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Abstract

Crohn’s disease is a chronic inflammatory disease that can affect any part of the gastrointestinal
tract such as the oral cavity to the esophagus, stomach, small intestine, colon, and anus. Perianal
manifestations of Crohn's disease include fistulas, abscesses, and anal lesions such as stenosis
and anal fissures. Symptoms vary Jfrom patient to patient: from anal pain, anal canal to defecation
disorders such as incomplete defecation, discharge, perianal pus discharge or even difficulty in
defecation. Diagnosis is based on the body clinical examination, anorectal examination, digital
rectal examination, and colonoscopy under anesthesia. Today, the most common classification
used is the Park, which can be divided into simple or complex anal fistula, from which to choose
appropriate treatment. Treatment therapeutic include: antibiotics, drainage, fistula closure
surgery and drugs to treat Crohn's disease such as corticosteroids, immunosuppressants,
biological drugs. Even with medical advanced therapeutic in the diagnosis and treatment of
Crohn’s disease, anal fistula is also one of the common complications, complicated treatment,
greatly affecting the quality of life of patients. Our patient is a male, 22 years old, discovered an
anal fistula 2 years ago, was treated according to the classical regimen with corticosteroids, 5
ASA, azathioprine and drainage, seton placement, fistula closure surgery, antibiotics. When the
patient agreed to biologic therapy with infliximab, with the third infusion, the fistula was almost
completely healed, no longer leaking and quality of life improved clearly.

Keywords: anal fistula, Crohn’s disease, biologic therapy
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Tém tit
Gidi thi¢u: Theo dbi thudc diéu tri (TDM) cla céc sinh pham nhv infliximab va adalimumab
ngay cang dugc sit dung nhi€u hon d€ t5i vu héa viéc quan 1y 1am sang bénh nhan mic bénh
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Tém tat
Gidi thiéu: Theo doi thudc diéu trj (TDM) cda cdc sinh phdm nhu infliximab va adalimumab
ngdy cang dugc sit dung nhiéu hon d€ t6i wu héa viéc quan 1y 1am sang bénh nhan mic bénh
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viém rudt (IBD) va viém loét rudt k&t (UC). TDM c6 thé dudc sit dung nhu mot cong cu dé dua
ra quy&t dinh 1am sang khi bénh nhan mit phdn @ng vdi sinh phim va c6 thé gitp 67 wu héa
liu lugng khi bénh nhan dang diéu trj duy tri. Viéc 4p dung TDM sé& cai thién tinh an toin va
hi€u qud chi phi & cdc giai doan khéc nhau ciia liéu phdp sinh hoc.

Theo doi thude di€u tri: C6 mot s§ ky thuat (ELISA = Enzyme-Linked Immuno Sorbent
Assay, RIA = Radio Immuno Assay, HMSA = Homoological Mobility Shift Assay, ECLIA
= Electrochemiluminescence Immuno Assay, LC-MS = Liquid Chromatography Mass
Spectrometry and LFA = Lateral Flow Thit nghiém) dé x4c dinh mic do thudc. Piéu quan trong
12 k&€t qud TDM thu dugc tlf cdc xét nghiém da dugc tieu chuin héa theo Tidu chuin Quéc &
NIBSC/WHO. Tai thdi diém nay, mot s6 sinh phdm dugc st dung va theo doi trong thuc hanh
1am sang, tuy nhién TDM thudng dugc 4p dung d€ 5 wu héa nong d§ thudc nhim muc tidu
TNF-alpha (infliximab, adalimumab). Mau d€ do nong do thudc ludn duge 18y & mite ddy, ngay
truée 1an dung thudc ti€p theo.

DM chi dong va phan éng: C6 2 cach dé ap dung TDM. TDM phan wng lién quan dén viéc
do ndng do thudc trong huy&t thanh va do ADA (Khéng th€ ch&ng ma tiy) khi bénh nhan khong
dép ting t6t vdi phuong phap diéu tri, vi du nhu khang TNF-a. Proactive TDM nhiim muc dich
t01 vu h6a ndng @6 thudc thong qua cac phép do ndng do thudc trong huyét thanh theo lich trinh
va phép do ADA. Ap dung TDM phén ¢ng dugc bao gdm trong Huéng dan cia AGA (Hiép hoi
Ti€u h6a Hoa K¥). T4t ca cic 5 chic khac nhu ACG (American College of Gastroenterology)
WGO (World Gastroenterology Organization) khong ¢6 khuyé&n nghi nio trong huéng din cia
ho. Nhin chung, bing ching cho viéc si dung TDM chii dong 1a kha méng. O Uc, da c6 su
dong thuan vé viéc kiém tra TDM chit dong trong mot s6 tinh hudng nhét dinh (sau khi khéi
phét thanh c6ng & tuln thd 14, & nhitng ngudi co dy tinh nghi thudc va dinh ky trong thoi gian
thuyén gidm n€u k&t qua c6 dnh hudng dén viec quén 1y)

Cac cong cu cho TDM: Nhitng nam qua, mot s6 trang web da xudt hién cung cip cac cong
cu c6 thé dugc st dung d€ gidi thich cc k&t qud TDM. Chiing t6i dé xuét BridgeIBD Biologic-
Therapy-Optimizer. Thuét toan ndy dya trén cong bd clia Papamichael et. al 6

Sinh hoc TDM: Mic dii hdu hé&t cdc bai bio v& TDM dé cap d€n khdang TNF-o nhu infliximab
va adalimumab, ching i hy vong rang TDM cho cédc sinh phdm khac nhu vedolizumab va
ustekinumab s& tr§ nén phd bi€n hon trong tuong lai gan.

Chi phi sinh pham: Chi phi sinh phim kh4 cao, mic di bing sdng ché ciia adalimumab va
infliximab da hét han, ching ta s& thdy nhiéu loai biosimilar (ré hon) tham gia vao thi trudng
lam sang.

K&t luan: Mot hoi dong céc chuyén gia IBD dd dong ¥ vé sy phit hop clia viéc thuc hién it
nhit 1 TDM trong nam déu tién ciia liéu phap khdng TNF duy tri.5

Tht nghiém NORDRUM (A) da kiém tra TDM chd dong trong qué trinh khéi phét infliximab
va thay riing n6 khéong cai thién ddng k€ ty 16 thuyén gidm trong 30 tuin.’

Thit nghi¢ém NORDRUM (B) k&t luan ring TDM d8i véi infliximab duy tri duy tri khd ning
ki€m sodt nhiéu bénh viém qua trung gian mi&n dich 5t hon so v6i liéu phép tiéu chudn.®
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Abstract

Introduction Therapeutic drug monitoring (TDM ) of biologicals like infliximab and
adalimumap is increasingly used to optimize the clinicql management of patients with Inflammatory
Bowel Disease (IBD) and Ulceratiye Colitis (UC). TDM can be used as a tool Jor clinical decision
making when a patient is losing response to the biologicals and can help to optimize the dosing
when a patient is in maintenance therapy. Application of TDM wil] improve the safety and cost-
effectiveness at different stages of the biologic therapy.

Therapeutic drug monitoring: There gre several technigues (ELISA=Enzyme-Linked
Immuno Sorbent Assay, RIA=Radio Immuno Assay, HMSA:Homogenous Mobility Shifr Assay,
ECLIA=Electr0chemiluminescence Immuno Assay, LC-MS =Liquid Chromatogmphy Mass
Spectrometry and LFA =Lateral Flow Assay) to determine the drug level, Important is that the T DM

Standards. At this moment, several biologicals gre used and monitored in clinical practice, however
most often TDM is applied for optimizing drug levels targeting TNF-alphq (infliximab, adal imumab).
Samples to measyre drug levels are always taken ar trough level, just before the next dosing.
Proactive and reactive TDM: There qre 2 ways to apply TDM. Reactive T, DM involves
measuring serum drug levels and measuring ADA (Anti-Druyg Antibodies) when g patient is not

adalimumab, we expect that TDM for other biologicals [ike vedolizumab and ustekinumab wijj
become more common in the near future.

Costs of Biologicals: The costs ofbiologicals are rather high, al thoughsince the patents of adalimumalp
and infliximab




