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DANH GIA MOI TUONG QUAN
GIPA MUC PO HOAT DONG BENH TREN NOI SOI
VOl CALPROTECTIN, CRP, MAU LANG, BACH CAU
O’ BENH NHAN VIEM LOET DAl TRU'C TRANG CHAY MAU

TOM TAT

Xét nghiém néng dé calprotectin trong phéan
m&i dwoc duwa vao sty dung tai Viét Nam trong 1-
2 ndm gén day nham gép phén chéan doan va
theo déi diéu tri bénh ly viém ruét man tinh bao
gém ca viém loét dai truc trang chdy méu
(VLDTTCM).

Muc tiéu: danh gia méi tvong quan giira murc
dé hoat déng bénh trén ndi soi voi néng dé
caprotectin trong phan, v&i mirc dd hoat dong
bénh trén Iam sang va véi mot s6 chi sé viém
trong mau nhw protein C phan tng (CRP), mau
l&ng, bach céu. Phuong phép: Bénh nhéan da
dwoc chan doan VLDTTCM, dwoc ndi soi dai
trang va tinh diém theo diém Mayo néi soi, xét
nghiém calprotectin trong phén, xét nghiém
CRP, mau lang, bach céu trong méau. Mic d6
hoat dong bénh trén lam sang dwoc danh gia
theo diém Mayo I&m sang.

Két quéd: nghién ctru trén 49 bénh nhan
VLDTTCM cb néng dé calprotectin: 602,2 +
403,6 mg/kg, CRP 1,2 £
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NGUYEN THI HWONG GIANG',
NGUYEN THI VAN HONG?
'Bénh vién E

2Trwong Pai hoc Y Ha NGi

1,9 mg/dL, mau Iéng 1h 27,3 + 20,6 mm, bach
cdu 8,1 + 3,1 G/L. Tuong quan giita mirc d6
hoat déng cua bénh trén ndi soi vdi calprotectin
(r = 0,554, p < 0,001) la tét nhét, tiép theo la véi
CRP (r = 0,456, p < 0,001), murc dd hoat dong
trén l1am sang (r = 0,477, p < 0,001), va mau
Idng (r = 0,352, p < 0,05).

Két luén: Calprotectin trong phén c6 tuong
quan gén nhét véi hoat doéng bénh qua ndi soi,
theo sau la CRP, mirc d6 hoat doéng bénh trén
lam sang, va méau ldng. C6 thé st dung
calprotectin nhuw mot xét nghiém khéng xam Ian
dé theo dbi diéu tri VLDTTCM.

Twr khéa: calprotectin trong phan, viém loét
dai trurc trang chdy mau, diém Mayo.

SUMMARY

CORRELATION OF
DISEASE ACTIVITY WITH FECAL
CALPROTECTIN, C-REACTIVE PROTEIN,
ERYTHROCYTE SEDIMENTATION RATE,

ENDOSCOPIC

BLOOD LEUKOCYTES AND CLINICAL
ACTIVITY IN ULCERATIVE COLITIS
PATIENTS

Fecal calprotectin (FC) has just been

introduced in Vietnam in the recent years to
contribute to the diagnosis and monitoring of
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chronic inflammatory bowel disease include
ulcerative colitis (UC).

Aims: to evaluate the correlation between
endoscopic activity and fecal calprotectin (FC),
C-reactive protein (CRP), erythrocyte
sedimentation rate (ESR), blood leukocytes, and
clinical activity score.

Methods: uc patients undergoing
colonoscopy were prospectively enrolled and
scored independently according the endoscopic
and clinical part of the overall Mayo score
include Mayo endoscopy score (MES) and
partial Mayo score (PMS). Patients provided
fecal and blood samples for measuring
calprotectin, CRP, ESR and leukocytes.

Results: value in UC patients (n = 49):
calprotectin 602,2 + 403,6 mg/kg, CRP 1,2+ 1,9
mg/dL, ESR 27,3 + 20,6 mm, leukocytes 8,1 +
3,1 G/L. Endoscopic disease activity correlated
closest with FC (Spearman’s rank correlation
coefficient r = 0.5654, p < 0,01), followed by CRP
(r = 0,477, p < 0,01), clinical activity score (r =
0,456, p < 0,01), and ESR (r = 0.352, p < 0,05).

Conclusions: FC correlated closest with MES,
followed by CRP, PMS and ESR. So FC can
represents a useful biomarker for noninvasive
monitoring of disease activity in UC patients.

Keywords: fecal -calprotectin, ulcerative
colitis, Mayo score.

DAT VAN BE

VLDTTCM la mét bénh man tinh kéo dai, viéc
diéu tri con gdp nhiéu khé khan. Viéc danh gia
mirc dd hoat ddng cha bénh la phan thiét yéu
trong quan ly va diéu tri bénh, dwa trén triéu
chirng lam sang, xét nghiém va ndi soi dai trang,
trong d6 noi soi van |a tiéu chuéan vang dé danh
gia tinh trang viém niém mac cling nhw theo doi
két qua diéu tri thdng qua qua trinh chira lanh
niém mac trong VLDTTCM [1]. Tuy nhién, ndi
soi [a mot tha thuat xam lan, chi phi cao, thoi
gian chd doi lau, cé thé gap tai bién, do dé6
khong ly tudng dé lap di 1ap lai thworng xuyén
nham danh gia mirc dd hoat déng cua bénh.
Mot sb xét nghiém mau dwoc st dung dé danh
gia mlrc d0 hoat dong clia bénh VLDTTCM nhw
CRP, mau lang, bach cau nhung ciing khéng cé
gia tri cao [2]. Calprotectin 1a mét protein gan
calci thudc ho protein S-100, chl yéu cé trong
bach cdu da nhan trung tinh. Nong do
calprotectin trong phan dwoc chirng minh co
mbi twong quan chat ché véi mirc dd viém rudt,
vi vay dau an nay duoc sir dung trong cac bénh
ly éng tiéu hoa [3]. Cac nghién ciru gan day trén
thé gi6i cho thay calprotectin trong phan cé thé

st¢ dung trong theo déi bénh ly VLDTTCM, gilp
bénh nhéan tranh viéc ndi soi dai trang thwong
xuyén. Tuy nhién & Viét Nam chwa c6 nghién
clru vé van dé nay.

DOI TUQONG VA PHUONG PHAP NGHIEN CUU

Bénh nhan

Nghién ctu bao gébm 49 bénh nhan da duoc
chan doan xac dinh VLDTTCM béang lam sang,
ndi soi va md bénh hoc, trong dé c6 24 bénh
nhan ndi trd va 25 bénh nhan ngoai tri tai Bénh
vién Bach Mai va bénh vién E trong khoang thoi
gian tir thang 07/2019 dén thang 04/2020. Bénh
nhan sau khi déng y tham gia nghién clru dwoc
ndi soi dai trang, thu thap mau phan xét nghiém
calprotectin (bénh nhan tw 1dy mau theo huéng
dan), thu thap mau mau lam xét nghiém cong
thirc mau va sinh héa.

MA&u xét nghiém phan dwoc lay ngay truwdc khi
chudn bi lam sach ruét dé néi soi dai trang hoac
sau noi soi dai trang t 3 — 30 ngay. Mau phan
dwoc bao quan & nhiét d6 thwong (< 30°C) trong
vong tbi da 7h trwéc khi gli dén phong xét
nghiém. Néng dd calprotectin dwoc do lwdng
bang xét nghiém mién dich héa phat quang
QUANTA Flash Calprotectin trén hé théng may
mién dich BIO-FLASH model 3710-0344 cla
hang Biokit, Ty Ban Nha.

Tiéu chuan loai trir

Bénh nhan khéng néi soi dai trang, khong 14y
mau xét nghiém mau ho&c phan. Bénh nhan cé
kém theo viém rudt do nhiém tring, ung thw dai
trwc trang, dang mang thai, tién sir phau thuat
cat dai trwc trang, thwong xuyén ubng aspirin
ho&c thuéc chdng viém khong steroid (NSAID) >
2 vién/tuan.

Phwong phap nghién ciru

Tién ctru, md ta cat ngang.

S6 liéu thu dwoc sé dwoc lam sach va nhap
vao may tinh bang phan mém Epidata 3.1. Cac
phan tich s& dwoc thwc hién bang phan mém
SPSS 16.0. Két qua cua di liéu s6 dwoc trinh
bay dwéi dang tinh gia tri trung binh, d6 1éch
chuén. So sanh gia tri trung binh bang kiém dinh
T-Test va ANOVA tim méi lién quan gitra bién
dinh lwgng va bién dinh tinh. Gia tri p < 0,05
duoc coi la c6 y nghia thdng ké&. Méi twong
quan gilra hoat déng clia bénh trén noi soi v&i
hoat ddng clia bénh trén l1am sang, calprotectin
trong phan, CRP, mau lang va bach cau trong
mau dwoc danh gia bang xac dinh hé sb twong
quan th&r hang ctia Spearman (r) cho cac twong
quan khéng dbi xirng.
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KET QUA VA BAN LUAN

1. Pac diém chung cta bénh nhan va cua
bénh

Cac dac diém lam sang cha bénh nhan vé
tudi & thoi diém nghién ctvu, tudi mac bénh, gisi,
thdi gian méc bénh, tinh trang huat thubc 13,

lwot diéu tri 1a 151%. Diém Mayo toan phan bao
gdm diém Mayo ndi soi va diém Mayo |am sang
dwoc thé hién trong bang 2.

Bang 2. Mirc d6 hoat déng clia VLDTTCM
theo diém Mayo

thudc diéu tri bénh, pham vi tén thwong trén noi S 1an Binh thudng 0
soi dwoc hién thj trong Bang 1. dai tién 1-2 1an /ngay 1
Bang 1. Pac diém chung cta nhém nghién | trong ngay 3-4 lan/ngay 2
clru >4 lan/ngay 3
fa mau Khéng 0
n % fa mau khong lién tuc 1
Tbng s6 bénh nhan 49 la mau lién tuc 2
Gidi la mau dé twoi 3
Nam 16 32,7 Hinh anh Binh thwong 0
N 33 67,3 niém mac hoéc khong hoat déng
Tudi (trung binh) 50 1+15.7 ndi soi Bénh nhe: niém mac ban do, 1
Tudi phat hién bénh 42,0+12,6 giam twoi mau
(trung binh) Bénh trung binh: 2
Th&i gian mac bénh 472 +54,6 niem mac xol mon,
(trung binh) ban doé tu)ng diém
Tinh trang hut thudc |4 _ Bénhnang 3
Chua trng hut thudc 38 775 _ (chay mau tv phat, loét)
C6 hut thubc 11 22,5 anh gia Binh thuong 0
Pham vi ton thwong bac sive Nhe_ L
trén noi soi mirc hoat Trung binh 2
Tbn thwong chi & truc trang 7 14,3 dong bénh Nghiém trong 3
Tén thwong 21 42,9 . . X
dén dai trang trai biém Mayo toan phan dwoc sir dung dé
Tbn thwong toan bd dai trang 21 429 | danh gid mic do hoat dong cua bénh
Thudc didu tri VLDTTCM dwa trén lam sang va hinh anh néi
5-ASA (ubng) 34 69,4 | soi. Diém Mayo lam sang dwoc tinh bang téng
5-ASA (d&t hau mén) 13 26,5 | diém tir 3 bién s6 sau: sb 1an dai tién /ngay, tinh
Corticosteroid 14 28,6 | trang fa mau va danh gia ctia bac sy vé mirc dod
Azathioprin 11 22,4 hoat déng clia bénh. Cu thé cach tinh mc do
__Thuac sinh hoc 2 4,1 hoat déng cla bénh twong (rng diém Mayo thé
Diém Mayo néi soi (MES) hién trong bang 3.
MES =0 2 4.1 Bang 3. Phan loai mirc d6 hoat déng bénh
MES = 1 S 10,2 |  VLDTTCM dya theo diém Mayo
MES = 2 9 18,4
__MES=3 33 67.3 MGcdo | Didm | Diém Mayo | Biém Mayo
Biém Mayo lam sang hoat dong Mayo | lam sang ndi soi
Khong hoat déng (0 — 1) 4 8,2 toan (partial (Mayo
Hoat ddng nhe (2 - 4) 12 245 phan | Mayo score | Endoscopic
Hoat déng vira (5 — 6) 18 36,7 — PMS) [score — MES)
Hoat ddng manh (7 - 9) 15 30,6 Khéng 0-2 0-1 0
hoat dong
Pham vi tén thwong duwgc phan nhém theo Hoat dong nhe | 3-5 2-4 1
phan loai Montreal [4]. Thubc diéu tri gdm 5ASA | Hoat dong vira |6 — 10 3-6
dwong ubng hoac tai ché (thut/ dat hau mén), Hoat dong 11 - 7-9 3
corticiod, azathioprin, thuéc sinh hoc gdm co manh 12

Infliximab ho&c Adalimumab. Hau hét cac bénh
nhan dwoc diéu tri phéi hop thubc nén tdng sb

166

TAP CHI Y DUQC HQC SO 1 - THANG 9/2020




2. Méi twong quan gitra mirc dd hoat dong cua bénh trén noi soi v&i calprotectin, CRP,

mau lang, bach cau va diém Mayo lam sang.

Bang 4. Méi twong quan gitra diém Mayo ndi soi v&i calprotectin, CRP, mau lang, bach ciu va

diém Mayo lam sang

DPiém Mayo Khéng hoat Hoat dong Hoat déng Hoat déng
ndi soi doéng nhe vira manh
MES =0 MES = 1 MES = 2 MES = 3
S6 bénh nhan 2 5 9 33
Calprotectin mg/kg 139+53,9 32112901 400,8+322,7 727,8+392,7
Gia trip >0,05 >0,05 <0,05
CRP 0,060,001 0,095+0,082 0,445+0,436 1,614+1,2
Giatrip >0,05 >0,05 <0,05
Mau lang 1h 11,5+6,3 8,457 26,3+14,8 31,3+21,8
Gia trip >0,05 <0,05 >0,05
Bach cau 6,67+4,93 7,48+3,43 7,23+2,91 8,52+3,06
Gia trip >0,05 >0,05 >0,05
Mayo lam sang 2+0 3,412.5 3,6£1,9 5,9+3,0
Giatrip >0,05 >0,05 <0,05

Trong bang 4, chdng t6i phan nhém nghién
cru thanh 4 nhém bénh: khéng hoat déng, hoat
dbéng nhe, hoat dong vira va hoat dong manh
dwa trén diém Mayo néi soi va tinh gia tri trung
binh cla calprotectin, CRP, mau lang, bach cau
va diém Mayo lam sang cla tirng nhém. Sau dé
chung t6i tim méi twong quan cua tirng bién sb
calprotectin, CRP, mau lang, bach cau, diém
Mayo Iam sang v&i mire dé hoat dong bénh qua
ndi soi gitta nhom MES = 0 v&i nhom MES = 1,
nhém MES = 1 v&i nhém MES = 2, nhém MES =
2 véi nhéom MES = 3. Két qua cho thay
calprotectin, CRP va diém Mayo lam sang c6
kha nang phan biét dwgc mirc do hoat dong vira
(MES = 2) va mtrc 6 hoat déng manh clia bénh
(MES = 3) v&i p < 0,05. Khi so sanh gitra nhém
khéng hoat ddng (MES = 0) v&i nhéom hoat déng
nhe (MES = 1), ching t6i thy sw khac biét vé
calprotectin, CRP, mau lang, bach cau hoéc
Mayo [&m sang gilra 2 nhém nay la khéng co y
nghia théng ké (p > 0,05). Schoepfer va cdng sw
nghién ciu trén 228 bénh nhan VLDTTCM tim
hiéu vé& méi lién quan gitra mirc dd hoat dong
bénh trén noi soi (diém Baron stra ddi) v&i mirc
dod hoat ddng trén lam sang (chi sé Lichtiger),
hemoglobin, CRP, bach cau, tiéu cau,
calprotectin cho thdy duy nhat ndéng do
calprotectin khac biét cé y nghia théng ké gitra
tat ca cac phan nhém murc do hoat déng ndi soi

[5]. Trong nghién clru nay, calprotectin ciing la
chi s6 duy nhét cé kha néng phan biét duwoc 2
phan nhém hoat ddng nhe nhét trén noi soi la
Baron 0 diém va Baron 1 diém, diéu ma chi sb
hoat dong lam sang Lichtiger, hemoglobin, CRP,
bach cau, tiéu cau khéng lam dwoc. Mot nghién
cru khac clia Schoepfer trén 134 bénh nhan
VLDTTCM s dung chi s& Rachmilewitz dé
danh gia hoat déng cta bénh dwa trén néi soi va
lam sang. Nghién ctru cho thay calprotectin duy
nhat cé kha ndng phan biét m&c dd hoat dong
ndi soi clia tat ca cac phan nhém khac nhau (p <
0,001 khi phan biét nhom khéng hoat déng voi
hoat ddng nhe, p = 0,002 khi phan biét hoat déng
nhe v&i hoat ddng trung binh, p < 0,001 khi phén
biét hoat déng trung binh va hoat ddng manh) [6].
Chung téi khéng dwa ra sy so sanh v&i hai
nghién ctru trén véi ly do cac nghién clru nay st
dung bang chi sbé ndi soi va lam sang khac voi
trong nghién clru clia chung t6i. Ly do th hai la
c® mau trong nghién clru ctia ching t6i chwa du
I&n so véi 2 nghién clu trén, vi vay c6 thé anh
hwéng dén két qua phan tich. Tuy nhién sau d6
ching t6i da tién hanh tinh toan hé sé twong
quan (r) gitra diém Mayo ndi soi v&i lan lwot tirng
chi sé calprotectin, CRP, mau lang, bach cau va
diém Mayo lam sang véi muc dich tim hiéu tiép
vé mébi twong quan gitra cac chi sb nay va dwoc
thé hién trong bang 5 sau day.
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Bang 5: Méi twong quan gitra diém Mayo ndi soi véi calprotectin, CRP, mau lang, bach cau va

diém Mayo lam sang.

Gia tri Hé sb6 Giatrip
trung binh twong quan r
Calprotectin (mg/kg) 602,2 + 403,6 0,554 < 0,01
CRP (mg/L) 1,2+1,9 0,477 < 0,01
Mau 1ang 1h (mm) 27,3+20,6 0,352 < 0,05
Bach cau (G/l) 8,1+3,1 0,17 > 0,05
Diém Mayo lam sang 5,1£3,0 0,456 < 0,01

Bang 5 thé hién diém Mayo ndi soi cé mbi
twong quan lan lwot véi calprotectin, CRP, mau
l&ng 1h va diém Mayo lam sang trong dé méi
twong quan v&i calprotectin (r = 0,554, p < 0,01)
la t6t nhat khi so sanh véi CRP (r = 0,477, p <
0,01), v&i diédm Mayo lam sang (r = 0,456, p <
0,01), véi mau ldng 1h (r = 0,352, p < 0,01).
Nghién clu cla Sun-Ho Lee trén 181 bénh
nhan VLDTTCM ciing cho thdy calprotectin cé
méi lién quan v&i diém Mayo néi soi (r = 0,304,
p < 0,001) [7]. M&t sb nghién clru khac tuy sl
dung hé thdng tinh diém noi soi khac véi nghién
clu clia chung t6i nhwng ciing chi ra rang
calprotectin c6 mdi lién quan chat ché véi mirc
d6é hoat dong bénh trén ndi soi. Nghién clru cla
Schoepfer s&r dung diém ndi soi Rachmilewitz
cho théy murc d6 hoat dong trén ndi soi lién
quan cé y nghia théng ké véi calprotectin (r =
0,834, p < 0,001). M6t nghién clru khac str dung
diém Baron stra déi cling chirng minh rang muirc
dd hoat dong bénh trén ndi soi lién quan voi
calprotectin  t6t hon véi CRP, tiéu cau,
hemoglobin, bach ciu va diém hoat déng lam
sang (r = 0,821, p < 0,001) [8]. Trwdc day, ndi
soi luén ludén duoc coi la tiéu chuan vang dé
danh gida mec d6 hoat ddng clha bénh
VLDTTCM trong quéa trinh diéu tri. Cac nghién
clru trén chirng minh calprotectin cé méi twong
quan tét véi mirc do hoat déng bénh trén ndi soi
da giup cac nha lam sang cé thém co hdi Iwa
chon mot xét nghiém khéng xam 1an dé theo dbi
hoat dong bénh.

KET LUAN

Nhw vay, calprotectin la mot xét nghiém
khong xam |4n cé thé tré thanh cong cu hiru ich
giam sat mic d6 hoat déng cla bénh

VLDTTCM, thay cho viéc néi soi dai trang la thu
thuat xam 14n, thoi gian chuén bj 1au, dé tai bién
do thu thuat, chi phi cao.
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