levels of TNF-alpha,
IL-6 have predictive values in pediatric lupus nephritis
who do not renal response, with AUC: 0.764; 0.901,
p< 0.001. Conclusion: The plasma levels of TNF
alpha and IL6 after treatment decrease but do not
return to normal completely, but can predict no renal
response in patients with lupus nephritis.

Keywords: Lupus nephritis, The plasma TNF-
alpha, IL-6. predicting the outcome of treatment

I. DAT VAN PE

Viém than lupus 13 khai niém dé& chi ngudi
bénh mac lupus ban dé hé théng (Systemic
Lupus Erythematosus — SLE) da cé bién chirng
than. Bién ching than & bénh nhan SLE c6 thé
tir mirc d6 nhe chi co6 protein niéu don thuan, co
thé gdp hdi chiing than hu, suy giam chirc ndng
than hodc hon hgp ca hoi chirng than hu va suy
gidm chdc nang than. Viém than lupus gap ca
ngudi I&n va tré em. B

V@i cg ché bénh tu mién cta SLE két hgp véi
ton thuong than véi cadc mic d6 khac nhau,
bénh nhi viém than lupus sé cé phuong phap
diéu tri c6 phan khac so véi bénh nhi bénh than
don thuan hodc SLE chua tén thuang than.

Trong cd ché bénh sinh viém than lupus, cac
cytokine tién viém nhu yéu t6 hoai tr khoi u
(TNF) va Interleukin 6 cé vai tro vira la cac chat
thé hién mlc dd ndng cla viém, vira lam cho
quéa trinh viém tién trién khi nbng dd cac chat
nay tang lén. Su khac biét vé nong d6 cac chat
nay 6 nhém bénh va nhom khoe manh, nhém
bénh hoat dong va nhdm bénh khong hoat dong
dudc cac tac gia khang dinh [3,8]. N6ng d6 TNF
alpha, IL 6 huyét tuong thay d6i nhu' thé nao sao
dot diéu tri, cé lién quan dén nhitng dic diém
lam sang nao & bénh nhi viém than lupus dén
nay con chua nhiéu nghién clru tai Viét nam.
Chinh vi nhitng ly do trén, chdng toi thuc hién
nghién cltu nay vGi muc tiéu sau: Khdo sat bién
déi néng dé TNF-alpha, IL-6 huyét tuong va moi
lién quan vdi két qua dap ung thén & bénh nhi
viém than lupus truGc va sau 6 thang diéu tri.
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I1. DOI TUONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. POi tugng nghién ciru. Doi tugng
nghién clru gom 75 tré chia lam 2 nhém: Nhém
bénh 13 45 tré dugc chadn dodn viém than lupus,
nhom chirng la 30 tré khde manh.

Thdi gian nghién ctru: tir 9/2019 dén 9/ 2022.

Dia diém nghién c(iu: Bénh vién Nhi Trung ucng.

Tiéu chudn lua chon bénh nhan

- Bénh nhén dudi 16 tudi dugc chan doéan
viém than lupus.

- Ngudi gidm hd va tré tir 13 tudi dong y
tham gia nghién c(u.

- Tuan tha diéu tri va kham lai dinh ky trong
thai gian 6 thang theo dai.

Tiéu chudn chon nhém ching khée manh

- Tré dudi 16 tudi

- Tré khée manh, khéng méc cac bénh
nhiém trung tai th&i diém nghién ciu.

- Ngudi gidm hd va tré tir 13 tudi dong y
tham gia nghién c(u.

2.2. Phucong phap nghién ciru

- Thiét k& nghién ctu: Mo ta tién clitu c6 nhdm
chiing, theo ddi doc khong can thiép d6i ching.

- C8 mau: Chon mau thuan tién.

- N6i dung va phugng phap nghién cliru

+ Bénh nhan dudc khai thac bénh s, kham
lam sang, ghi chép lai cac xét nghiém.

+ Bénh nhi dugdc ca thé hod diéu tri viém
than lupus theo hudng dan cua Bénh vién Nhi
Trung udng va EULAR.

+ Bénh nhi dugc tai kham hang thang, diéu
chinh liéu theo két qua 1dm sang va xét nghiém.

+ Dinh lugng ndng d6 TNF alpha va IL6
huyét tuang: Nhém bénh nhi dinh lugng 2 thdi
diém: truGc diéu tri va sau 6 thang diéu tri.
Nhém chiing dinh lugng 1 [an tai thdi diém dén
kham va dugc két luan khoé manh.

Moi tré dugc Idy 1mL mau tinh mach lic ddi,
chdng dong bang EDTA (cling thdi diém lam cac
xét nghiém huyét hoc, sinh hoa, mien dich), ly
tam lay huyét tuong, luu trif trong td am 80°C
cho tdi khi lam xét nghiém mdi ra dong mot [an
duy nhdt. S& dung phudng phap ELISA dinh
lugng ndng d6 TNF alpha bang bd Elisa Kit (hang
Invitrogen- ma sd kit BMS223-4), IL6 bang bd
Elisa Kit (hdng Invitrogen - ma sO kit BMS213-2)
cla Hoa Ky. Ngi dinh lugng: BO moén Sinh ly
bénh, Hoc vién Quan y. Ban vi do: ng/L/

Dua vao nong dé tham chi€u nhdém ching,
nhom bénh sé dugc xac dinh ty 1€ tang néng do
2 cytokine tai 2 thdi diém trudc va sau diéu tri.

+ Danh gia két qua sau 6 thang diéu tri: Moi
bénh nhi dugc danh gid két qua chung va két
qua dap Ung vé than nhu sau: Dap (fng hoan
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toan: protein/creatin niéu < 50 mg/mmol. Dap
ing 1 phan: gidam it nhat 50% protein niéu.
Khong dap Ung: khong cai thién it nhat 50%
protein niéu.

Xur' ly s6' liéu:. cac s6 liéu nghién clru dugc
xUr ly theo cac thuat toan thong ké ap dung trong
y sinh hoc. S dung phan mém IBM SPSS 22.0.

Il. KET QUA NGHIEN cUU
Trong 45 bénh nhén du tiéu chudn nghién
clru, tudi trung binh la 10,93 £ 1,99 tai thGi diém

chan doan, gidi nit chiém 84,4%. Tdn thudng
than gom phu (48,9%), tang huyét ap (42,2%),
hoi chiing than hu (57,8%), giam muirc loc cau
than (24,4%) va protein niéu nguGng than hu
(73,3%). Trong d6 nhom bénh nhan s dung
phac do corticoid két hgp vGi MMF chiém ty Ié
cao nhat (73,3%).

3.1. Bién do6i nong d6 TNF-alpha, IL-6
huyét tuong & bénh nhi viém than lupus
trudc va sau 6 thang diéu tri

Bang 3.1. So sanh néng dé TNF-alpha, IL-6 huyét tuong trudc, sau 6 thang diéu va

nhom chiurng thuong
TO (1) T6 (2) | Chirng thucng P
(n=45) (n=45) (3)(n=30)
Trung vi (T& 4,44 3,26 3,54 p(1)(2) < 0,05; p(1)(3) < 0,001
TNF-alpha| phanvi) [(3,26-5,76)|(2,19-5,02)| (2,24-4,11) p(2)(3) > 0,05
(ng/L) Nho nhat 1,62 0,68 0,85
Lén nhat 131,46 14,15 4,73
Trung vi (T& 3,19 1,7 1,14 p(1)(2) <0,001; p(1)(3)<0,001
IL-6(ng/L)|—Bhan vi)_|(1,73 = 6,06) | (1,32-2,04) | (0,91-1,47) p(2)(3) < 0,001
Nho nhat 0,82 0,72 0,45
Lén nhat 56,65 7,65 2,82

Nhan xét: Nong d6 TNF-alpha huyét tuong
sau diéu tri khong khac biét so véi chiing
thudng, p> 0,05. Ngugc lai, ndbng d6 IL-6 sau
diéu tri cd giam han so véi trudc, tuy nhién van
con cao han ching thudng, p< 0,001.

26.7%0

73.3%

= Khong tang = Tang
Biéu db 3.1. Ty Ié bénh nhén con ting ndng dé
TINF-alpha huyét tuong sau 6 thang diéu tri
Nhan xét: 26,7% bénh nhan tdng TNF-
alpha huyét tuong sau 6 thang diéu tri.

11.1%%

88.92%6

= Khong tang
Biéu dé 3.2. Ty Ié bénh nhén con ting néng
do IL-6 huyét tuong sau 6 thang diéu tri

m Tang

Nhan xét: 11,1% bénh nhan tang IL6 sau 6
thang diéu tri.

.40

D5.6%0

= Khongs tangs

Biéu dé 3.3. Ty Ié bénh nhén con tdng cd nbng do

TINF-alpha va IL-6 huyét tuong sau 6 thang diéu tri

Nhan xét: 4,4% bénh nhan tang ca TNF-

alpha va IL-6 sau 6 thang diéu tri.

3.2. Két qua dap rng than & bénh nhi
viém than lupus sau 6 thang diéu tri

20%

= Tang

17.8% 62.2%

= Dap tng hoan toan = Dap @ng mdt phin = Khéng dap img
Biéu dé 3.4. Ty Ié bénh nhi theo muc dé dap
ung diéu tri vé than sau 6 thang diéu tri
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Nhan xét: C6 62,2% bénh nhan dap (ing vé than va 20% khéng dap ung sau 6 thang.
Bang 3.2. So sanh nong dé TNF-alpha, IL-6 huyét tuong tai thoi diém TO trudc diéu tri
theo tinh trang dap ung thin sau 6 thang diéu tri

Dap 'ng hoan

Pap r'ng mot

Khong dap (rng

Chi tiéu toan (n=28) | phan (n=8) (n=9) P
S6BN|Ty 16 %[ S6BN [Ty 1é %[ S6BN [Ty Ié %
TNF-alpha, (ng/L), Trung vi (T& phan vi) [3,98(2,84-5,55)4,72(3,61-6,02) |5,91(4,12-14,71)| <0,05
IL-6, (ng/L), Trung vi (T4 phanvi)  2,62(1,36—4,79)2,09(1,78-5,07) [12,96(6,5—43,37)|<0,005

Nhan xét: Nndm bénh nhan khéng dap Uing
diéu tri c6 nong dé6 TNF-alpha va IL-6 huyét
tugng cao han nhém dap Ung hoan toan va dap
Ung mot phan, p< 0,05.

ROC Curve

/
| |

1

-1

Sensitivity

o4 o's
1 - Specificity

Diagonal segments are produced by ties

Biéu dé 3.5. Puong cong ROC cua TNF
alpha va IL 6 du bao khéng dap irng vé
than sau 6 thang diéu tri viém than lupus

TNF-alpha: AUC = 0,764; p < 0,05; cut-off =
5,61 (ng/L); d6 nhay = 66,7%; d6 dac hiéu
80,6%. IL-6: AUC = 0,901; p < 0,001; cut-off
7,38 (ng/L); d0 nhay = 77,8%); d0 dac hiéu
94,4%.

Nhéan xét: Nong do TNF-alpha, IL-6 cé gid
tri du bao bénh nhi viém than lupus khong dap
Ung diéu tri vé than, vdi AUC [an lugt la: 0,764;
0,901, p< 0,001

IV. BAN LUAN

Trong 45 bénh nhan du tiéu chudn nghién
cltu, tudi trung binh 13 10,93 + 1,99, trong d6 nit
chiém ty 1€ 84,4%, két qua nay tuang tu két qua
nghién cfu cua tac gid Bui Song Huaong [1] véi
tudi trung binh 13 10,52 + 2,91 tuGi, ni chiém ty
I€ cao 88,8% va nghién cu cla Thai Thién Nam
[2] tudi trung binh la 10,53 tudi, phi hop véi déc
diém bénh hoc lién qua tSi tudi day thi va
hocmon nif & bénh nhan SLE.

T6n thuong thdn bao gém hdi chitng than
hu (57,8%) va protein niéu ngudng than hu
(73,3%) chiém ty |é cao nhat. Theo nghién cu
tac gia Bui Song Huong, phu (59%), tang huyét
ap (37%), hoi chiing than hu (44,4%). Nghién
clu cua tac gid Nezhad ST phu 61% va tang
huyét ap 61,1% [6]. Cac nghién clru cho cac ty
Ié khac nhau cé thé do tinh chét Idm sang da
dang, phuc tap cua SLE.
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Trong nghién cfu cla chung toi thay IL6
tang vdi trung vi 3,19 ng/L & giai doan bénh hoat
ddng tuong (ng vdi thai diém chi s6 SLEDAI cao,
va giam nong do & giai bénh thuyén giam, tuy
vay ndng do IL6 & giai doan sau diéu tri 6 thang
van cao han nhéom chirng thudng véi p< 0,001.
Sau 6 thang chi con 11,1% bénh nhan con tang
IL6. IL-6 la mot cytokine tién viém dugc san xuat
bai nhiéu loai t€ bao. N6 co6 mot s6 chirc nang
sinh hoc; diéu quan trong nhat dGi véi SLE la giai
doan cudi cung clia qua trinh trudng thanh cla
té€ bao lympho B thanh t€ bao plasma va do d6
san xuat nhiéu globulin mién dich han [7]. Nhiéu
nghién ctu cho thdy IL6 téng trong cic SLE thé
hoat dong, ngoai cac tac dung toan than, IL-6 co
thé hoat dong cuc bd nhu d& dudc chifng minh
bang su' hién dién cta IL-6 trong dich ndo tdy &
bénh nhan co lién quan dén tam than kinh va
trong nudc tiéu & bénh nhan viém than.

TNF- a via la_cytokin tién viém via la
cytokine diéu hoa mién dich véi su tac dong khac
biét 1én t€ bao B, t€ bao T va t€ bao dudi gai
cling nhu trong qua trinh 13p trinh chét té bao,
6 thé giai thich vai trd cta nd trong SLE. TNF- a
da dudc bdo cdo 1a biéu hién cao & cau than
trong tat ca cac dang LN va mdc dd biéu hién
TNF-a tugng quan vé&i hoat dong viém than [4].
Trong nghién cru cta chung t6i thdy TNF alpha
tang & giai doan bénh hoat dong, va giam & giai
doan 6 thang sau diéu tri, ndbng do tuang duong
tré binh thudng va cé y nghia véi p< 0,001. Va
sau 6 thang chi con 4,4% bénh nhan c6 TNF
alpha ting. K&t qua cho thdy TNF- a cd thé lién
quan tdi cd ché bénh sinh va mdc do hoat dong
cla bénh viém than lupus

Phac d6 di€u tri cho cac bénh nhan cua
chiing t6i theo cac hudng dan diéu tri va hoi nghi
dong thuan mdi nhat vé LN tré em, bénh nhan
nhédm nghién cltu clia ching t6i ap dung phac do
corticoid va MMF chiém ty |é cao nhat 73,3%.
Dap ng than sau diéu tri trong nghién clru cla
chuiing t6i danh gia theo KDIGO, nham tién lugng
bénh, thay d6i phac d6 diéu tri hay khéng. Trong
nghién clfu cla ching t6i thdy cd 62,2% bénh
nhan dap Ung Vvé than c6 nghia ty Ié
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protein/creatinin niéu < 50 mg/mmol. 17,8%
bénh nhan dap (ng than moét phan véi cai thién
protein niéu it nhat 50% va 20% bénh nhéan
khong cai thién protein niéu. Theo nghién clfu
cla tac gia Davidson JE va cOng su, cho thay ty
|é dap U’ng than hoan toan khoang 40-60% (5).

DE so sanh ndng d6 TNF-alpha, IL-6 huyét
tucng tai thdi diém trude diéu tri theo tinh trang
dap Ung than sau 6 thang diéu tri. Ching toi
thdy Co su khac biét vé ndong d6 TNF-alpha, IL-6
huyét tuong & cac nhédm cé mdc d6 dap Ung
diéu tri khac nhau. Nhdm bénh nhan khong dap
(rng diéu tri c6 nong d6 TNF-alpha va IL-6 huyét
tuong & thdi diém ban dau cao hon nhém dap
Ung hoan toan va dap (ng mot phan, p< 0,05.
Trong nghién clfu cla chidng toi thay tang TNF
alpha va IL6 trudc diéu tri o thé du’ doan khdng
dap Ung diéu tri vé than sau 6 thang. IL-6 co gia
tri t6t hon véi AUC = 0,901; p < 0,001; nguGng
= 7,38 (ng/L); d6 nhay = 77,8%; d6 dac hiéu =
94,4%.

V. KET LUAN

Khao sat su’ bién d6i ndong doé TNF-alpha, IL-
6 huyét tuong trudc diéu tri, sau 6 thang cua 45
bénh nhan viém than lupus, ching t6i c6 mot s6
nhan xét sau:

- Nong d6 TNF-alpha, IL-6 huyét tudgng sau
diéu tri giam haon so vdi trudc diéu tri. TNF-alpha
khong khac biét so vdi chL'rng thu’&ing, p> 0,05.
N6ng d6 IL-6 sau diéu tri c6 giam hon so vdi
trudc, tuy nhién van con cao hon chifng thudng,
p< 0,001.

- NOong do TNF-alpha, IL-6 cd gia tri du bao

bénh nhi viém than lupus khong dap (ng diéu tri
vé than, vgi AUC lan lugt la: 0,764; 0,901, p<
0,001
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PHAN MEM HO TRQ' TINH TOAN CAC THONG SO PIEU TRI
CHO BENH NHAN HOI SU’C TICH HO'P VO'I CAN BENH NHAN

Nguyén Phan Kién!, Poan Binh Tinh2, Lé Hoang Oanh?

TOM TAT

Muc tiéu: 1. Muc tiéu cta nghién ciu la hudng
dén rit ngdn thdi gian ra quyét dinh cho bénh nhén
hoi stc trong qua trinh diéu tri. 2. Tich hgp phan mém
cho thiét bi can bénh nhan hdi sic va ing dung tai

1Pai hoc Bach khoa Ha Noi

2Bénh vién Pa khoa Ha Pdng
3Truong Pai hoc Hoa Binh
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Bénh vién Ba Khoa Ha Dong Phuadng phap Nghién
cUu tdng hgp cac thong S0, xay dung cac cong thirc
va phan mém hoa va tich hdp trén can bénh nhan hoi
strc tai khoa hoi sirc tich cuc, va ch6ng dac, Bénh vién
ba khoa Ha bong. Két qua: Mot thiét bi can bénh
nhan hoi stc di dong da dugc thiét k& thanh cong Vdi
dai can nang dat t6i da 200kg, do chinh xac phep do
dat + 0,05kg/ toan dai do, déng thdi phan mém ho trg
cho phép tinh toan ngay 'cac théng s& bao gom BMI,
tinh m{c loc cau than, tinh cac liéu thuéc van mach,
tinh lugng dich trong test truyén dich dong thai cung
cap cac bang thong tin vé liéu thudc khang sinh va
nhu cau dinh duGng cho bénh nhan. Két luan: Véi
phan mém ho trg tinh toan cac thong s6 diéu tri cho
bénh nhan dugc tich hgp Ién can bénh nhan hoi stc di
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