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Piéu tri bénh Crohn & tré em hing adalimumab sau nhiém Covid-19
tai Bénh vi¢n Nhi dong 2: bao cao mot trwong hop
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Tém tiit:

Dai dich Covid-19 (SARS-CoV-2) gy hoi chirng hd hap cap tinh nghiém trong, cé thé din den phan rng viém nghlem trong hoic
con bao cytokine. Réi loan chirc ning mién dich trong bénh Crohn khong duge diéu tri co thé gia ting nguy co gy phan wng viém
nghiém trong véi Covid-19. Uéc tinh c6 khoang 2% tré ning cin nhap vién va ty 1¢ tir vong 1a khoang 0,08%. Bénh Crohn thuing
xay ra nhiéu nhit & ruot non va dai trang. Bénh co thé anh huong dén bt ky phﬁm nao ciia dwong tiéu héa (GI), tir miéng dén hiu
mon. Bénh nhan mic Crohn dang diéu tri bang li¢u phép e ché mién dich c6 thé ting nguy co nhiém Covid-19. Nglm’c lai, li¢u
phap tre ché mién dich ciing co thé c6 loi ich thuce sw dén két qud lam sang 6 bénh nhin mac Covid-19, vi li¢u phap nay co the ngan
chin khéng chi tinh trang viém niém mac, ma con ngin chin dap ing viém mién dich toan than, giy ra hi chimg hé hép cép tinh
nghiém trong. Liéu phap adalimumab c6 thé diéu tri hiéu qué ca bénh Crohn va hdi chirng viém da co' quan & tré em c6 lién quan
tam thoi v6i Covid-19. Tuy nhién, ké hoach quan 1y va theo doi bénh nhén cn dwoc sy ddng thuén hon nira vi vin phu thude nhiéu
vao diéu trj steroid, adalimumab va cac loai thudc khac. Trong khi do, trwomg hgp bénh nhan Crohn mic Covid-19 chua dwoe ghi
nhén nhi¢u trong y vin. Do viy, trong bai bao niy, nhém tic gi bao cio mot trwong hgp bénh nhi mic bénh Crohn dwge diéu tri
thanh cong bang adalimumab sau khi méic Covid-19 tai Bénh vién Nhi dong 2 tir ngay 7/9/2021 dén 4/11/2021.

Tir khéa: Covid-19, Crohn, IBD, SARS-CoV-2, irc ché mién dich.

Chi s6 phin logi: 3.2

1. Mé dau

Bénh viém duong ho hap cip do Covid-19 1a mot bénh 1y
nhiém tring lay qua duong ho hip do virus SARS-CoV-2 gdy ra,
duoc phat hién 1an dau tai Vi Han, Trung Quc vao thang 12/2019
[1]. Phin I6n tré em mac Covid-19 khong co hodc c6 triéu chimg
nhe nhur viém ho hap trén hodc c6 biéu hién & duong tiéu hoa nhu
dau bung, tiéu chay, rdi loan t1eu héa. Udc tinh c6 khoang 2%
trudng hop tré chuyén ning can nhdp vién vai ty 18 tir vong 1a
0,08% [2].

Pai dich Covid-19 da gay ra nhiéu thach thirc trong quan Iy
va cham soc cac bénh nhan méc bénh man tinh, trong d6 c6 nhom
bénh viém rudt man (IBD). IBD bao gf”)m Crohn va viém loét dai
trang (VLDT), la tinh trang viém man tinh cua duong tiéu hoa véi
nhiing biéu hién da dang nhu: dau bung, tiéu phan mau, sut can...
[3]. Nguyén nhin gy bénh dén nay van chua rd rang, nhiéu gia
thuyét cho ring bénh 13 két qua ctia cac yéu to mién dich, di truyén
va moi truong [4].

Muc tidu diéu tri Crohn va IBD la duy tri lui bénh 1am sang,
ngin chan bién chimg, t6i wu hoa sy phat trién thé chat, binh
thuong hoa chét luong cudc séng, ngan chan ton thuong rudt, gitt
lanh niém mac rudt va giam thiéu tac dung phu ctia thudc. Tuy
nhién, qua trinh diu tri ciing 1am ting nguy co nhidm tring co
hoi, do vay dt ra cau hoi vé nguy co nhiém Covid-19 nang trén
nhitng bénh nhan nay.
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Nhén c6 1 truorng hop IBD vao diéu tri tai Khoa Tiéu hoa,
Bénh vién Nhi dong 2 bi nhiém Covid-19, ching toi gidi thi¢u va
ban luan dé cling rat kinh nghiém trong qua trinh diéu tri.

2. Ca lam sang

Bé gai 12 tudi nhap vién trong tinh trang tiéu chay kéo dai 3
thang, di phan c6 nhay, 1an mau do twoi lwong it (>10 lén/ngéy),
kém sot, dau bung, sut 10 kg trong vong 3 thang. Tién cin ban than
va gia dinh khoe manh, khong di tng. Bénh nhan nhép bénh vién
tuyén dudi 3 dot trong vong 3 thang, dugc diéu tri nhiéu loai khang
sinh, truyén mau nhung bénh khong thuyén giam nén dugc chuyén
16n Bénh vién Nhi dong 2.

Tai Bénh vién Nhi déng 2, ghi nhan bénh nhan co téng trang
gdy, cin ning 25 kg, chiéu cao 150 cm (BMI=11,1), xanh xao,
an dau khip bung, khong dé khang, tham kham cac co quan khac
chua ghi nhan bat thudng.

Cong thire mau luc nhap vién co bach cau (WBC) tang 19,6 K/pl
v6i neutrophil chiém uu the ¢6 thiéu mau hong cau nho nhuoc sdc
v6i Hb 9,37 g/dl va tiéu cdu (PLT) ting 554 K/ul. Céc chi s viém
tang CRP 41,9 mg/l, VS 1 gio/2 gio 1a 25/55 mm. Bénh nhan co
tinh trang giam albumin mdu 17 g/l, protein méau 54 g/, ket qua
pANCA mau duong tinh. Xét nghiém phéan co nhiéu hong cau va
WBC, calprotectin phan 673 ng/g. Ciy phan khong thiy vi tring
va ky sinh trung hay trang. Cac xét nghiém sinh hoa khac va xét
nghiém tim lao cho két qua am tinh (bang 1).
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Abstract:

Covid-19 disease caused by the severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2), may lead to a severe inflammatory
response or cytokine storm. Immune dysfunction in untreated Crohn’s disease may augment the risk for a severe inflammatory
response to Covid-19. It is estimated that about 2% of severe children need to be hospitalised and the mortality rate is about
0.08%. Crohn’s disease most commonly occurs in the small intestine and the colon. It can affect any part of the gastrointestinal
(GI) tract, from the mouth to the anus. Crohn’s patients on immunosuppressive medical therapy may encounter an increased
SARS-CoV-2 infection risk. By contrast, immunosuppressive therapy may also have a potential benefit on clinical outcomes in
Covid-19, since it may suppress not only mucosal inflammation but also the severe acute respiratory syndrome SARS-CoV-2-
driven systemic inflammatory immune response. Adalimumab therapy can effectively treat both pediatric Crohn’s disease and
multisystem inflammatory syndrome in children temporally associated with coronavirus disease 2019 infection. However, the
management and follow-up plan still needs more consensus because it almost depends on steroids, adalimumab, and other drugs.
Covid-19 in patients with Crohn’s disease has not been well documented in the literature. Therefore, in this study, the authors
reported a case of a pediatric Crohn’s disease successfully treated with adalimumab after infected coronavirus 2 at Children’s
Hospital No. 2 from September 7, 2021 to November 4, 2021.

Keywords: Covid-19, Crohn, IBD, immunosuppressive, SARS-CoV-2.
Classification number: 3.2

Bang 1. Pac diém lam sang va xét nghiém trwéc va sau diéu tri.

Pic diém Trudc diéu tri Sau diéu tri

Lam sang

Pau bung Pau khip bung Khoéng dau

S6 1an di tiéu >10 lan/ngay 1 1An/ngay

Tinh chat phan Nhay méau Sét vang .

Can lam sang Hinh 1. Hinh anh néi soi dai trwe trang thdy mau da thira hau
WBC (K/ul) 19,6 14,01 mén & vi tri 12 gi®, tdn thwong viém phu né, viém dang nét,
Neutrophils (%) 63,1 56,6 cac 6 loét sau & niém mac dai trang.

el (el el = Trén ndi soi dai truc trang thdy c6 viém phi né toan bd niém
Het (%) S0l 8 mac dai trang, c6 nhiéu 6 loét sau, cham d& chay mau, tén thuong
WLER (il fc2 5 lan qua van hoi manh trang khoang 10 cm, hi trang ¢6 viém dang
PLT (K/pl) 554 455 ndt, co da thira hdu mon & vi tri 12 gio, goi ¥ bénh Crohn (hinh
Albumin (g/1) 17 37 1). Két qua giai phau bénh cac mau mo rudt sinh thiét khi ndi soi
Protein (g/l) 54 78 la viém da day ta trang man tinh, khong c6 Helicobacter pylori va
CRP (mg/l) 41,9 <1,0 viém loét hoi trang, dai tryc trang man tinh hoat dong (hinh 2).
VS 1 gio/2 gid (mm) 25/55 20/47 .

Fe (umol/l) 4 18

Ferritin (pg/l) 9 23

Calprotectin phan (ng/g) 673 N/A

CT scan bung cho thiy, viém day toan bo thanh dai trang
(duong kinh 16n nhat khoang 12 mm) va day ta trang doan
D2, D3 (dudng kinh khoang 9 mm). Két qua ndi soi tiéu hoa

(A) 5:‘ e %"h S :._‘
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Hinh 2. Hinh anh giai phau bénh (quang trwong x100). (A) Hinh anh
viém ruét, tap trung cac t& bao viém quanh hém tuyén; (B) Loét niém mac

trén c6 viém da day ta trang dang nét. rudt, mat té bao dai.
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Qua thim kham 1dm sang, két hop xét nghiém, két qua noi soi
hudéng dén bénh Crohn mirc do trung binh - nang (Pediatric Crohn’s
disease activity index PCDAI 65 diém), bénh nhéan dugc bit dau
diéu tri methylprednisolone tinh mach lidu 2 mg/kg/ngy trong 2
tuan, sau do chuyén sang prednisolone uong 40 mg/ngay (1,5 mg/kg/
ngay), mesalamine, azathioprine, ché do an EEN (Exclusive enteral
nutrition) cung voi khang sinh tinh mach.

Sau 3 tuan diéu tri, bénh nhan c6 cai thién, PCDAI giam 20 diém.
Tuy nhién, khi giam liéu prednisolone xubng 1 mg/kg/ngdy trong
vong 1 ngay, bénh nhan xuat hi¢n tiéu 1ong nhay mdu trd lai nén duoc
str dung thudc khang TNF - adalimumab.

Thoi diém nay, bénh nhan duong tinh v6i SARS-CoV-2, ngudng
chuky (CT) 1a 22 sau tiép xtc voi 1 ca nhiém Covid-19 clng phong,
hoi chan khoa tam hodn dung adalimumab.

Trong qua trinh cach ly 18 ngay do Covid-19, bénh nhén khong
s6t, ¢ ho khan, khong suy ho hap, duge tiép tuc dicu tri prednisolone
ubng 40 mg/ngdy va azathioprine. Bénh nhan c6 2 lan di phan sét
vang c6 it mau do tuoi, cdi thién sau khi dugc thém omeprazole.

Khi c6 két qua Covid-19 4m tinh va két thuc cach ly, vao ngay
thtr 19 nhidm Covid-19, bénh nhan dugc khoi dong didu tri voi
adalimumab tiém dudi da liéu dau 80 mg/ngay.

Sau 2 thang didu trj, bénh nhan dién tién tdt, duoc xuat vién didu
tri ngoai trfl va hen tai kham mdi 2 tuan dé tiém adalimumab va dénh
gia dap tmg, ndi soi kiém tra sau 12 tuan diéu tri.

Crohn la mot thé cta IBD c6 thé dan dén nhimg ton thuong rugt
tién trién va nhimg bién chimg, anh huong dén chit lugng cude song
cua tré. Truong hop bénh nhi trong nghién clru nay d tiéu chuan chan
doan Crohn, gém dau bung, ti€u long, phan mau, VS tang, albumin
mau glam nhidu, calprotectln/phan tang cao, ndi soi dai tryc trang
thdy ¢ viém | phu né niém mac dai trang, o nhiéu 6 loét sau, cham dé
chdy mdu, hoi trang c6 viém dang ndt. Mo hoc: viém rugt, tap trung
cac té bao viém quanh hém tuyén, loét niém mac rudt, mét té bao dai.
Ddi chiéu céc triéu chimg Covid-19 ciia bénh nhi nay, theo phan do
1am sang 6 tré em ctia BO Y té thi day 1a thé nhe.

Viéc chin doan mudn va didu tri tré, tinh trang viém man tinh
ngay ca khi khong co triéu chimg s& dan dén két cuc xéu [5]. Vay
nén, cac bién phap can thiép sém va theo ddi tich cuc co thé phong
ngua céc bién chimg [6 ]. Vi tinh chét man tinh, kéo dai ciia Crohn,
céc dicu tri hién nay nham muyc dich tao sy thuyén giam bénh trong
thoi gian ngén va duy tri sy thuyén giam nay dai han. Cac chat dang
dugc sir dung hién nay trong diéu tri Crohn bao gdm mesalazine (5-
ASA), steroid, thiopurine (vi du, azathioprine va mercaptopurine),
methotrexate va cac li¢u phap sinh hoc nhu khang yéu t6 hoai tir u
(anti-TNF), khang integrin va IL12/23 [7].

Ddi v6i bénh nhan Crohn trung binh - nang dugc khuyén céo khai
dau bang corticosteroids toan than dé tao sy lui bénh, két hop vai chat
trc ché mién dich khac c6 tac dung cham hon 14 thiopurine dé duy tri
lui bénh [7].

Thir nghiém REACT (phdi hop céc trc ché mién dich som dé kiém
soat bénh Crohn) cho the”iy, viée st dung sém céc khang thé don dong
(vi du adalimumab) két hop vdi thudc e ché mién dich ¢ nhimg
bénh nhdn c6 nguy co bién chimg cao, so véi viée xir tri theo timg
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budc thong thuong, c6 ty 1¢ bién ching va cn nhap vign va/hodc
phdu thuat & bénh nhan CD sém thip hon dang ké [6]. Tuy nhién,
mot nghlen ctru doan hé 16 trén toan québc cho thay, liéu phap phdi
hop ¢6 lién quan dén nguy co nhlem trung nghlem trong cao hon so
v6i don tri li¢u khang TNF [8]. Diéu nay dat ra moi lo ngai vé nguy
co nhiém Covid-19 ning trén bénh nhan Crohn dang diéu tri véi cac
thudc e ché mién dich.

Mic du vay, thyuc té ¢ nhitng bénh nhan dang diéu tri Crohn véi
methylprednisolone va azathioprine di méc Covid-19 murc d9 nhe chi
¢6 triéu chimg ho khan. Piéu nay ciing dugc nhan thiy trén 7 ca tré
mic Covid-19 va IBD ¢ 102 trung tam lién két v6i nhom IBD tré em
Porto thugc Hiép hdi Ti€u hoa, Gan mat va Dinh dudng Nhi khoa
chau Au (ESPGHAN) tinh dén ngay 26/3/2020 [9]. Tt ca cac ca nay
déu nhiém muc do nhe khong can nhép vién mdc du dang didu tri
v6i cac thude tre ché mién dich, steroids va/hodc céc thude sinh hoc.
Nghién cuu trén 290 tré bi IBD trong thoi ky dinh dich Covid-19 o
Lombardy tir thang 2/2020 dén thang 4/2020, c6 24 ca c6 tri¢u ching
nghi ngd Covid-19 va tat ca cac ca ndy déu khong co tri¢u ching
nang [10]. Tuong tu, cdc quan st trén nhung bénh nhi méc bénh gan
dang diéu trj voi e che mién dich & mién bic nudc Y cho thay, chi ¢
3/700 trwong hop méic Covid-19 va khong ¢6 ca nao ning [11].

Mot nghién ctru 16n hon, da trung tim ¢ Ha Lan voi ¢ méiu
34.763 b¢nh nhan IBD nhén thay, ty 18 mic Covid-19 & nhung bénh
nhan nay twong duong dan sd chung va 20% cac ca nay dién tién
ndng. Bén canh do, nghién clru cling chi ra vige ¢ tir | bénh kém
theo 14 yéu t6 nguy co doc lap bénh nhan IBD mac Covid-19 phai
nhap vién (OR=5,08, p<0,001), trong khi viéc s dung thudc trc ché
mién dich va thude sinh hoc khong 13 yéu t nguy co [12]. Viéc diéu
tri corticoid ddi voi bénh Crohn cua chung t6i ¢ 1am tang nguy co
nhiém Covid-19 hay khong can nghién ciru tiép v6i c& mau lon.

C6 nhidu co ché gidi thich cho vigc nhiém Covid-19 nhe ¢ cac
bénh nhan nay. Bénh Covid-19 do virus SARS-CoV-2 xam nhap vao
té bao qua cac thy thé men chuyén angiotensin 2 (ACE2) va gay ra
céc dap mg viém thong qua cc cytokine tién viém nhu interleukin
(IL)-6, IL-8, IL-10, anh hudng dén nhiéu co quan, dac bi¢t 1a ph6i
[2]. Cac nghién ctu tai Vi Han (Trung Quéc) nhan thay, n6ng do
cac cytokine va chemokine (vi du nhu IL-6) tang ¢6 lién quan den do
nang cua bénh, thong qua co ché dap tmg viém qua mitc do 16 loan
diéu hoa dap g giai doan cép phu thugc IL-6, glam tébao T gy doc
va NK [13, 14]. Diéu nay g1a1 thich tai sao ngoal thudc khang virus,
chc phuong phap didu hoa mién dich va tao mién dich thu dong co
tiem nang trd thanh bién phap cai thién du hau trén cac bénh nhan
méc Covid-19 nang [15].

Thang 5/2020, Tap chi Tiéu hoa va Dinh dudng Nhi khoa déng
mot bdo céo ca lam sang bénh nhan Crohn mic Covid-19 véi hoi
chimg viém da co quan (MIS-C) [16]. Bénh nhan nay méi dugc chin
doan Crohn khong o mirc do, mac Covid-19 véi cac dap (mg viém
manh, xét nghiém cytokine ¢ IL-6, IL-8, TNF-a tang. Bénh nhén
duoc quyét dinh diéu tri voi thude khang TNF-o Infliximab dé diéu
tri Crohn va vai tro c6 the trong didu trj con bdo cytokine do MIS-C
lién quan Covid-19. Két qua bénh nhan cai thién ngoan myc sau lidu
Infliximab du tién va xudt vién, goi ¥ kha ning trc ché cytoklne Vi
liéu phap khang TNF-o don dgc [17]. Mat khac, hién tai van chua
ghi nhan két qua bét loi & nhimg bénh nhan IBD méc Covid-19 didu
tri voi khang TNF-a [18]. Tuy nhién, viéc st dung liéu phap nay cho
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cac rdi loan mién dich trong Covid-19 kém IBD hodc khong can duoc
nghién ctu thém.

Hiép hoi Tiéu hoa Anh dua ra hudng dan diéu tri IBD trong
dich Covid-19 [19]. Theo do, khuyén cio khong nén dimg cac
thude dang diéu tri bénh IBD, dua trén két qua mdt nghién ctru hoi
ctru mo ta 16n va nghién ctru bénh chimg cho thay IBD hoat dong
¢ lién quan dén nguy co ting nhiém trung, tang su dung steroid,
nguy co nhap vién va trai qua cudc mo 1én [20] Céc thudc steroid
nén duoc tranh st dung néu c thé va nén glam lidu nhanh, tuy
nhién khong nén ngung dot ngot. Hién chua co bang ching cic
thudc diéu hoa mién dich khic nhu azathioprine va khang TNF
(adalimumab, infliximab) lim ting nguy co nhiém Covid-19.

Bén canh do, Hi¢p hoi Tiéu hoa Hoa Ky (AGA) dua ra cac cép
nhat thye hanh diéu tri IBD khuyén 4o khi bénh nhan duong tinh vdi
Covid-19 va khong c0 triéu chimg, nén giam lidu prednisolone (<20
mg/ngay) ¢ thé chuyén sang budesonide, tam thoi ngimg st dung
céc thudc thiopurine, methotrexate va khang TNF (nén hoin 2 tuan);
¢6 thé khoi dong lai cac thude khi hét triéu ching hodc xét nghiém lai
Covid-19 Am tinh hay da budc sang giai doan mién dich ciia Covid-19
[21]. Tuy nhién, cling 6 cdc gié thuyét lién quan thudc khang TNF ¢o
thé sir dung trong Covid-19 vi tac dung chong cytokine, phong ngua
dién tién suy ho hap, mo ra tiém nang vé viée sir dung thude nay trong
diéu tri dong thoi Covid-19 va IBD.

Anh huéng cta Covid-19 dbi voi mién dich dudng rudt va bénh
nhan IBD van chua 10 rang. Dic bigt, cac vén ¢ lién quan dén nhiém
SARS-CoV-2, dac diém 1am sang cta Covid-19 dbi v6i IBD; anh
huong thye sw cua tudi, gioi tinh va thude tre ché mién dich van chua
dugce hiéu ro.

Co tac gid nghién ctru ghi nhan mirc TNF-a ting 1én trong con béo
cytokine do Covid-19 va IBD dang hoat dong. Diéu trj bang Infliximab
¢6 hi¢u qua voi tré em mic bénh Crohn va nhiém Covid-19. Vai trd
ciia tic nhan khang TNF & bénh nhan MIS-C tam thoi lién quan dén
Covid-19 can dwoc didu tra thém.

Trén bénh nhéan cua ching t6i dang c6 bénh Crohn muc d¢ trung
binh - nang, viéc ngung corticosteroid c6 nguy co lam bung phat dot
viém rugt. Bénh nhan c6 xét nghiém duong tinh véi SARS-CoV-2
nhung chi ¢6 tri¢u chung ho khan, nén c6 thé xem xét s dung
azathioprine lai sém va nhanh chong khoi dong adalimumab sau 2 tuan.

Day la trudng hop déu tién dugc ghi nhén tai Bénh vién Nhi df‘)ng
2, viéc dung thuoc khang TNF (adalimumab) ¢ thoi diém nao 1a phu
hop nhét doi voi mot tré bi bénh Crohn va nhidm dong thoi Covid-19,
ching toi chua c kinh nghiém nhiéu, mit khac y vin ciing chua duoc
ghi nhan nhiéu va con nhidu van dé chua duoc hiéu twong tan. Moi
lién quan giita viéc sir dung cac thudc diéu hoa mién dich trong IBD
va d ndng khi nhiém Covid-19 nén can dugc nghién ctru thém.

4. Két luan

Bénh nhan Crohn khi giam liéu corticoid ¢6 xuét hién triéu
chimg nén dugc khoi dong diéu tri sém véi thude khang TNF, cu
thé 1a adalimumab. Bén canh d6, bénh nhan IBD nén tuan thu céc
bién phap phong chong dich nghlem ngit, mang khiu frang, rua tay
va han ché di dén chd dong ngudi. Adalimumab c6 thé diéu trj hiéu
qué ca bénh Crohn va nhiém dong thoi Covid-19. Bénh nhan IBD khi
nhiém Covid-19 khong nén ngung dot ngot corticoid va xem xét sir
dung sém thudc khang TNF.

TAP CHI

HOA HOC

ONG NGHE /It Nam 64(5) 5.2022

Mbi lién quan giita viéc st dung céc thude G ché mién dich
trong bénh IBD va tang nguy co nhiém Covid-19 hodc do ning khi
mic Covid-19 ciing nhu vai tro cia thude khang TNF doi véi bénh
Crohn va nhiém dong thoi Covid-19 can duge nghién ctru thém trong
thoi gian toi.
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