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Guidelines for the Management of Crohn’s Disease
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Department of Internal Medicine, University of Ulsan College of Medicine®, Seoul, Ajou University College of Medicine®, Suwon, The
Catholic University of Korea College of Medicine3, Seoul, Yeungnam University College of Medicine4, Daegu, Yonsei University College
of Medicine®, Seoul, Chung-Ang University College of Medicine®, Seoul, Sungkyunkwan Universitiy School of Medicine’, Seoul, Department
of Medicine, Korea University Graduate School®, Seoul, Korea

Crohn’s disease (CD) is a chronic inflammatory bowel disease (IBD) with uncertain etiopathogenesis. CD can involve any site
of gastrointestinal tract from the mouth to anus and is associated with serious complications such as bowel strictures, perforations,
and fistula formation. The incidence and prevalence rates of CD in Korea are still lower than those of Western countries,
but have been rapidly increasing during the past decades. Although there are no definitive curative modalities for CD, various
medical and surgical therapies are currently applied for diverse clinical situations of CD. However, a lot of decisions on the
management of CD are made depending on the personal experiences and choices of physicians. To suggest preferable approaches
to diverse problems of CD and to minimize the variations according to physicians, guidelines for the management of CD
are needed. Therefore, IBD Study Group of the Korean Association for the Study of the Intestinal Diseases has set out to
develop the guidelines for the management of CD in Korea. These guidelines were developed using the adaptation methods
and encompass the treatment of inflammatory disease, stricturing disease, and penetrating disease. The guidelines also cover
the indication of surgery, prevention of recurrence after surgery, and CD in pregnancy and lactation. These are the first Korean
guidelines for the management of CD and the update with further scientific data and evidences is needed. (Korean J Gastroenterol
2012;59:141-179)
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1. 718
gobg<d1es] IBD dA3]oflA= 2007d 99 7Y =

2009 3¢ 5ol &EE AT
29 A slol=eRl W ol a7t 1BD o
T3] 20099 109 209, A2Y X8 slo|=etels Az}

3 %
712 Agetsint. slel=etel AL 2991 g
812 1BD 97817 Beheln, AR oA oAt
3 IBD AT3] 24 5919] 23|zt Hiel(e Y e 7,

SARSIL Sfahesh, ARk ojukeeh, ol 3
PREOSL Sahes, Aol gL olstejeh, A7)
SAA R ST, 3 HHTHFAHSL Sfaefsy
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AR, 20009 119 129 A 395 7
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Wit diolE digo= 3t 4
A5l 45358 9 7ho| =Rl AAslr| &2
A7gstAt. o]o] 20104 49 239 Y] 3| HE=
7129 A= 7to|EekelE 48 & (adaptation)sh= &
o] g-sto] 7o ZElelS A&sr| & st 20109 59 13%
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| Definition of the key questions |

| Searching for source guidelines |

| Assessment of guideline qualities and selection of guidelines |

Evaluation of recommendations
for key questions in the selected guidelines

| Drafting recommendations and evidences |

| Delphi meeting for levels of agreement on recommendations |

| Drafting guidelines |

| Internal review and endorsement of guidelines |

| Establishment of plan for updating guidelines |

| Production of final guidelines |

| Distribution of guidelines |

Fig. 1. Workflow of developing guidelines.
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Skt
1) 7t0|=2t0lo] SHAEIZ M (definition of the key que-

stions)

AT9193]19] 5319] AUt Hitole] EES AH
Al A7|EE JREAES FHOE AR A%
Skl

2) 7|& 324 X2 710|=2t2l M
guidelines) (Fig. 2)
Fig 2.9} 22 WS o] 83te] 7|2 X8 7to|&
AAEE T
3) HME 710|=2t219| WUt 9l MEd(assessment of guide—

line qualities and selection of guidelines)

(searching for source

RlIES

H Qe BA (scope and purpose), ©]3fFAFAFS] o (stake-
holder involvement), 789 HZAAl(rigour of development),
9] HEA(clarity of presentation), Z-8-4)(applicabili-
ty), B9 =94 (editorial independence)o]| EHoH A FLS)
& 291 HrF A4l T2 10089452 SHAI T, SHAF A4
7} 6074 o|Akel 9] JSof 349 7=A], 404 oA 604
Slvisl el Aol 2399] 7HE, 409 skl gele] 7
sroll 179) FFAE Fof % W& AWIATHAY 187)
2 % A% to] 159 o)4kel BRI AFNAT, 1 A
A= 10719 3L Table 13 Zth

AR A 9] 10719 £
HAARG 9 o et SASHE 9 HilgEe
Aefstal, b= o] 7hol=ekelo] W ejel T
ot vl Al WE& Hal qlol AdskA] ¢
of AeJetgiet. 1 Adt F 774 ZE F8ARe
Aoz g At
4) XHEHE 710|E2IQ1O] AR HE| 3 H7Hevaluation of

recommendations for key questions in the selected

1:[—‘—
JLE

floF 22 e B9l ANE ZHE 5 A2 AR 7ol guidelines)
tglol 3o 6‘1—9](31— (consensus) 9,] AL 74 13719 &3 AARTE WAIA | &), A= 77 A7 7toltelele] H
= AABIHALFig. 2), 2 w3 G 2919 AFl9do] Appraisal  ILAFES AEfskal W, Hristo] S A, B HAE
of Guidelines Research and Evaluation (AGREE) II L=+ Fof gt HIA}E 48 715 Aow wotE| Qi
£ o]g3to] B71et9rt>® 2 AGREE 119] 67] domain?l
Searching period: 2005.1.1-2010.5.17
Total number of literatures: 736
o _ N
National Guideline
Database Guideline International NHS Evidence Pubmed Webpages of
Clearinghouse Network Inflammatory
Crohn ("Inflammatory bowel bowel disease-
Searching\ Crohn Crohn gissasg"[Mesh]A%RD related society
key words rohn dlseage)
- systematic[sb]
'd h N\
S?:;zltlgg 95 literatures 37 literatures 259 literatures 335 literatures 10 literatures
o %
Limited to guideline/consensus )
g Limited to adult
ANV | Limited to English/Korean

| Initial selection:

31 literatures |

S

_( 18 literatures were excluded after
detailed review

| Final selection: 13 literatures |

Fig. 2. Searching, evaluation and selection of previous guidelines for the management of Crohn’s disease.

NHS, National Health Service.
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Table 1. Ten Guidelines Selected with AGREE Il Instrument

No. Title Country/ Journal Year Volume/Page
Language
1 Guidelines for treatment with infliximab for Crohn’s disease  Netherlands/ The Netherlands Journal 2006 64:219-229
English of Medicine
2 American Gastroenterological Association Institute technical USA/ Gastroenterology 2006 130:940-987
review on corticosteroids, immunomodulators, and English
infliximab in inflammatory bowel disease
3 Medical management of mild to moderate Crohn’s disease: UK/ Alimentary Pharmacology 2007 26:987-1003
Evidence-based treatment algorithms for induction and English & Therapeutics
maintenance of remission
4 Therapy of Crohn’s disease — Update 2008 Switzerland/ Digestion 2007 76:84-168
English
5 Practice parameters for the surgical management of Crohn’s USA/ Diseases of the Colon 2007 50:1735-1746
disease English & Rectum
6 American gastroenterological association institute consensus USA/ Gastroenterology 2007 133:312-339
development conference on the use of biologics in the English
treatment of inflammatory bowel disease, June 21-23, 2006
7 Canadian association of gastroenterology clinical practice Canada/ Canadian Journal of 2009 23:185-202
guidelines: The use of tumor necrosis factor-alpha English Gastroenterology
antagonist therapy in Crohn’s disease
8 Management of Crohn’s disease in adults USA/ American Journal of 2009 104:465-483
English Gastroenterology
9 The second European evidence-based consensus on the EU/ Journal of Crohn’s and 2010 4:28-62
diagnosis and management of Crohn’s disease: Current English Colitis
management
10 The Second European evidence-based consensus on the EU/ Journal of Crohn’s and 2010 4:63-101
diagnosis and management of Crohn’s disease: Special English Colitis
situations
AGREE, Appraisal of Guidelines Research and Evaluation.
Table 2. Levels of Evidence
Evidence level Contents

Homogeneous evidence from multiple well-designed randomized (therapeutic) or cohort (descriptive) controlled trials,

Evidence from at least one large well-designed clinical trial with or without randomization, from cohort or case—control

Grade A

each involving a number of participants to be of sufficient statistical power
Grade B

analytic studies, or well-designed meta-analysis
Grade C

Evidence based on clinical experience, descriptive studies, or reports of expert committees

5) SHAEZO| CHot HuAre 3 HHZEAHH 2d(drafting rec-
ommendations and evidences)
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updating guidelines)
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Table 3. Crohn’s Disease Activity Index

(1) 2Y &3k "It X
A= o] AA Ay &5+ (disease activity)E FH7}ot

= O
7] $18 AHgE= ]EE% Crohn’s disease activity index
(CDAI) (Table 3)"° 3! Harvey-Bradshaw index (HBI)''7}
tjst2loltt. o] & C Am o] dATE Y Aw Aol
A de] AMEE AL 913, CDAI 150 vy #Hfj(remission),
150 ©]A+ 220 ]E&% o% =5 (mild activity), 220 o)A
450 HFFe 25T G55 (moderate activity), 4560 |4

a9 L. 12
22 @5 L (severe activity)® SRFHTUR

ol 7% =
o R ot A9E ok Ak relapse)ﬁ AFH #
Sfofl R SERfo A FAo] thA] WS AS ofn|sh, ¢
AAFo| = HE CDAIZE 160 X3}t Al 70 0|4 Ab
= Aoz Aot ® e} X HH-S CDAI 100 oA
AR Aostd, A 9A] CDAIZE 1508 RIBFHA
100 ol A5k Ao ® ook Alo] &t Aow 47t
=k 27] A early relapse)S T8 T T 371 o]y

Aog Aot 4 Qlr}'®
Corticosteroid &% &2 (corticosteroid-refractory dis-
ease)2 prednisolone 0.756 mg/kg/day® 45 ©]AF X756l

T BEAo] A&EE A0S W}’ Corticosteroid A

Items Factor

1. Number of liquid or very soft stools* x2
2. Abdominal pain* (O=none, 1=mild, 2=moderate, 3=severe) x5
3. General well-being* <7

(O=generally well, 1=slightly under par, 2=poor, 3=very poor, 4=terrible)
4. Number of 6 listed categories patient now has:

1) Arthritis/arthralgia

2) Iritis/uveitis

3) Erythema nodosum/pyoderma gangrenosum/aphthous stomatitis x20

4) Anal fissure, fistula, or abscess

5) Other fistula

6) Fever over 100°F (37.8°C) during past week
5. Taking lomotil/opiates for diarrhea (O=no, 1=yes) x30
6. Abdominal mass (0O=none, 2=questionable, 5=definite) x10
7. Hematocrit (Males: [47-hematocrit], Females: [42-hematocrit]) x6
8. Percent below standard weight (normogram) x1

*Sum of 7 days.
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(corticosteroid-dependency)S AH =% wf&o] cortico- 4) AE2HO| AH HQ|

steroid AJZ} 37]¥ o]ylof prednisolone 10 mg/day (bu- =4 ALl (localized disease) 4 A Zo|7} 30 cm v

desonide 3 mg/day) ©|3l= HHE 4 = AL, = cor- uko] ALE ou|glal, o]l F& 3|WE (ileocecal area)s

ticosteroid F¢ 374 oo Aweh= ASE Aosit® AW Ao dgHc? I3 FH9] A3Hextensive
(3) 7IEt 23k "It WY disease)}> A 91X o A glo] d5 B Myl do] T

A5 AZSHAL BAeH] Mol CDAIL HBI olsle] o] 100 cm o<l A§-olch.™
3ol AWBEE A\ E CRP 59| % AR EE

23]

FBUAAAAF 5 713t AJfsls Ao ARHTH? 2. 839 IBY X Lu2S(Fig. 3)

2) 2ol A = H5E A=Y A& ¥ieE2 Fig 3% gt
Vienna 25" 91 Montreal £-3'%¢] ] = ﬁ %3394 #

W OR9= L g S8 23, L2: o XJEHXJ = 2

(T I3 o), L AR = Zﬂﬂ 1

b 298 Ao R EFY 5 9t Vienna woﬂ% 1. 48 3889 X2

AR AZ M ZHo] 9JoH 147 EH519 oY, Montreal £ 1) A 222t S#5=0 ME X|&

FollAe AR Aol §l& tie 145 L1-L3] 71 (1) 3|WLo =etE I=2H(localized ileocecal CD)

7 QU 3 Ko7t glet. o] FrolEeRilof A= A2 o XY O AE-55% JWE 324

S e w3t A2, g 329, FHe &% Budesonide 1% 9 mg F0{7} 7+ *'|§5“:HA]

AEHo R FERoto] 7]&skqlh o MEJ oA AAor FOTH40%) WA= Fo%t

3) 2Ho| Ay HE (60%), Tk F-5(0%), WA= FJsHA] ?%%(0%), A
A2 o] AY dPefl= Vienna £72} Montreal 57 &% HOog FOlSkA] ¢FE&(0%).

oAl Bl: 4ZF®EH, vTEY), B2: €&y, B3 F3Y MLl corticosteroid= budesonided]| 2H28HX| Q47{Lt

(FEY)ox EF8lL Ity Vienna E-FolAE & F9 [B], T4l BH&E 71 SSE IEHUM[A] MR°H'—f

ol B3°ﬂ FEEL, Montreal wFollA= oHE 9 HH o MBIt oA AH R FTH60%) A=

0] 9J= 7L p (perianal disease modifier)& B1-B3¢f 7} (40%), B §H(0%), HAZ F25}HA ‘{%}%(O%), Xj

o & A T Aol it HOog FOTtA ¢EE(0%).

FIO

Mesalamine?| 842 H$HHO0|CHA]

| Active Crohn's disease |

v v

Mild to moderate | | Moderate to severe

' '

Budesonide (9 mg/day) > Systemic corticosteroid
5-ASA || remmmeee- > +AZA/6-MP
| * s
v I v ' v

N

1
1
| Remission | | No remission | | Remission | E | No remission |
1
v v : il
Maintenance Maintenance |
- I i-
et I SR
observation elapse 5.ASA Relapse =
— / l - Fig. 3. Algorithm for the treatment of
| No remission | | Remission | . -
active Crohn’s disease.
l 5-ASA, 5-aminosalicylic acid; 6-MP,
¢ A Maintenance 6-mercaptopurine; AZA, azathioprine;
| surgery | | Otherbiologics |1"Ee-lég-)§é" anti-TNF MTX, methotrexate; TNF, tumor ne-
+AZA/6-MP :
crosis factor.
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o MEI} oA AHoE BoPU0w), GAZ FIAY
(45%), Tt FE(16%), AR SOJSHA] =(0%), &
Aoz FYBkA| AE(0%).

SUR= HHER| QHTHAL

=

* W27t

A

oA SFAI7} fel=]7] AlRFSke] TR B 9E ol A
s WEEo] 3kE YRR $8 9IRS Wit 4
1 9] A =of ARHg-E Tt Budesonide (19 9 mg) A5
83 oF 50-70%°] We&S Kol 9ok % mesal-
amine 19 4 g Folo]® w3 £33 a%-S vrepL)
Cochrane #]H-9]|A budesonide= Al corticosteroido] H]
of AmdFol oKt o WA, oA B ARIET} 9
QA o v AFL 7k 9l9th ' T3t budesonide$}
%Al corticosteroidg B|u et 6712 A-E weREAe At
712&9] corticosteroid X &7} budesonide©] H|3[| Z=H 9]
Fegol T =oto v Y E[RR] 0.87, 95% A= L7t
[CI] 0.76-0.995), AW BYL7} @& T = F A=
% 23 35S UEY O H(RR 0.91, 95% CI 0.77-1.07)
budesonide X &0 A] corticosteroide} ATE HzFL db
o] AABETL 35% Fr FAsteieh? webd Frel 3
PE 220 %, budesonide £ 5 $AA o7 AT
=3

ZEr o] Fur 3210 AL budesonide?} Al cor-
ticosteroid’} E5 ARE 7}Fssich. Al corticosteroidi=
prednisolone 1 mg/kg ¢ o 75 Yo 92%9] Hsf&S
B Hr2 Aga50] =3 v, budesonided] H|3 £
gl goms 7 o Tejsie] A48 ohs HEsiE 2
o] St} Corticosteroide]] theh §h-g-of wef 4= 5= ko] A4
corticosteroid & AX} o Urogy 27| S &
d & o

5-aminosalicylic acid (5-ASA) A A2 mesalamine (1Y
3240 g0l A YR AgHoH T olekz o)
BIF 9T AR A del AFEE T ek Teiu B
F4 AEYo|A mesalamine 14 4 g Fo]9] a%5of st
Al 7R tiqts A9 HERREA oA 1185 mesalamine©]
Qorato] vl FAACEE FOSHAINHp=0.04), Y/FH S
Ei= v[u|dt Zo|(CDAI 18)5hs Hof 11 -84 of%] H<t
3}A] gt

Metronidazole©|4} ciprofloxacin 22> SHIAIY G A
S(nutritional therapy) 52 Y& a3} Qth= HiE9]

H

slout opAlel O $Ahg 3 AUTS B T olel

it

TOoE s AFEA o=tt

/gl e A5 SApo] A A mEHA| gkl IES=
AL sle] WrHo g e £k ItiC]

Q 5555 ABF A8

M4 corticosteroid (prednisolone 0.5-1 mg/kg/day
= 40-60 mg/day) F0{7t 1X} X|EHOICHA].

o ME7t oA AHo7 FOHT70%), HAZ %

(30%), At §-E(0%), HAIR FoTHA] ¢F5-(0%), A
HOo g FOTtA ¢EE(0%).

Tl corticosteroid2 SEE ZMNE {XISH=H thio-
purine (azathioprine/6-mercaptopurine)0| Zo}X0|H
[Al, Ol0f| CHZt LHoFM(tolerance)Ol 2™ methotrexate
£ 33ICHBI.

° 2(_-1.5_7} g|7; Ao F %9,]61—(75%)’ 1:Hj(ﬂ§_ %o )

(25%), BE FE(0%), A2 TR &2(0%), A
HA corticosteroid 22 HAXHMZ X|Z0| ATist 4

o MEI} oA AHoR FoIgeo%), AR FoIH
(20%), e FHE(O0%), BAZ S5 &2(0%), 2
HOF FOekA] oh3(0%).

SN e T g0 F0{oF StTHC].

7 AHor FoIo3s%), WAR FH

(45%), T FE(20%), HAIZ FIHA] §-2(0%), A
HOF FOekA] oh3(0%).

Prednisolone 0.5-1 mg/kg/day H+ 40-60 mg/day &
A7} FeE-o AWE A=Y Ex9 (RE A E=,
/g0l THEI HFol FEE 7R (A 7-28%) Foiot
t}. A Al corticosteroid® W37} S = EH thiopurine =
SAXZE 3t} Azathioprine2 corticosteroid AeFg v}
(Number needed to treat [NNT]=3)7} 9lomn T3] 52X
S8 Z3HF 0|t Thiopurineo] tid WekAo] gl 4
methotrexate”} tiete] € 4= loy, A4l 5 2715
T Al dXof FojoF 3t} ?® Mesalamine, corticosteroid,
A 52 Aol ¥RESHA] ohi= SAtell A 8-TNF A
AES AA7E w0 o gk infliximabl]

= 7%, adalimumab 5 T =3 AA
= dot” G-TINF AA Fo7l EEolu YUY
= Ao g FH o Yt A5t A $%
Aol frolof ety 53] IR =3t
G-TNF AA R &2 o d3ots
I A5E 2-65 AW HEgo]

HHh 54 W 54 5
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prine 4 X8 7179 ©E YRR o 943 G5
HAE 9259l thStudy of Biologic and Immunomodula-
tor Naive Patients in Crohn’s Disease [SONIC]).” o|&
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W oLof|A] sulfasalazine ©]¢] Th2 £5F9] mesal-
amine (32-4 g/day)= AE-F5E A 22 X5 &
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o MRI} oA Ao Folh9%), WA FAY
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He DEsh = 4 ACHC.

o MBI} o|A: AAoZ Eol5k40%), AR o3t
(50%), Tt 5 (10%), IS FoI3HA] e 0/0% A
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methotrexate[(]& Z2EHT AXH} BH At 4 %!E}
o ME7L oA HHor FOAWEE%), HAR TT

(66%), WL 71 (6%), WA 522 o-5(6%), Xd_
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(1) Me(relapse)

7l Al o] 2ot Aot A 0% Apake] ot o)
120l dieh Hhe-& alefote] A eiie A4or ot 4
250 Akat A9 ool LI YA FAE ThA] AH§
= o] HAsirt? g, Skrpe] T (OFA o] HAg Al

r>+
oruhtmgg
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& B =9 BoA o, ofAl Folof | 5) A
AA, Fofetal | ofAl, oFAloll it =& (adherence)
s& alEof it

X710 xSt A= thiopurine, methotrexate?t 2
HAZHA X277} HESHCHC].
ME7 oA dHes 54“?} 50%), HAE &g
45%), T FE(6%), HAZ T8t F(0%), A
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AxAA A&7k Aot
e 2EE o]%]—,] =g st 4 3-TNF AAS

vedfof 3tk ol w24 o]uyjo], o] do] WA
g AESE A A S Eofubz] ke 324 oA infliximab

0] azathioprine &% FojHr} ¢ 943t 952
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Cf.

o ME7} oA: dx%g
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SONICS] A+ thAF TA= corticosteroid 2] A}, corti-
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ol ayl7} Qi HL Aok *h:} T3 2 By
olE 1Y 0 corticosteroido] &J&Ajo] = RE J&E
QAjollA] BLINF AAE o2 A AL Rt 98
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Al E= -TNF AA S A8 S49 555, 81
ko] AlFet o] Basitt
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BERr 505A7EA] A B A0l o Sald sow
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~
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Holth Jgv, infliximabe] WA (immunogenicity)S
ZFAA] ]1_ HoAzAA o art= 7?@@, =2 infliximab &
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fliximab T‘ﬁ% = Shto A | @Zﬂ Hgel 54 49
HAZAA s F4e A OVJ =gto] QIrh ™
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= J25HOF BtCt.,

o MEJ} oA HAHoT
(6%), T Fr5(0%), EW
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=, 950 Ak, ue] ¥, wxpe] wy T el 4
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amine®] 5ol et daE FAE o 3% HEREA A}

L glod(Al® B SIS 93
= AMgdoF of= 212 oftiCl.

TI2u}, A4 corticosteroid® Boj7F SEE AL =2
gk 918 9 corticosteroid 9]EA quﬁ}oq azathio-
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ateS THloFoR TeE) B 4 et

(3) 24 Hztol IH“*

SXX|BE O 2243t UHZ AT |= HS THE &
ACHCI.

° 5%7} _C_)l?_:! Z Ao 9,]6‘;],' 30%), I:Hj(ﬂ o
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Hog EolsA E(0%)
o
—_

SAE90%), HAE A
SABHA A=(0%), A
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(35%), Tk S1(0%), PAZ FoskA] -20%), A
[e]

Z o
o )
4282 FA SO ZL 1Y 2 YT
o MBI} oA AHog FoRHEsu), AR FoI%

(55%), T F5(10%), AR SEJHA] §F5(0%), A

Azathioprine Z-& 6- mercaptopunne% E/}}X—i G2 &
FORE H&3= Fofl odtE = Ae, WES A
penia)o] WENY7| A7R] 189 azathioprine (>2.5
mg/kg/day) 22 6-mercaptopurine (>1.5 mg/kg/day)<
AFESFALY, methotrexate = S-TNF A A|S 18 sjjof st
o}

(6) 2-TNF M= &l &

S-TNF HHZE &l F=
TNF HH2 AL8S 1ajg 4 UCHAL

o MEJ oA AAor FoI%H8s%) WA= Fo%t

(15%), Tk F2(0%), HAZ FolokA] F3(0%), Z
HOow FOSHA] ¢5(0%).
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T 90 | ot
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>
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Hu
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O|™0fl thiopurine MME AMESHK| 42 H0= -
TNF MMt thiopurine?] B& =2 thiopurine HE &
g 25 13 £ QUCHBIL

o MEJ oA AAor FOIFH4b%) WA= F%t

(66%), Tt FE(0%), A= FEfstA] %}%(Oﬂn), il
o HelsA oha(0%)

XA 3E-TNF A|A] Foi(scheduled treatment strategy)
= Qo wE 3-TNF AA| Fo(episodic or on-demand
strategy) 20t o fI}A 0|} oo WRAAZ Aufst
St A G-TNF A AL} A ZHAE o Fofst= Zo|
G-INF AA] = FojReh A7 07 v 953 435 7]
AT 5 AeAl= ool ot 12y, ofHe] o] & ofAlE

T AHESE B97t gl SAol A G-TNF AA|o] azathio-
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o] && AMERTE 5054 Tf&o] o EYTH”

(7) SXIxI= 7|2t
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Azathioprines 427]€ o4 E-83F IXE2 azathio-
prine A& Folit Ei= 9JoFt o2 29| w4 sto] Hlw s}
= o, 187H%1£”H A'eE-2 azathioprine A|< ool A]
8%<1 ¥lH, oJokito A 21% = Qu|QlA| ] =gk w3l
azathioprine© 2 63.6704(&7Hh) &<t #a7t S AE
YAES azathioprine ¢ & 2238192 o FALTES
149, 39, 5¥Ao] 717t 14%, 53%, 63%°]UCh.” whebA],
azathioprine FA A 5 A7|1Fok= Zlo| vigAlsict. 1
U Fxz dbl =o] o188 717, o}& 11 7|7ko] Euyuls)
71 AR A7 o w7t f A% S azathio-
prine®] S o] & £k gloH, x|& Fof off=
o} 219 Aot B as

T &AL SAo| A methotrexateE 7|1 AHE-
A2 1A 0] e A e Aow HuEdeh”
methotrexate= ¥l FA] 5 T A FAIE ST
Aparet o RE| T k% wabA, oFA] Bzkgo]
7] Fol7t vi A Ao AZELt

¢

ot

1

tA
o =T A ¥

go M

St methotrexate™

%Né e efjof gt

F-TNF AA|S] A[&7]7be] dfgto] dxH Asf= glet ¥
03147\—@11]9} oA TR A S 2 infliximab Fo1E 1 o]AF gt
O WA corticosteroid £ ¢lo] 67]€ o]AF 7o Y=
S50 A infliximabs 2Tl HAZEAAE o 8aF
S8 FAY W, 127487k 1167 T 457(39.1%)°] AILEHA
o} E3 PSS GASHL Qi 48] B FVEA
infliximab& %‘ﬂ-ﬁ AL u) 4772 o]u] 50%0fA AEEFA

Table 4. Delivery System for 5-ASA™ (adapted and modified from
reference 72 with permission)

5-ASA Delivery system

Azo-bond

Sulfasalazine Sulfapyridine carrier

Olsalazine 5-ASA dimer

Balsalazide 4-amino-benzoyl-B-alanine
Controlled release

Pentasa™ Ethylcellulose coated microgranules
pH 7-dependent

Asacol® Eudragit-S coating, dissolves at pH 7
pH 6-dependent

Salofalk® Eudragit-L coating, dissolves at pH 6

Composite (multlmatrlx) Eudragit-S coating of hydrophilic polymer
Mezavant (EU) with some 5-ASA and lipophilic
Lialda® (US) excipients encapsulating 5-ASA

5-ASA, 5-aminosalicylic acid.
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4) X|2 FH|

(1) 5-ASA

o] Zho|ZERlofA = A2 N RAR 5-ASAE 7|&E0HL
Al 2T HFOE b-ASAE = UH7Hf<ﬂ of whet
ofg] 7FA|7} Qlow 11 FFE AJNSHH Table 49 At} £

Al sulfapyridine®} 5-ASA”} azo bondZ Q%Q sulfasala-
zine©] OJXFE ARG-E] gkom], o]%- JjdHE 5-ASA AA|
T A2 A5 F2 2ol= AR+ eudragit-SE T EH
mesalamine?l Asacol® (Procter & Gamble Pharmaceut-
icals, Mason, OH, USA), eudragit-L® T H% mesal-
amine?l Salofalk® (Falk GmbH, Freiburg, Germany), —L
AR mlcrogranule'ég A

2 U= mesalamine?! Pentasa®

23! ethylcellulose®
' (Ferring Pharmaceuti-
cals, Lausanne, Switzerland) 5©°] ¢t} T3t X Multi
Matrix System (MMX) 7|42 o]83}o] = 2k (active
drug)e] AA Ao Z1F ALEEEZE 3t MMX mesal-
amine©] A&7|= a1 ).
@© Y

ASA7} &= I A
Z O a2y 5o a4 d% B ¢t} Sulfasalazine 1
x_‘ ]ohjr 2% 2o
qu QXH:HX]—
)4 2290 a1t2o] 1 pPentasa® 101 4 g Boj= 31
AN, g A2l aakHl Aog RuFdn” wet
A, 5-ASAE= AT JEHA ZAlo] L&, gy /\}gg%
FAZF HQAT, HE 2 W] Wyt e 9t
200499 oF BaloA=, ¥ 61699 54 A=Y SE
jAFo 2 16%7) Pentasa® 4 g2 WY Fojdt A| 7jo] L3}
9 f1oF x4t AE WEREAS=t, 1 Ad 9okt
oA CDAIZ} Bt 45 74819131, Pentasa” ol
wF 63°] 7

fr

4319 tHp=0.04)%* o]= Pentasa™ 12! 4 go] 9]
OFH T} CDAI 4 SHOIA SAZ SR ofu|glA -2lof 2L
5.8 T, AAFoR JAFA o edto] 98-S AJAF

oo
41

AT Abgmo] T2 sulfasalazine®] F2H-8-2 SaF O] 2
OF 10-46%°fA] WAL T F, B, 04 ARE 55
AAN= 714 EoF Bzt goln 82F oj=F ot} AlZket E
Hl-&-(idiosyncratic reaction)! Stevens Johnson &3, |
Aol Hitg gtz 7 | ¥ (pneumonitis) 52 EEH, sul-
fasalazines FUHE| A TE ] Fo5H9-S ]ﬂi E
w7} o woiy a4 om}“ 5-ASA glﬂ —8—
of| Al AT, Ak %,
Fauz
al 9\1% e Y EH«] 5-ASA zﬂxﬂ—‘;;

9]1, mesalamine W olsalazine®] ¥z-& HPHIEE ©

S
oky} v W3tHS wo]E H]=3lgll”® 5-ASAQ} ATkE Al7
FNHEE A, As$ahe B8, Solukgolt 3

78 Aol A7l golel S EE: 5-ASA AAY
el Sl 14 éio FFEoh ATl 9o

OZi
:%
N
=
30,
X
T
>
iy
x5
[e]
and

N
X et
<
O

- q
O

ok
Hos
2a
N
olr
oy

I

v

O

, £
B3
T or
H-]
>
rir

_,t
olX
N
rlr
20, ©
A
ooy
Py off
I, e
o
il
)
>
ok
>

2~

fr we
)
ek
-
il
=

-
(@]
o
[oN
Q
o
o
=}
&
i
OO
03
=
e Hr

Wata] oFA] (e g o] ZEeh o 9l
o o tigfiA= 1 Fok W A
3, HT o]EL £ Cochrane 2]H7} HE Ach® 1o
e 5ASA AL gkt BAHCE ofulglis 944
2 wolEA) TGS T g B AU 289
3l Al et olsalaziney} $1oFe] d5-2 Hlwdt
A= ZfolE HolA| ghet” whabA HAAAE W2 oA
Aol ofsf FreH el Aol 5-ASA7F aatAolet=
A= ¢tk
(2) Corticosteroids
O #H F=
5 e iR AtellA A2 3 fEof cortico-
steroid”} Wj-¢ & ¥}A ¢lo] 3}Felx]¢it}. National Coopera-
tive Crohn's disease Study°l|4] 1629 A& 29
& ujAd}o], prednisone (0.5-0.75 mg/kg/day Fo] & 175
3k elel Sehat sloke] a5S vmsieled), e
o A= 30%9A T|7F SE=E YO, corticosteroid Fo
oA 60%014 Bf7t - E QEHNNT=3).*° European
Cooperative Crohn's Disease Study (105% 2] 3o A=
279 38%of|A H3f7F G= = HHH, 6-methylpredniso-
lone (1 mg/kg/day)S AMESE ol A& 83%of A W7t

EETHNNT=2) " A2 5 N glojk 44 &
FE7h 51 5 glov], E9 22| A FHEE B
Ao] 24 o] of) 22 AR W] 9 A7E0
A 1ok hggo] tha ) BARUL” WA pre-
dnisoloned] Th3t LeFHFS QAT At ¢l Alejolt}
Budesonide 9 mg2 & =& Ay} RS HHsk sk

AEoA 1ol YFE AU, Cochrane oAl pre-
dnisoloneE = g%o0] WQITHOR 0.69, 95% CI 0.51-
0.95).”

H X 59| corticosteroid= "¢ F¥}A o] Xl
A S TRIOR ek webd Aol A el
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o A o ﬂ‘{‘él,ﬂ—?l 7A2-o= budesonide”’} predni-
solone®t} A$ =t} CorticosteroidS AFES W= 33}
A AFlEe] adt], o= 27| Adsts =S
Zdsto] thiopurine Fol& ZA4dt=t] Z&o] Hr} shAt
corticosteroid % AA1E tfst vl A= AA gl= A
Efo|t}. Corticosteroidi= ¥4 29| Tl f-=ofli= v
< o)At Taf fAlof= o)A o, * corti-
costeroidE E3j S x5 AHE SA3}7] 93 A71H X2
A corticosteroid Fof Z7]of Algof st}
Corticosteroid@] FAHg-& 1) 27| B2ZRL 2) A&A Q] A}
ol o5t B8 Yl 3) T o] o] WA FA-8-0 Al
FR2 27 ol 2 4 9ok A, 54 229 B
S FEsh] Sldl AHE A %% o]4+9] corticosteroid
of ogt 27| AL 2= A BAL(EE, T ‘”%
A= B ¥} 711‘&: Joll, Aok
7 % 127 ool
m—xg@} 2~ ol Hx_}g 2= _ﬁrao} hy2 o} thﬂxk (posterior
subcapsular cataracts), ¥ 4%, HEZ W F o ZIAL
TS AHF 5ol Ak dSA E &4 1699 (FE
1 88%) HAoE o Aol A thiopurines Fofd-2 o
Ao e 3 H850] S7FsHAl AT OLHOR 1.7, 95%
CI 0.7-9.6), corticosteroidS AME3F Z9-ol= & & 9
%7} Z7F3F2THOR 3.7, 95% CI 1.2-11.0).°" %3t #
| Folo] ehiAde] #et HE FOE AFoA HE
HAZAA| 2} corticosteroid?] HIARE-L A7HS
=9t} 28 MA corticosteroid S
o

o
=
P4 gl SAgel 34 HA194 )

oy 2

5l
7] o

a9

% ©
)

b oR
)

ofr ol
3
=

qr
e
ol

20 off % o ok 7

S
N
o
Ju
_E
_E
“i)‘
FU
_tlo
9kﬂ
—ln
o %
N
o
F‘l
ol mx
off

f
@ o
o
L

E
T

=,
)

of &L
i
rhu
2
lo
Hu
EN
N,
2
5
o
S
S
5
S
35
ok
2

=g

& A9, = FY ol 7HA é% WS E9
steroid A3 F28-S S0l o] HQ3lt;. Budeso-
nide= prednisoloneo| H|3|] F2F8-0] Jri= okglz|ul”® B
Ao WEE tha EALKE3 vs. 85%)7 Hlet HlER®
Eigtia=s

@ ) {4

AEH 82} 40397 AFre R FEA S corti-
costeroid®] ¥l A A5 FASE HlEREA A, 6, 12,
24719 29| corticosteroid?} ¢k 7ke
b g

Budesonide 3 mg (1748 9] 22} = 6 m ol g
i eT1655] Bl B vt A

ollA 19 T ANFE-S 7H7F 66, 58, 64%F JA| H-ofet
ZFol7t g thrate difference —0.8%, p=0.42)%% ¥t

==

cortico-

FA4-89] Rk budesonide®t fJoFat 7ol Atol7h 1%L
o 0 F&5o 7 uhy oefEA (380 9] B A% bu-
desonider 1270 <t HE F-A k=t $iekol Hls) $-
Ao 5o QI SAITE, AR 2] F77]17H bude-
sonide 6 mg, budesonide 3 mg, ¢JeFtollA Z+z 268,
1709, 154U budesonide woA ol3iAl o Atk
(p=0.007).”

JE" oA budesonide?] T3l SR &5of st 117 A

= HEA3%} Cochrane #]H9] =W, budesonideS "
6 mg E&%l= AL /YRR 1.25, 95% CI 1.00-1.58;
p=0.05), 67 €(RR 1.15, 95% CI 0.95-1.39; p=0.14), 117
1 1270 €([RR 1.13, 95% CI 0.94-1.35; p=0.19)%] T3} 54
ol Qlo1A Siokat o3t Xpo]7h §19irh.” Budesonide: 12
MeA Bl FA AsollA 4872 prednisolone¥} Xto]7}
919 Oo1HRR 0.79, 95% CI 0.55-1.13; p=0.20), mesal-
amine 19 3 g FoHttE= ¢ 4319 tHRR 2.51, 95% CI
1.03-6.12; p=0.04).”” Budesonide th& Aq 7+] v, 4

2 U X ms feE #ef Abo]o] Hla, T12]3 bude-

sonide &-7F] W H]WAE A& POﬂ Fofet asel A
o]= ¢19ch” Budesonide 6 mge] AFE-S Ad7tA| o] Z7F
e e ARAVIE T AR BE Aol
[weighted mean difference] 59.93%, 95% CI 19.02-100.84;
p=0.004)% B8 olokre] H|8|| budesonide 6 mg F£o
oA T o] WAESIIANE, Ao TiHe FE0l8l
i, AT FHEE o FITMRIIAE Fd”

[e)
3 To AsAA o] WEo] 9JOmMAl corticosteroidd]
] =

o]
olzAol nTEA A2Y IE JAroZ budesomde«]
aLLe zAE ﬂ-_r’— A}, predmsolone > 135 ] 7<HHP

9] E‘l E predmsolone;:_. budesomdeb} fero g tﬂ%@

23t :‘g—‘f’j_]l]:_ {‘— Sl budesomde7} predmsoloneJ_E‘r
B f-8sjehs W7t Qi whadz 27280] ot 3]
AN Fit FEAE, —1.04% vs. —3.84%; p=0.0084)”
budesonide (6} <t 8.5 mg)’} A2 prednisolone
(3FF <t 106 mo)Ert TEUE A4S o Ut &

T oET S 20 A2 A v 2L 9
oFto] H]3 budesonideE Y 3 mg -2 6 mgS &3t
oA o AFE WEEG

R0k, A9l A Al corticosteroidi TZHof| A oF
Al A= e T fAof A50] gloeus A=A o
T} Budesonide= fFAIXEE AR of S tha A|A

A glo, 1270 Fte] 3l frAlole ool vl

i

The Korean Journal of Gastroenterology



Ye BD, et al. Guidelines for the Management of Crohn’s Disease 155

o 943 f50] ¢ltt. Budesonidet: corticosteroid 2]&
S RG-S Zolv] Sfal thAslo] A8 S 9
2ol 7 A 9Jo]A] budesonideR QI8h o] 52 2
/| A8 A Sgon dtiel A5 e

;L]X]—QZ] _‘:_1’,]-

(3) HAZHA|

(D Thiopurine

@ B

Azathioprine 2-2.5 mg/kg/day 2-& 6-mercaptopurine
1-1.5 mg/kg/dayS TEA TEW|A corticosteroid ARE-
Lo A EHoF ALY 4 91O}, azathioprine W
6-mercaptopurine A g ¥}o] Wre o] A A3 JEpER
D5 AEH AlA T A mR AR ol eHAI7E Q)
t}. Cochrane #]H-9] 9J8}H azathioprine %! 6-mercapto-
purine®] &5 AZHolA 3l F= 9okl HlSte] &
20| H(OR 2.36, 956% CI 1.57-3.63),” o|e]et A= 16
T ol oAl ARE o S7PshE Aee B3O, thiopurine
AA L] w2 ok4] Il WA el 36417 Bt 8 A
FAE RIS 7128 A 8ol Blste] ofA] A Hdo|
Xolg Holx] grgket

© el 4]

WA ofA Az & o]l =it bAoAl azathioprine

8t f|of E.—%-EQ] el FAES Bk wEHLA] of A
azathioprine E-8-2 71% (95% CI 64-77%)% ¢]°F H-&
T 85% (956% CI 49-61%)°ll Hlgto] W3l frAl&o] o &k
1, B3} azathioprine §5F0] S71d5 9oF E8tof H]
off el §-A&°] B =4 THazathioprine 1 mg/kg/day A&
ol OR 1.20 [95% CI 0.60-2.41], 2 mg/kg/day A& @ OR
3.01 [95% CI 1.66-5.45], 2.5 mg/kg/day A& @ OR 4.13
[95% CI 1.59-10.71]).” Corticosteroid AMESF 7Ha 4]
azathioprine B-8-2 87% &, 9]9F E-819] 53%9] H|s}o]
t] &9 1}OR 522, 95% CI 1.06-25.68), % ofA] Hz-&-
o7 Qlgte] 7)o FAE FHSE 9= azathioprine H-§
oA fieF Hgte 10}04 £l iﬁ}oﬂﬂr OR 3.74, 95% CI
148-9.46)” wetA], Yk off N2 f=d Bafel 44
XS5 azathioprine &-& 6-mercaptopurine?] AF&-S #H#
—(g_ _/’\_ 9}\]4’.97,100

© 4% % 2UHY

Azathioprine %! 6-mercaptopurine®] 33j] $-x] LaFo
7}¥7} 2-2.5 mg/kg/day % 1-1.6 mg/kg/day®]th."*"” Thio-
purine®] ¥2Fg-o Qekyl BIksl H2E8 (gllergic/idiosyn-

cratic type)dt &5 ©]&A0] HAL o s 4 gtk &
gl Bgt Rergo g v &R kg AR 18T

HHi(malaise) 52| 7] FAF 5/ (flu-like symptom), <,
TE, AR 22 oA B, A, 1H Sl Al

$%F G)2H9 PR T4 O, 1 &

= =T £AK(sinusoidal di-

latation, nodular regenerative hyperplasia, fibrosis, pel-
iosis hepatis, veno-occlusive disease)o] It} 0'% 717
A S48 A4 B82S &3] thiopurine 3§
(intolerance)o| 2L % 3}v], ti7] FoF Zx7|of vehdct '
£33 BUY DAL ) Be 245 olujo] WA T
g7l FAIS FeelE eAEg P A R mpay
54 AER GAolA A7 A S EANIE
2-6.5%," %" ;103 FEO] HMHIE = 106%7HA] HilE
& A A A 17%Y HIER B
%%8}?1 7k Holeh T gL 12-4.9%
HIEs HIEY, thiopurines AFoish= -9 thA| EAYsH
“E‘ 7}i2_‘?‘_ ?—J_‘qu% 9\11:]_'105-107,112-114
Thiopurine¥} A¥d 7 Fa3hH, APAL < =
Aot AFA AL FAtellA] thiopurine
TS %‘%k o] o g WAL, 1.3-11.5%
AT 25 o) wehale] ofst
H azathioprines Fofih2 43487 354 A $te]
7% (95% CI 5-8%), 6-mercaptopurines Fo{¥r2 16259
A=A ARG 9-RF9] 9% (95% CI 5-12%)0|A] W& 714

j&ﬂiﬂrll‘u&<

Zo] A3t Thiopurine methyltransferase (TPMT)
= B6-mercaptopurines 6-methylmercaptopurine®. & H3f|

St= B4R, TPMT 442 ol oot 34 S4d% 3
= & B8] st O A el A A1
3} TPMT 44} #oli= TPMT *3AE ra]A 9lar, *'%
Ado] fAAte] FHHTANE TPMT &4 4%=7F 79
= QA1) §JFo] Tk maba] Ao A=
thiopurine ¢ 4 TPMT F-HA8-& A= Ao| v|&-
avAolgt= @17 9low," thiopurine §o] % TPMT
Aol Hh TR S FH|E Gcp 1
2t} TPMT -2 HolE 71l §2te] 27%0 ARt &4 <
A7 Uehds 5 thiopurine®t dA#E =4 A=
TPMT G AAGo|} 4 Ao BE Husly] of
FI' A71HQ AHAE AT = oo™ gt
thiopurine A& AJZ & A7| 0] LHALE A3}
FHE obd]l EAF 7HA 9
A 4-8F 7 A= 1-25 714

)
o e

OR WIAAE Bk, 1 o5

L oan e 2o8A 5 4

THHoR thlopunne Ty Hzgo ool 2201 At
= dder 3 AolA 28%° o2& ﬁgg HYE9)
oh M e ek o R oF 3-4F7ke] Eojo] HSo] wH,

I
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T3t azathioprineo] tsh &

Loy a5 AotE Hel Ao A 6-mercaptopurines &

ofsto] WX A5E A&HT 4 k= Hilso] 9lof,

azathioprine Ad] #x}oJ|A] 6-mercaptopurine®. & 3}
E%OH W ES 01]:]_130 132 1131"} ﬂ]x]—cdo]q, /K]’é‘]- _'g

2507 QIS B85 FolAl thiopurine®] AFol=

o %7]_‘?—_ /\37—],'311]-101’103

= Itk 7 @ Ale) B
Sl 229 R A4 B 3 1050l 18
o 29| thiopurines &
, X5 8% (azathioprine 4 2.25 mg/kg/day) 178
3} A8 (azathioprine B+ 1.35 mg/kg/day) 1057 Afo]
=&, Tl A8 9 AEels Aol ek
Ao A= thiopurined FoRhe 133%(A=21
74, LA EH el 367, HIAE HY 23%) & 95%
(71.4%)°] HA-8-& AH3IAL, 1 3 WET 3,000/mm’ ]
qre] Aol 755@ (66.4%)°1A4, <24
41014 Wasien], Fgo okl e

iz of r& i)

et
7} 387(28.6%)01 ATt o] T AZWo A WP FHaFo]
A BAES 127090 54.5%, 247]€ef 67.6%°l 2oHA
1, LY BT ¥ T gaso w4 AES 1271Y
ol 60.5%, 2471 €ol 71.0% Ak st 7005 o] A2 3
AkE tide g o 9k Aol thiopurines FofRb>

37252 SApolA o Fof 85FO] HHF2 azathioprine
1.64 mg/kg/day$al, 21774(58.3%)o A 291A4<] 3%75,}%0]
sgsigon 94 9 TE7F 1209(E24%)01A, HET
3,000/mm’ w7kl ZraFo] 1167(31.2%)00A4 A
oh 28U 3727 - 3317(89.0%)00 A kA o) UA]
4 %4, azathioprine®] 6-mercaptopurine 29| H7
& 53| thiopurined A &4 02 AR 5= ldch™ 3,
S 954 U UAE A0 U Gl TemE
“1/°3C §AAHE 7 Aol A HBT ZAF] $1%o]
opg Rt oF 3uf o &I, W TPMT AE (<5
U/mL)E 7 A% 555 TPMT €A% (5-13.8 U/mL)E
A Aol we WE o] el oF 2efAck ™
Thiopurines Foi-2 454 A3 A A G52
SR 0.3-7.4%% RaE ), ® Y E3] Epstein-
Barr virus, cytomegalovirus, varicella zoster virus, herpes
simplex virus 5o &3t £ vlo|dA TYgFo] BE L
Ak Thiopurine %7] B-83+ FAH b5 LAY of
oF 3 ESF AL et #A 9] 3 A A= azathio-
prineC & X gHko 75518 0] o= 22D} Slxlof| A YL E
3} ThE oFAjEoko] MPOF o ] Z7E|R] 9erhyl HE

L ol

O

O

bl oItk ey, g2 AR dRpofA] thiopurinel} =
o] AR 1S Aol o10] 78 ek

3} pooled relative risk= 4.18 (95% CI 1.07-7.51; 11 ob-
served cases, 2.63 expected cases)o] gt o]g]dt P
F WY ZA1L oA A, 924 FABO] BEE EL
% 7be] B gegel /113l 248 e, thio-
purine®] TET} YuE HPOlN S A2 vwel o, ok =
o19] o|5o] B Z 497} ¥ Wt wf2bA thiopurine®] %
3 oRgo] TRAL Bt 89 ot Bast

@ Methotrexate

Y54 A28 19 25 mg2| methotrexateS 7, 13}
T ISFAR AT £ 9k’ 3/Y o4 cortico-
steroid AME-Ol|%® A|&AQ LEdS Kol AEY ghaolA
methotrexate " 25 mg &% FAM} 19 20 mg9 F+
prednisolones W83t 34}= prednisoloneWt E-8-3F 3kx}
of] v]gle] 1654 corticosteroid £ T&-0] oF 20%
o =91th39.4% vs. 19.1%; p=0.025).""

I corticosteroid &|& AZ2W Txfo|A ufjF AL 15-225
mg?® methotrexateS 1W7F Foldt AL ¢Joky} v w sl
AdEe] o Hokou A Aole §11A1(43% vs.
80%), &3t ofA] HAg o= Qlsto] At FRAIR ] B9
AT ZAFO] oF 31% AN OFAlE E7HA]
t}."* Methotrexate?] I8 &2 %o i3t 2 T
o] A+= methotrexate "|F 25 mg SFAIE TV S
= 76 9] A= methotrexate WF 156 mg A B=
ookt o g Lol wiAsIAcH™ 1 Adl 4024 Telee
methotrexate©| 65%, $eFito] 39% = 2ujQ= X|o]
B33 (p=0.04), ALt 367 = 227 oA methotrexate 1l
Z 25 mg2 EoJt 74 (open label) Ao A% 4054
12%(55%)2] 3F=}7} corticosteroidS S8l W3S o]F
Z’\_ %OJE]_ 140

o]2]3t methotrexate®| 455~ thiopurine®] 2}-3-5}
H ok, dREA 0 2= thiopurine %= ¥-TNF A[Aof vt
S0l gAY % Yordol gl 2 T Metho-
AT SOt Ui WE B R, 0] WEA
w3lHol Aom AjzhEI 4119

AN—-T1 "0

83k ‘2121

p

l

(o]

e r

trexate s
o2 U8 W4T Fopt v
Dol el BAel HIEE Teldtel el 2%
o wjoh FAL AFpete], GANRE-S WUd] WABHEA
T HEOR WAL AET S Uk ey, o]t A
£ ob g’ 32y m}#
ethotrexateE Fo|% wj+&=
ﬂ%} 2t 2 Methotrexate] j<7]
LHOﬂJ,} 71—0 Hxhq_zﬂ 1:1;]_

ﬂl

olN
<k
-,
—Ll

>
ox
M
»
re
-
morr ui

2l
oo
|o
il
o
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T
Kt =0
i )
> oo F o
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10-18% ) A= oFA] Bzkg o 2 olslo] 2]|&F Q]

o] o]} ® w3} 9l m methotrexate™

AES Aol =

t}.? Methotrexate XP7] Toq lﬂu Tzﬂ@% 7H=A gl
HlFolck? upebal, kAl AlZE A gl AE

A 9 771 AAE A|Fsla, o)T uid A
ﬂtﬂ AST7} Z“U 2HH ojA o7 *J%s}

100 patients-years —roﬂ o 2- 301] 7 S Ao F A g
Ak, syl oek o A7 e

@ Cyclosporin¥} tacrolimus

Calcineurin A A= 54 A2H Az A2 &
Aoz WZHET? 3F AL AE 7189 cortico-
steroid 11 §4 5o By 254 283 el 575
mg/kg/day?] cyclosporing -+ T3t 7% 3/MLA 4
TAgo] 59%E, ke 32%o] H|zt] o &to
(p=0.032), Behgo] o THAEL HIRHATIE Aol
ATE™ & QJoF R AFLENHE T cyclosporin®] i
52 ASEA ook, AR Aqpr Ze) Al2|=oA 4
o cyclosporin (4-5 mg/kg/day)e] G5A U 24 I=2H
Oﬂ’ﬂ aso] YSg Bustg ot 0 Al cyclosporin]

ol Tt 529 2= ofd itk oIS F B

ﬂ1 corticosteroid A% Fi= 9]%— AEA A+ cyclo-
sporin WHEA] oFL, Wl =5 fAe @17k HE oy-
clcosporin Ao oA =gt O%ZW et

At tacrohmusJ 739 corticosteroid A3 W oJEA
AEHoA IR fFo] k= Hdi2dAE 9 S Bt
oL, o7 45y AeHelA el AE
YNl SR A g

W) SA] 72 ZH - cyclosporin W 7+ tacrolimus?)
ol tiet Ame ofF] FEokA grot AAREA Y=

(4) H=st Xﬂlﬂ

O

Infliximab-& chimeric IgG1 3+-TNF @&= A& I=2
H X 5o FEE AE=H S-TNF A A|o]c}. 5-ASA, cortico-
steroid, HAZHA o] WG4 b= 1089 T5=-55
249 PAE infliximab 5, 10, 20 mg/kg = $oFol
AR wigske] Wl e A Wl 27] AolA, 5,
10, 20 mg/kg Folt9] WHEEL Z+7F 81%, 50%, 64% &
infliximab Fola- AXet YIFAHEE 17%)S v WS
o ou|QIAl B =9kthp<0.001)* E3F e 4] in-
fliximab Fo]-S 33%, 9JOFAS 4%E oJuigls XolE K
%thp=0.005)"" Fo 1254 infliximab-9] ¥H3-52 41%
2 glokae] 12%u} ol okp=0008) ko] A4 4E ¥

rlo

A% 4 ggick
Adalimumaba A 917F(fully human) &-TNF A4 2,
13} FAP} 7F53lc). Clinical Assessment of Adalimu-
mab Safety and Efficacy Studied as Induction Therapy
in Crohn's Disease (CLASSIC) I trialof|Al= ©]& 9] in-
fliximab o1& W2 #o] §l= 2999 9] F5=-55 AEH
A= 052} 2579 Z+7F 40/20 mg, 80/40 mg, 160/80 mg,
Sof Bolgon B9 WAL, 4H BRES 247t
18%, 24%, 36%= $JFto] 12%2f Bl watelS W 160/80
mg Tl A 9uglA o E9kthp=0.001)."" Infliximab
o] a7t LAEAAY Wobdol gl SRS e s 3
Gauging Adalimumab Efficacy in Infliximab Nonrespon-
ders (GAIN) trialof| A= 326 9] TAE 059} 259 247+
adalimumab 160/80 mg Ei= ¢oFto] F2H¢] wjgsle] 4
-r”ﬂ v-2-o Wkt ? 1 A}l adalimumabt] THe
2 21%5 9okl 7%X T} ou|9lA T w=9thp<0.001).”
CLASSIC I trial?} B|w3l9 S o ¢ e Tfes AHA
G-TNF A A o] et A mrk-g-o] 2% U AL ofA
of tiet ¥h $A S AlARRITE
Certolizumab pegol (certolizumab)< SF-TNF Fab' 34|
of polyethylene glycole] %=l HE|R, infliximabo|lh
9o TAE 9 BT 5o AmAuEs
(apoptosis)E FEBIA] ekt 202990 S5 -5 A=Y
ARE 0, 4, 859 Z+Z certolizumab 100, 200, 400 mg
T oekro g mzke] uAsle] 122714 HRSE-S Hrlvh
AL A, 23R8 = BE certolizumab S5O A, 4FA=
200, 400 mgw-ollA, 854+ 100, 400 mgw-ollA], 10FH4=
400 mgtofl A ZH2f fjefR) o e-p3kglon, 1234 B
+ &l A f1oF Apol7h lgdek(125+4 100, 200, 400
mgat @ Yokt HFSE 247t 36.5%, 36.1%, 44.4% 9
35.6%)."%° :LEM CRP7} 1 mg/dL ©|Arel SHAFouhe: oA
= o}l dole 1254 Hh-E°] 400 mgwtt fofte]
A 247 831% B 17.9% % SJn|gl= XjolS Hgirhp=0.006)."
Pegylated Antibody Fragment Evaluation in Crohn's
Disease: Safety and Efficacy (PRECISE) 1 trialof A= 662
o] 2= . 2= g=2d 35 0, 2, 45| certolizumab
400 mg o] 3 v 4Fuitt Rofdl 23} flokEe A=
v W EFG e 11 Ay} 654 WH-3-E(35% vs. 27%; p=0.02)
9 65 9 2654 HH2E(23% vs. 16%; p=0.02) =5 certo-
lizumabd-ol A © 43}t ® Infliximabol] 3t X 2H-2
of AMEYAY WS 4 S55-55 A= TA
gjste] 0, 2, 4579 certolizumab 400 mg= FoISF ALoflA]
654 HHS-5-2 62% (334/5397), WIS 39.3% (212/539
)2Aeh ' WS 79, glet oz} ol ATt oleidt A

adalimumab¥}+=
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158 0gH S. 324 K= J10|=2

Ih= infliximabo]l tet REG-o] AR AL, WoHdS ¢
73 certolizumab©| 3}1}2] qm | 9 5 9188 AAFRITH

HA

R

A A 92 313

2 1?@]?(402 1:]]

olr

¥ @ ok gt

Natalizumab2 04 integrin®f| et ¢I713} GEE A=
HYo] At YA 52 8l 45 F929 o5 I3Al
3l g2 2k Q™ Efficacy of Natalizumab as
Active Crohn's Therapy (ENACT)-1 trialo]A]+= 905 9]

=L 2= g2Y XS 0, 4, 859 natalizumab 300
mg Xé—zr _91_ Hokq.o = DX]—H uH;Hé

kel

AL, 10774 W&
(56% vs. 49%: p=0.05) I W3[&(37% vs. 30%; p=0.12)°]
ojujglis Aol
Crohn's disease Response and Remission (ENCORE) tri-
alolM= 55559 EeEE Ho|HAl CRP>0.287
mg/dLel 2} 5092 0, 4, 85| natalizumab 300 mg
A% 2o ko TA9 WANAS W, 854 U 125
5 U8 2ol 3kx}19] B.go| natalizumab Eok:rloﬂlﬂ
=Qk31(48% vs. 32%; p<0.001), 854 9 1234 =
3] Alefel $kxFe] B8 9lA] natalizumab FoFalof Al E1
4TH26% vs. 16%; p=0.002)."* 3t vH$-5 gl H3fe-L
A EE natalizumab FoFFoA T =91, o3t 9%
85 8l 12FA % A&l
1 Hhox= oc4B7 integrino] tjot ¢17te} O-&
% interleukin-12/23 p40°| T3}t th
o] q
I

Ak Efficacy of Natalizumab in

(e

I TN )

Mo _*’&

rh

ujy
il ot

vedohzumab,
=i

o oot 2
2 1o 2 o

2] ustekinumab'® 5 oj2] FAo] tjslo] TiEX
Wl = wsol et A-Eo] oy, tatR
77 Basic

@ el 4]

Infliximab®] T2 T FAo gt T5S
Crohn's Disease Clinical Trial Evaluating Infliximab in a
New Long-Term Treatment Regimen (ACCENT) Io|A=
2S5 o]Alo] I EH RO A] infliximab 5 mg/kgs X*—Zr
31938 u 254 58%2] 3R/} HHS-(CDAIL 70 ©AF
26% ol Fa)yE HATH" ol WS 2, 65 1 oi
] gulcth QJoF Eoi(14h), infliximab 5 mg/kg o)
9 2, 65 infliximab 5 mg/kg —]—04 o uf) 8Fujc} 10 mg/kg
FolF @) o2 T4 wigsteS o, SOTW‘H TeflEe
2, 37to] 47k 21, 39, 46% = 23 B 30| 1utEt ¢ lﬁn‘zk
(p=0.003 ¥ p= 0002) g} oFA] uhg-o] iél% w714
717ke] F9IFE 1, 2, 33tollA 27} 19, 38, 64FE 2, 374
A 1R tﬂ (p=0.002 3! p=0.0002)."

Adalimumab®] Z2% #aj G4 #%o diet CLASSIC
I trialo A= CLASSIC I trial®] 454 T3jE 291 A}
sl thA] 25 7HA 0 adalimumab 40 mg= 23] Fo] &

1o
e
N

]_

ek A

i)

44 WE Heol @A} 66 YOF adalimumab 40 mg
27Futtt 2o}, adalimumab 40 mg "5 Foj#£ 02 FZH9
sgotlet ™ O Ant 56574 Tolee 77 44%, 79%,
83%% adalimumab Folol 4 $eFERr} o gkrztzt
p<0.05).161 Crohn's Trial of the Fully Human Antibody
Adalimumab for Remission Maintenance (CHARM)o] A
=0, 2—7—01] 80 mg ¥ 40 mg?] adalimumabl & 7|3
T ST E 3T, 43 B2 EL 58% ALY o] HreS
Hol 499%‘% QJoF+t, adalimumab 40 mg 25Hfch ol
Fojgon 249 NS o
1

adalimumab 40 mg "}5*
267 W& ZHZF 17%, 40%, 47%, 5257 Hoe2
12%, 36%, 41%= 7+ A|& oA adalimumab Fo-9]
£o] YektEt § =9kthzhzt p<0.001).

Certolizumaba ©]-8-3%F PRECISE 2 trialofAE S5 %-
== 324 34} 6687A, O, 2, 4570]| certolizumab 400
mgS T8 AL 3 Kol 4287 (64%) A $1eF
T2 certolizumab 400 mg= —,—D}E‘r 2457 A B89l
o} 1 A} 2654 W52 certolizumab-ol A 63%, $
kLol A 36%E certolizumabtol Al © =%9F3(p<0.001),
&% certolizumabw-ol A B =3UTH48% vs. 29%;
p<0.001).""

STNF AR ] B 4 5ol ot 2o ek
731} infliximab-2 $oF7} Hlwe uf W) GA a%o] ¢

$5F9(RR 2.50, 95% CI 1.64-3.80; p<0.0001), YAHHE

% SR A% 9A f $EEOH(RR 219, 95% CI
1.27-3.75; p=0.005), corticosteroid A°F A I} & ¢ 43}
%ITHRR 3.13, 95% CI 1.25-7.81; p=0.01)."" Z12]il in-
fliximab 5 mg/kg®} 10 mg/kg AtoJof] ¥3fj&of Aol Hoj
A QFokeh ' Certolizumabol ¥H-g-0] Q1w $HRbo A cer-
tolizumab 400 mg 450fch Foke QJokity} H|wsle] 265
7HA] SRR 1.68, 95% CI 1.30-2.16; p<0.0001), LAk
S$E(RR 1.74, 95% CI 1.41-2.13; p<0.0001)°] ] L5}
oh A\l Peba] AR AHAel v ofglAE in
fliximab, adalimumab % certolizumab®] A X ZZ A 9]
A2 vt Rog *ﬁﬂﬂﬂr 1% GTNF AA] Folto] A
o] AuFA Q] o]AFIFS. HEH T ojoktTl QARSI oL} B
INF A SolRol At A8, LA B AT ol
o% WyE o) o
3L TNF A|Ao] thiopurine < o
ZAAE B8k Aol tigiie =wto] qirk Hgxd
18-8-0] infliximabol] W3t A BAS a7l oA
s /M= 27 d-Ee] AR, o]#d AT
7N infliximab& {FEA 08 Folgt GAHS o=
AF-E010H "M ACCENT 19142 o] fiz - +44

_]\1

Z!

e

==

O

L methotrexate®} Z-& H
P

v}

fob 2 19
o 1t flo
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infliximabs Fo{3t3le o, 8408 Fofdt Ae-Ht
infliximab 4 A4gEo] © HSkThe% vs. 30%;
p<0.001)."*"*"” J2lL}, infliximab 744 %] ol
284 Wol U SUW YPARE AL
3t A= adalimumab®} certolizumab®] #3) §-X
%7}@_ ﬂ?‘oﬂ/\ill:— _Pr/\]_ﬁ]_ﬂq_.%%,mz 3] ;ﬂﬁc}: 2]
AT AL infliximabO & 8Fulch FAH 2 §AX &
=

2 o4} Wolx A W AL infliximab T

=
=
00]—_

fr o
oo
o
12
o
[

o
o,
32
>
=
=
=
N
=
ek
ol
o
=
X
3
[O))
o
lo
o off

A5 wfolle HAXAHA HEo| TR FAlol o f%
7S AARSHTE 3 Ao A& infliximabi} azathio-
prine B804 azathioprine =t wo] A ¢H-L aza-
thioprine W-§7|7to] 27704 w|qto|AY &54 d59 5
A7} Q)& W(CRP>0.56 mg/dL. E= F4T >298,000/mm’)
=713ty R sl Infliximab® azathioprine B84t
of| A 7+ okAo] T FojitHT) 7|3 7ol Yol § it
= L 2293 diy 388 oathioprineT} infliximab
e Fol dxpolA LA 1 T-A2 2 (hepatos-
plenic T-cell lymphoma)®] E11E52 A7] HolEo| 9] oA
Aol dist ¢8E WA 3 A2 o2 G-TNF AA|2}
WA A& BE off= Y] M FY, 53 AE o
HA AAfor & Aoz AzrE®

ENACT-1 trialo 4] natalizumab®] ¥-8-0] Q1% $A=
< 4Fult} natalizumab 300 mg ot = QekfoR
2] v ste] 565714 Fo$t ENACT-2 trial A3} 365
A W-S-5(61% vs. 28%; p<0.001) I T3}-&(44% vs. 26%;
p=0.003)°] natalizumab FoFFollAl 2|97 B E9kch™
T natalizumab FFFo|A 60F7MA] 43 HH2E(54%
vs. 20%; p<0.001) W T}-&(39% vs. 156%; p<0.001)°0] &
A ek Z2y o] % natalizumab GA] X G- Al WA
3} JC virus-induced progressive multifocal leukoence-
phalopathy (PML) Z<d#|+, o]& 9] natalizumab A HE HF
2l A3 (multiple sclerosis) 2FAFo]| A WHAISE PML
ST @7 natalizumab ARS-2] FAAJol| FOE 27 A]
714 = ek

® YINF AR ol Wi, Rag U Folky
= %

Infliximab-> YW O & 5 mg/kg?] §FO& 0, 2, 65
da & ) 8t A0 R KAXGE Sl Zlo] ARH
th. Infliximabg AW &gk wet g or Foldle
ARTE JFAA 0 F Eolsl= o] infliximabol] o3t 3HA|
AL TAA713, F9 HES-(infusion reaction) GA] 74
A7l Aog oddA 9t Adalimumab 0, 250
80/40 mg T 160/80 mg 3} FAIZ W3 G= &, AF

2 40 mge FAAER Fofgi}

ARHA Rl G-TNF AA| ] F7]52 A 5HA] o2 3 4
o, 25 Y, &5 AdTs B W 2 3R Y s
oF AlBA E4%x Z3Hdemyelinating disease), AlA7E YA
(optic neuritis), BZE2] WAY SFolc}® 3] F-TNF A4
Z Qlgte] Ag9] 9Fo] FrtE g, Ado] T3t 97
Ugto| M= D5 A9 9 I Ao gt HAl 9 A

227}k Bastet

Infliximab 5o of FH =&, o2&, F5, Uk +9
AAGA, 2 B0, g 2, 8o Ast & A, 2
o, Iy, Ay, ORI 2o FA4 5 HEY 24417 oy
of A} iEE Fol 108-4417F

)
=
oZ,
A
9
-
N,
H

HHS-(Fol 1-14Y o|uff g3 tiEE 6-7Y o]% )0l
vehd 5= Aok F¢) uhg-2 TNF o] o3f v =]
, ©F 6-10%04] WAsh= Zom Huwa glov, il 5
g_a-}xl ?’(‘]’:q_.l4,164,173,174 L]
. GO AEIA|, opA| Eofu]
costeroid 9] Fol&
ANAE BHIFER o5 g3}
Held TNFO] £ oAl avks 1S of F-TNF AA|7F
S E A, AR
ZALY A I8 AJ o] BQIE] A= eh S ey 11 347
o] A7 ¢k wAIF el AU, TIF XO] HERA o] A
G-TNF A7 H2E9 91de 573 th(standardiz-
d incidence ratio 3.34, 95% CI 15-6.9).""" ®3+ #&7|7¢
FH A A A (corticosteroid, thiopurine, &-TNF A|A])
A% 44 73] 2] 27K $E ek 2, coni
costeroid, thiopurine, infliximab & 17}A]|& A}L3l= S
ARESIA] b= ol HIste] 7]3] 2hd o] f¥ o] 3ul
27}8131(0R 2.9, 95% CI 1.5-5.3), 27}4] o]ARS: wWakdt
o= 14 58] 2 Z716l= A9 F(0OR 14.5, 95% CI 4.9-43) B
TECES 2, RRe] SeA a2Y B -
TNF A A] o] 52 9e} 22 ofA| RA-8-9] oS A3l
Aog B7tEw, X520 53t Ao tisfr= SRl i
Apolsh b asiet

fr Lk
o st

[]

o

M1 or|r i

=

ke

) 7H

A2 A de= dFIEE vHsy), 989,
9 SR oR BRY Ak 1 FolA +E3Ee
A BT 7 A gl A&t e de 22 3
FHoR Ao o A7 e HY AolY] F o]
A|F(perianal fistula)g& EAeITh F+3q A2 AT
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160 034 5. 2= K= 7H0|=24
X @7t Baslo] sixpmnl of e}l X @dls oAME LI A
S w7} Wt AL 27 B whE 2] x5 st

Aol=ekele 4] o Su] A2 B AT Y=
47 gt

aEye] B w3 ARS AU 0 Lefsor s
FANGE £ /U SRy 102 st AT A
9% 9 WA B, Ha REEsP Bk B, Ay
719k olel WE HAZY, 46l W Aol mlAt G 3
=, WAe] GO A Bk Bolh AgHe] 3 F A%
L b ot b e A7 AR OBE of Jel
Qo] Fobde Aol gk Ll T AR A 2
WY B fadT

1M ':._f—’.-_“-il—?—(smple perianal fistula)

FH0| Sle HeX|Re S8 =XPF Ee SLTHCI.

o MEJ oA AACE FOTH10%), Wfﬂh 5ot
(80%), T FE(6%), A= FoTHA] AU=(6%), A
Ao g FOTtA FE(0%).

SH0| U= 20| st HIET ME(non-cutting se-

ton) = £33 HH&(fistulotomy)S TBHCHC.

o MEJ oA AAor FOIFH25%) WA= F%t
(65%), T FE(10%), HA= FJHA] ¢(0%), A
How FOSHA] 25 (10%).

SHO| A= 4L =JIE metronidazole (750-1,500
mg/day) EE= ciprofloxacin (1,000 mg/day) £0HE 11
2 SHCHC]

o MEJ oA AAor FOIFH40%) WA= F%t

(60%), T FE(0%), HAR F25FA A(0%), &
HOow FOSHA] o5 (0%)

g wix] mejsjor Atk

Ik XLEL_F—LE A7 12 AR FAR d-Eh T2l
thiopurine 2X} °FA4|, 718]1 infliximaba 3%} X & 2FA|
T HAHCL. 32499 XFoA metronidazoled} cipro-
floxacin®] #5oll tidt A= WA ek 2 7HA] S B
oF Ago] A A7F A8 A Fof| A metronidazole¥} ci-
profloxacing A3} LA o]} 8018 gl o] =k
S IAAT=Y Aol A3 (48 SRR go

= Qi al = Tm=°
o, GRAAE FowH i orshEct
AT et Uz dAY a5 14 HiEe oF 74
= Eok obAl Qlk. ZE2W 3ol thiopurine AR§-9]

A=l Bas w3 HAE 24 FRE 3 679 FA
Aol tit wEHLA o] 7] Q1B o] 5L FYotH
T 4 5% 9 529 thiopurine TI}AQl Z1og Bl
. Thiopurineo] §H-§-0] gL W49l 2 ARol|A
A|FHA © & methotrexateS AFE3F AFRO] 7t gk ™
2y 18% o]e] Aol FAk-g-o] ‘/}E}‘/}ﬂ Tefo R
HHEEAY §3S 59 A9l Atk B2 2o, obA
methotrexate®] B2 FHEXA 0;% Arefo|th E3} oy-
closporing H% S Al2|=oA @2 F=AF Alg ko] X7
oA Heg Hgon ' ApoR ulE of I
&3] A= oFAlE otH T TacrolimusE ARG T
A I A=A WL tacrolimus”} 7 AHA9] &
ol ATAR] AsS Bou, asol vls) &l v
+ 4ol ¢ % 7/4\ = ‘/}E}U’E} " wetbA] tacrolimus
il WAHE A= otk
Infliximab-2 —‘:1'—51}704 Ao A =50 HHE
14 F9E FASHE o Ak fde] Ao FHE oFAlol
o A8 AR 8 55 E AN 0, 2, 659 in-
fliximab 5 mg/kgE B2 W 3178 5 1779(55%)°lAl
E3ol oA HA7l SEHAH™ A Crohn's Disease

Clinical Trial Evaluating Infliximab in a New Long-Term

I

o] 24

18 ok Ao @ 2

Treatment Regimen in Patients with Fistulizing Crohn's
Disease (ACCENT IollA= =& 27| WHEE(145H 69%)
mal oy g}, WS-t 83t} infliximab 5 mg/kg Folt
EE= oktos F29 widgstae ol 5454 inflixi-
mabo A B 2 53 HdES EATHB6% vs. 19%;
p=0.009).""""" 71 o]¢]o] % infliximab?] GA X FE I
2T s ZAA A 013t infliximab?] &= 9
Zel Algzol A= Beld 42 Tk ol e 2
5 MIAH I Bk 3, oy 7)ol 33 o
& AR 72.4%00 A A/FRES-ol AL, R =¥
o|He] &do] gld TAfA B &3 BG5S

Fl
.

=

52 ohl :‘ C'l
jg

L rO o Hz >+£L W

E}.
(2) 2|2 (complex perianal fistula)
UUHOZ ME HXIE BFGIL[C], MES A
Xlg S8 18610 ’“‘*3._“3

o8 FTH20%), HAE T
(80%), #t FH 0%) AE F5HA] 2 (0%), A

rr
ot
A

[ )
e
i
N
10

N
r_>i

_L4

1——>— O (EoR=] )
SHHRIQ} thiopurine =21t HBI0] Ukt X2 24X
2 A28 s},

o X227} oA 2] & 4 oz %946‘;],' 40%), I:Hj(ﬂ —é‘;]’—
% A ol %), 4
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o H27} o7 AHos Foshesw), AR ol

(75%), It F-5.(0%), AR 52JokA] &2(0%), A
]

o]

o7} Qltk. FHHE Y 55 SHEA] gl
oF ZA3htH 9|7t viE-S TEXFELE T B8] AleYgjof
ottt B Rl g REY] AR &
A Azt E3F HAXEAE
QloF A= ofF] FESHA|NE A WA Ho| A Fefsiet.
o= 2710l infliximab®] ARg-o] AR E 7% AT of
2 Ax} g8 AAIA = o=rh '™ Infliximabol TfafA]=
SJoF izt Axt (2| N47t FHE U™ CHARMO
A 77899 b F 11770] BsAd AT UL, 59
ObH TS 265A(30% vs. 13%; p<0.04) U B56FA
(33% vs. 13%; p<0.02) &% adalimumab X Z oAl thz
TR 58 BT 4 AP D, ol X2
A5R5S 24 HXE 3 91 F, adalimumab®] AT A=

5 ot floF 2 AF = ofA gl

Certolizumab®] 54 A2 XTaFol et oz
WFAT7E A HARE, FEo s R Tl tisto] 2o
A A] kot ATt HrrL o Hrh

(3) xI29 2lut X2

QI HA| = STl G4 ZastA= ¢ 3
A Folli= 4 asttt iy AR =39 fAHe &

ol ot Sl wekd e e, v Al Al
X o

6=

o MEIH o Ao Fothoon), YA EoI%

==l
(65%), Tt SH(10%), A2 E231#] 42(6%), A
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o] v S s e, ¥ A7, 193 AE AA
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Sttty dHA o R pad FU 5 AY A7 oS "ol ¥=
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Ao c} 26 Zoto] oFA Fo] UGS Tables 5, 63} Att YA7|7H &
6) YA7|Zt B %X X|=E Qb mAo} wjofellAl 7 2 1HS Ao EE/delA] 1A
iR X2 oMl UM7|ZE 5 IeA0] HOta o{AZ < A" el AFESh= oFAI7} ofuth dRbE o g Q1A
Cf. J2{Lt methotrexate?t thalidomides :‘7IOIEHB] 717k Eoto] SH=A] g EHL 9ot o4 X2l 27|90l o]
o MEIl oA HHoT FoH60%), WA= £ Aot JAISHA] ok Bkatel ot iyt HIEHY B12
(40%), T F-5(0%), HAR FJokA] e ( O%), %ﬂ U @A HE 59 2ol g FYE 7]&ofoF sh =53
Aoz ok %‘%(0%) w = A] B3l BTE T At 19 1 mge BE QAR
5-ASA, corticosteroid, 25t XM= MMM 7|H0| Shatof| A Fosfjof A
Lt A& Zatofl Fkg FX| Hend. (1) 5-ASA
o MEIL oA HMHoT FoyH30%), A= F%t Sulfasalazine> AEH 9] X5of 7 Q8 AIZF ARG
(65%), W FE(10%), HAZ FJotA] (6%), & o] kAot o] oAl = Al i T BT ARt ool
Hog FOIA] &2(0%). t} 77178 sulfasalazine®} WA E M (kernicterus) 7H5A
UM F HES OfH| K22 HHE FXISk= 20|, AH| o] A7|=7]= YARE AA| oA Bi= glok oAl 5
B82S 226l XF6HK| s HELCH O RCHBI. sulfasalazineS £l dofl= H4t 2 mg& WY A Fo
o MBI} oA AHog FTHT0%), AR FAT She A& AH3Th Mesalamine 9A] 1Y 3 g Fol& obd
(30%), Tk G-12(0%), thA|= 4*}1} FS(0%), A 3t AoR HAHI ek SN o & g5k obHA]
HOR FOTHA] oF2(0%). of tiehal= obd EEAsITE 5-ASALE XY 7] A
X2HES 2izto Ago| m2t En 0|58 13 7, Aol FejAE Aol glrks vekRE A Avke 913, vt
OJAIet BHXpZO| HolE Sol AFSHHC]. ol Aol QUrte WERRAL QAR AHA 7Y
o MEIL oA HMHoT Foy9H70%), WA= St S77F AW s/ "t A oFAl il Al kA o
(30%), Tk SH(0%), THAIE FOJBhA] ke o%>, A (2) SR
Hog FOSHA| AF2(0%) Metronidazole:> Y5 Hhp-2 Aofo| A ot 71¥< 2
HSEAd A2 FoE A4l 5 fFAAE dgE Stk K7 QUAAIRE AbgollA 7ol HAlsk it B
ok gl alel 2.2 Dol A ol oFA| ] oS3 oA e Qo wheba Al 17]0f] Bl SHEA AMEE 5
o o] A 8L A5s] westeiof sk ¢Jalz|zt Uth= Ai7h Gt ol A gk, X RAkEe] Aybdo] Hilk]

o
o] T ticto] §l= ol ok 2HLHA ARE3HARAL
Aote] 7] = ¢kt *? Quinolone?] o= 74, GAF 24

Table 5. Food and Drug Administration (FDA) Categories
e (O Caree AR FTe] AT BaE X Qb ey, QJalr|z

A: Controlled studies show no risk . Lo a o oy o 2
B: No evidence of risk in humans EO]—oﬂ_ 7]“—0}134 Ougxﬂ A]Ng—— }J/\Q}OL 7;15 ﬂ%}?ﬁl}_
C: Risk cannot be ruled out, animal studies showed adverse Tetracycline¥} sulphonamide®] YAl & AR AHA 7]
effe.ch on .fetus o ' ‘ ‘ A1} go} AFYES molng 27 0]1:]—.294
D: Positive evidence of risk in humans, risk/benefit ratio should
be considered (3) Corticosteroids
X: Contraindicated Corticosteroid= EHI%_]:% %y,}g].;(]gl— HH]—_E_.'_;" H];%Aé ‘:H

287

Table 6. Safety of Inflammatory Bowel Disease Drugs during Pregnancy (ECCO rating)”" (adapted and modified from reference 287 with

permission)
Safe Probably safe Contraindicated
Oral 5-ASA except Asacol® (FDA B) Infliximab (FDA B) Methotrexate (FDA X)
Oral Asacol® (FDA C) Adalimumab (FDA B) Thalidomide (FDA X)
Topical 5-ASA (FDA B) Certolizumab (FDA B) 6-thioguanine (no data)
Sulfasalazine (FDA B) Cyclosporin (FDA C)
Corticosteroids (FDA C) Tacrolimus (FDA C)
Azathioprine (FDA D) Budesonide (FDA C)
6-Mercaptopurine (FDA D) Metronidazole (FDA B)

Ciprofloxacin (FDA C)

5-ASA, 5-aminosalicylic acid; ECCO, European Crohn’s and Colitis Organization; FDA, Food and Drug Administration.
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Budesonide®] FA ol gt S+t } RO Zhof| Al
UA A} w3t T& T uf S A ‘4747?13}. o
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(4) HAXHK|

A Fo] HARHEA ARl it FAE FE o)A
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nhEl A Zopo] 2bEolA HlE, AL AHA V1Y S
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AbgE Brgt o]He] FFEA ok A °
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(5) &-TNF HH|

Infliximab Al Fof efvhs FstA| Tt efjotof A 34
£ FEsteAls ERYlth 2719 dAtollA 9219 AR E
o= infliximaba AFSSHAS o AL AME, AAF &

—‘_-1

o] "7} Z7F81A] ekgret #9%% Adalimumab:
| A DN )] = s
logy Information Specialists®] X0 w2, A SA
AL, Z24E A 7199 Y18l H S7HETE SA= §l
]:]_ 309

AYorel A o] G-TNF AAS] -2 & defA U] gt
ey, 4l 27] R E 1gG1 GA= "igkS FastE R
Ejot= 2] 3-TNF A2 He 7He A&

o= infliximab¥} adalimumab®] AFES 7134 H3l= A
o] Hylow ke "

7) B8 £ T X X|Z(Table 7)

T T S

infliximab

B} A4F, Organization for Terato-

5-ASA HMHlE QHSHTHBI.
+ 87} O ddon Seles) Al S

(35%), T FH(0%), A=
Hog EJVPZ] -2(0%).
Corticosteroid= QHEBICHC].
e MEJ oA A Fo9H20%), AR T3
(65%), W F-E(10%), A FSHA] E3(5%), &
Ao g ZoJ8}A] oFS(0%).
Thiopurine MMk H|w& QFMSICI T O AXILE, &7| 2
20| Colf OF% XI=7t BEHH K 0] CHst 427t

SOl8R] L(0%), A

qog

L26HHC.
° Ix_.l_E_jl_ 9_'?_:1 }8. psKe) og %‘O/]B‘j{ 15% EH%” ‘6‘;']‘
(75%), Tk S8 (5%), AR Sol81A] ke 5%), gl
How E,]ﬂ—x] 2F-2-(0%).

2RO S-TNF M7t SA HAEEZLE S-TNF H/X|
£ Fojdt= Q59| Joto|A O|AHS2 OF% 1 E Ht
STt S-TNF HIX F0i= EXtet A449|5H0] ’*"WEHC]
o MEJ} oA: x{x%oe 5/]01- 5%), T:qu]
(65%), Ik §-H(16%), AR 50344 &6 %) *
HOR FOABA FL(0%).
Sulfasalazine2 B8 49 uj okAdlHC]* thZ 5-ASA
9] QAR E AP AFEoA B, 1.7 Cor-

ticosteroid= A &Fo 2 H Qo BEHEHZE %2 X4}

Table 7. Safety of Inflammatory Bowel Disease Drugs during Lactation (ECCO rating)287 (adapted and modified from reference 287 with permission)

Safe Probably safe Unknown safety Contraindicated
Oral 5-ASA Infliximab Metronidazole Methotrexate
Topical 5-ASA Adalimumab Ciprofloxacin Thalidomide
Sulfasalazine Certolizumab Budesonide Cyclosporin

Corticosteroids (4 hour delay) Azathiopirne
6-Mercaptopurine

Tacrolimus

5-ASA, 5-aminosalicylic acid; ECCO, European Crohn’s and Colitis Organization.
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S7] 98l AT Rol AT AR ¥ 448 AL BH
[C].2%314%% Thiopurine JAFEL ]S A& L

HAEE, 25 5 AR AV §l&
& 58 u cyclosporin®] ARge] gt
t} 290 AE infliximabo] TAEA ¢O T infliximab
2 o g 287 R AR e nE

b Fof ot SRS Ayelstel 2yt

e
Z =

A2 choFet QAFAE Ko, Eot Y|t AA
ofe] 71| §ES Bk qEE dX 4 Agtol). e}
A QA AEL ARl HE% Nay Ado W ol
&S A3 9L, E e R QoA ofy Rake] iz
TE 59 d5H AEyol gk 53] St e 2T
of EojAof AERo] T QOER, AfEct A2
AR A9 ZHo] &8 AAlo|t}. o] lo|=aele HA]
A QAFAEE vrFo R YMAq ARYE Nudh=
) =g FaAl 712 ARE Ik F5 22 X80
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