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Guidelines for the Management of Crohn’s Disease

Byong Duk Ye', Suk-Kyun Yang', Sung Jae Shin’, Kang Moon Lee’, Byung Ik Jang’, Jae Hee Cheon’,
Chang Hwan Choi®, Young-Ho Kim’, Heeyoung Lee®; IBD Study Group of the Korean Association for
the Study of the Intestinal Diseases

Department of Internal Medicine, University of Ulsan College of Medicine', Seoul, Ajou University College of Mediciné’,

Suwon, The Catholic University of Korea College of Medicine’, Seoul, Yeungnam University College of Medicine’, Daegu,

Yonsei University College of Medicine’, Seoul, Chung-Ang University College of Medicine®, Seoul, Sungkyunkwan Universitiy
School of Medicine7, Seoul, Department of Medicine, Korea University Graduate Schoolg, 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 personal dicision 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. (Intest Res 2012;10:26-66)
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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 |

I
| 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 guideline development.
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National Guideline
Database Guideline International NHS Evidence Pubmed Webpages of
Clearinghouse Network Inflammatory
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Searching Crohn Crohn disease"[Mesh] OR related society
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[Sf::ﬁt'gg} 95 literatures 37 literatures 259 literatures 335 literatures 10 literatures
o %
J Limited to guideline/consensus
> Limited to adult
l Limited to English/Korean

Initial selection:

31 literatures |

I

‘(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 lCountry/ Journal Year Volume/page
anguage
1 Guidelines for treatment with infliximab for Crohn’s disease Netherlands/ The Netherlands 2006 64:219-229
English Journal of Medicine
2 American Gastroenterological Association institute technical Usa/ Gastroenterology 2006  130:940-987
review on corticosteroids, immunomodulators, and infliximab English
in inflammatory bowel disease
3 Medical management of mild to moderate Crohn’s disease: UK/ Alimentary 2007 26:987-1003
Evidence-based treatment algorithms for induction and English Pharmacology
maintenance of remission & Therapeutics
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

Grade A Homogeneous evidence from multiple well-designed randomized (therapeutic) or cohort (descriptive) controlled
trials, each involving a number of participants to be of sufficient statistical power
Grade B Evidence from at least one large well-designed clinical trial with or without randomization, from cohort or case-
control analytic studies, or well-designed meta—analysis

Grade C Evidence based on clinical experience, descriptive studies, or reports of expert committees
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Table 3. Crohn’s Disease Activity Index
[tems Factor
1. Number of liquid or very soft stools* x2
2. Abdominal pain* (0=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 (0=no, 1=yes) x30
6. Abdominal mass (0=none, 2=questionable, 5=definite) x10
7. Hematocrit (Males: [47-hematocrit], Females: [42-hematocrit]) x6

8. Percent below standard weight (normogram)

*Sum of 7 days.
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o o] FA| A o] )t *** Mesalamine 19
Folo] Zeg AR 370 A7 wlEbEA oA
mesalamine-> 5712 22 §-9]3H(P=0.04) L5 A
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(adherence) 5= L 3loF g}

Z7[0f R{Etst SXH= thiopurine, methotrexate®t
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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- 3 -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 (mulnmamx) Eudragit-S coating of hydrophilic
Mezavant (EU) polymer with some 5-ASA and
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o]-g-3to] 53 FAl(active drug)e] A A Aol =
T2 A EE g MMX mesalamine©] 2705 1
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zAT AAE detEAstaled, 1 A3 Sk
ol /] = CDAIZ} 3 45 7}423}9] 37, Pentasa” o]
T2 Ht 630] 7H43k 1:]—( 0.04).* o] Pentasa™
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7} =5 767 2] 31A}E methotrexate " 15 mg
Z8FAF e ookt o g ke wAstant ' 1
A3} 4054 #3]E-2 methotrexateT°] 65%, H"k
o] 39%% 2|u|gle 2] S W4 1(P=0.04), At
gk 369 % 227 ol| ] methotrexate "5 25 mgS F
o33k 7)u}3] (open label) Aol = 4074 129
(55%)2] #2}7} corticosteroids F 53l a5 o]

140
% % gtk

[ dlo nlo ol

ﬂg
Lo

o] 21 gt methotrexate®] %-5-5<> thiopurine®] -5
Z3} B|s=shy, YUk 2 2= thiopurine X ¥
TNF A Aol vkg-o] AU 22 ko] fle 7
% 78 ¥t} Methotrexate S 7 7 Fo] 3 wji= &
T w57 g, Y e R 8 vAT
o7} o Eaal AL AR el

)43t e ABEE weshe] ALelE 2%
S 3% FAL AsAsiel, G4 08 s WU
_]

=

e, ol# g s A% AEd A=
obA girt’ =2 ALE Yoz 3 AT glA
tl methotrexate S o1& u = FAHS A AFE-3}
T2 AR Methotrexate®] x7] 52402
oAl FE, AdAL H Pl 22 A ke

o] E3kvl, WA 5 mg $EOE A S glonk,
oF 10-18%e 4 ofA] 41§02 Qlahe] A4l

1
A Bgo] o]gt}* w3l )4l W methotrexate:=
A =g 7= F0Yd A3

=
thatolof 3hr}” Methotrexate A7) F
o

of Wo] wAHL A 2 g dFelr)” nhebA],
oAl Al A A F 45 ool A1
)% AR Alska, o] F vidk Al Zlo] A
Z=n], ASTZF AAFY] 2w oJAe =2 Akssld

methotrexate s F 53t th7F A4S F o}A] A=
sloF e}’ 7R 22 100 patients-years o] o]
2397 BA s A ow FAE AR, W Eell of
Sl T o i o

@ Cyclosporin?} tacrolimus

Calcineurin A A= 54 229 X35 A3k
Aol H5g 7 Aoz AAE” g Ao
717 2] corticosteroid A A &> B2l 54 =
24 $kx}ol| 7] 5-7.5 mg/kg/day2] cyclosporins 73 -
Folgh A5 3N A S sA 8] 59%=, kT
o] 32%¢l Blsted ¥ 9k vk (P=0.032), ¥H3 &l
obd TAES Hrhstsivhe Aol k™ F4
2eF dzAFEoNAE T cyclosporin®] Fo<
PEHA gt Ay g FE Az
A A cyclosporin (4-5 mg/kg/day)e] AEA 2
4 ZEH A Eee] g mashg o,
A" cyclosporin®] ®5ol thak F2k9] 2 T+&=
2 gt o) AFS 38 E vl corticosteroid *] 3}
T oE FEH A ZF cyclosporine WA= A
o, e Fr=E 28k ©17]7k2] A S cycleosporin

el obd =uke] o7} 0]‘:‘rg

73 tacrolimus®] 7J-$- corticosteroid A 34 2 2]
24 2B ¥ Fel ok vldEd
o Zol 5k 9o} oA 92
ol A edubd gl AR-E ARl ol 3
7} sie

el §-#] 2| EZ 7T cyclosporin 2 7 - tacro-
limus®] &5ol et A5 &= o} FE3}#] oo} #

A=A o=k
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O F =

Infliximab-> chimeric immunoglobulin (Ig) G1 -
TNF S22 JAZ 384 A5 HEE A"
3}F-TNF A A]o]t}. 5-ASA, corticosteroid, ™ =74 4|
off Bk-3-3HA] o= 108 9] TE5 =T ZEW A}
= infliximab 5, 10, 20 mg/kg = ¢ ko F=2+¢]
WA sle] Fal 2 52 B Aq 27] AT,
5, 10, 20 mg/kg FoI7-2] vF-S-E-> 217} 81%, 50%,
64%%  infliximab Folv- AA} S IFTFHSE
17%)s ®lastels o ovisdAl o E:siche
<0.001).* =3+ #3844 infliximab Fo] T
33%, AT 4%= 2PIsl= AelE Bt
(P=0.005).* o] 1254 infliximaba2] HFS-EF-&
41%2 kT2 12%Kc} ¥ Eol(P=0.008) 2F 2 2
2|44 L gheldl 4= 9lojr}

Adalimumab-> % Q17}3 (fully human) &-TNF A
A2, 73} FA7}F 7Hssheh. CLASSICH trialell 4+
o] el infliximab ol & "2 Aeo] §l= 299 9
T T AW FAE 029 25l 2+ 4020
mg, 80/40 mg, 160/80 mg, $|F Folwro g F-32H9
A Bk o, 47 el &2 22 18%, 24%, 36% %
S oFr9] 12%9} B Ee]S o 160/80 mg Fof el
A mglAl o EskehP=0.001)."" Infliximab®] &
H7F 2AE QA Wb o] gl #AkE o=
g GAIN trialol| A= 3259 9] A}E 059} 25 7+
7} adalimumab 160/80 mg T+ $]Ftoll F-=14] w)
Aste] 474 -3-& Hrhskdet” 2 A3} adali-
mumabi-2] &8-S 21%% $]FT] %K.t} 9]
A o lEo;}D}(P<0 001).” CLASSIC-I trial3} ] 32
= o Eﬂ < B8 % AW A SF-TNF Al A ]
gk A FY AL Al o
gt H&%* A d5S *l Apatet.

Certolizumab pegol (certolizumab)-> 3-TNF Fab’
gk A ol polyethylene glycol (PEG)S] #-2Hel Hel| &,
infliximab®| -} adalimumab3}+= 22| THZ 2 xl3l
T 59 A EAPE AHapoptosis) S 28FA] et
2029 9] FH5E-FF A E2H 3AE 0, 4, 8F &
7z} certolizumab 100, 200, 400 mg e fokrew
ARl wiA kel 125744 vbEES HUkeE A
A} 2FA = e certohzumab g2k gol| A, 4FH
£ 200, 400 mg-ll A, 8571+ 100, 400 mg ol A],
10“!“5‘“‘;‘ 400 mg:rLoﬂ/ﬂ 71—71— Holziq_ ﬁ <) Ag],oﬂ
o, RFAE BE Tl ekt 2felt ¢
ATHI12F4 100, 200, 400 mgT 2 ¢k HF-S-E

44

Z+7Zb 36.5%, 36.1%, 44.4% H 35.6%)."° vt
CRP7} 1 mg/dL O]*Po fﬂrXHLUP—‘l ito 2 54l
< well= 12574 9F-g-E°] 400 mgw-¥} 9] 2ol
A A2 53.1% 2 17.9%i JulelE Aol & Bt
(P=0.005)." PRECISE 1 trialel 4] = 66274 2] F5%-
% 328 FAE 0, 2, 45l certolizumab 400 mg
Fol v 45wt Foddte T kTS AR
vlatdek® 2 A3 6F A4 9FSE(35% vs. 27%;
P=0.02) ¥ 65 % 2654 HF-EE(Q23% vs. 16%;
P=0.02) =% certolizumabi-oll 4] ©] $5a}eich ¥
Infliximabel] & 2] ERE-S-0] A A AU Y <bA
S UL TEE-T5 2 A sl o, 2, 4
ol certolizumab 400 mg= Fo3& Aol A 64|

HFS-ES 62% (334/5397), &S 39.3%
(212/5397)A ek w5 abe], 9)eF rﬂzoﬂ%ﬂ
ofA| vt o]z]g A= 1nﬂ1x1mab°ﬂ gk "k-§-o]

SAEGAY, WIS 4 AT certollzumabO]
shtbe] dicke] = & ol 5S AlAkgh

A G5 22 sl fFxel alelA F-TNF
AAE] S AAHA LR vug A7= ohF
ik,

Natalizumab-> o4 integrinol] tgt ¢17ts} &2
FgA = wde] 3 oA E T2 2 g5
29| o5& JAlste E3E Za 9ok Efficacy
of Natalizumab as Active Crohn’s Therapy (ENACT)-1
trialo| A= 9057 ¢ F5=-F% ZEW FAE 0,
4, 8ol natalizumab 300 mg A5 52 S| o2
F2H9] wiA SR 2, 10574 HESE(56% vs. 49%;
P=0.05) 2 F3E(37% vs. 30%; P=0.12)°l &]"]|3)+=
o) += %i?i‘ﬂr.m Efficacy of Natalizumab in Crohn’s
disease Response and Remission (ENCORE) trialol] 4]
E 55539 355 E Holwi CRP>0.287
mg/dLSl #2} 50992 0, 4, 85| natalizumab 300

T 2 23] sk S o, 8
TR D 1274 BT s Bl Ao gl
natalizumab FoFoll A o] =94371(48% vs. 32%; P
<0.001), 8577 2 1257 ZE B Adefal Fape]
£-8 A natalizumab FFrollA] ] E3heh(26%
vs. 16%; P=0.002)."”* =3t Hh-g-F 2 s & 45
51]] B natalizumab FFTolA] o] E9ka, o]#]gk
T 85 2 RFAAE ALE et
2 Yol = o4B7 integrinel] tgt 173t @
A 2l vedolizumab,'” interleukin-12/23 p40sl] Tt
22 349l ustekinumab'® 5 oJ2] kAo thalo]
B4 e o) fE aiel g 75|

N

kol

o o
(L o
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usont, dqtre] Friedgrh 22 st

@ T3 A

Infliximab®] ZE¥ &l Ao H3 255 F
38 A Crohn's Disease Clinical Trial Evaluating
Infliximab in a New Long-Term Treatment Regimen
(ACCENT) I trialel| A= 255 o|Abo] zm2n 3}
ol A infliximab 5 mgkgE 35 wl 254 58%
o] 3x}7} uE-3(CDAI 70 OM} ZhAadkaL 25% o] Ak
AFaye RATEY o) F ST 2, 65 L FF o)
8—7[:“}1:} $eF Fo(1), infliximab 5 mgkg F3(2
) 2 2, 65 infliximab 5 mgkg Fo] ¥ v 85vic}
10 mgkg FATEGT)EE F2H9] A sl o,
3074 el &2 1, 2, 3o] 77} 21, 39, 45%% 2%
% 37o] 1Rl ¥ E=9kth(P=0.003 2 P=0.002)."
gk ofA| vhg-o] A= wjzbA] 17k TR E
1, 2, 370llA 42 19, 38, 54F= 2, 3704 178
o} o] Zglcth(P=0.002 ¥ P=0.0002)."

Adalimumab®] =2 & A F5ol ot
CLASSIC 1I trialel| A= CLASSIC I trial®] 45#] 3
5 ®ol stxleol disl t}A] 25 ZHH 2 2 adalimu-
mab 40 mg$ 23] Fo] F 455 B = B A}
5572 $]<F, adalimumab 40 mg 259t} F¢1, adali-
mumab 40 mg Y|F FolFow Tz wjA s
o} 3 A} s65-A) el &S ZHzt 44%, 79%, 83%
2 adalimumab Fo7olA $FrRe}t o] =9}
(27 P<0.05)."" Crohn’s Trial of the Fully Human
Antibody Adalimumab for Remission Maintenance
(CHARM) trialel A= 0, 25l 80 mg ¥ 40 mg9]
adalimumab - 2 7N¥F8 8 FE=E 3, 4575
HES-E-2 58%SATh Y o] F w38 13l 4999 S 9|
QFF, adalimumab 40 mg 2wt} FoIF, adali-
mumab 40 mg "5 Fol o2 F-2H8] wiA kol &
o], 267 W3- 2tz 17%, 40%, 47%, 52577
3l &2 2H7F 12%, 36%, 41%= 2t A3 el 4] adalimu-
mab ol 7] e o] gkt o HrchH7t
P<0.001).

Certolizumab2- ©]-§-3t PRECISE 2 trialol| &= %
SE-T5 229 32} 6689 ol A, 0, 2, 45 certo-
lizumab 400 mg2- ¥ 3} -71‘—/‘]‘ = 674 HFS wal
428 (64%)°l Al $12F =2 certolizumab 400 mg= 4
Fobeh 245747 Folahgleh ¢ 2 As) 265A] b
$&-2 certolizumabioll A 63%, $] 2kl A] 36% =
certolizumabyw-ol| A ©] =9k31(P<0.001), &=
certolizumabi-oll 4] T 3£QFCH48% vs. 29%; P<0.001).'"

INF AlAl] el 7] Hol ehar 2ol v

b4 A3 infliximaba 9] 22} vl st of Fej
2 &% vl 9389 I(RR 2.50, 95% CI 1.64-3.80;
P<0.0001), g A 5 JA o 539
S v (RR 2.19, 95% CI 1.27-3.75; P=0.005), corticos-
teroid A oF 3% ] 53} thRR 3.13, 95% CI
1.25-7.81; P=0.01).'" 2] 3 infliximab 5 mg/kgs} 10
mg/kg Abolell Faf gl Aol molA| ekgirt
Certolizumabel] HF-g-o] 91w Z=}fol|A] certolizu-
mab 400 mg 4Fvtel Fok2 §] ok} v aLsle] 26
F7FA WS RR 1.68, 95% CI 1.30-2.16; P
<0.0001), LAH-S-E(RR 1.74, 95% CI 1.41-2.13; P
<0.0001)°] © $-d3sich'® dF7)zbe] &ehA
AR A vlaE o ARE  infliximab,
adalimumab % certolizumab®] %] X B 22 &%
2 ¥]52E Ao AZE STINF A4l Fol
of| 48] AnbA gl o] duk-g WARI = $] 2k
Abstd o, - TNF AA| FofellM= A8, =
F3} e AR oAb E B glrh!®
SF-TNF A Al thiopurine 3> methotrexate2} 7+

< W24 AE WEske Bt A s =7l
olth =4 A #-go| infliximabel] W3t 34 A
e ARAA R oM g ST 2]
AEo] oAt o]z]gt AATEL di/l infliximab
& AEAOR Rolq BATE RO F AT
Sol ek ACCENT I trialell 4 = el = F
TFAA S 2 infliximabs F13}91 S o, ﬁ-gl,ii

Foygl 7 9-Hr} d-infliximab 3] YA Eo| o] F
STH8% vs. 30%; P<0.001).'*'6019 :Laiur, inflixi-
mab T2 A Fof o W xzGA] W go] o 5
dgk AN E IR = Wt oz A=
adalimumab¥} certolizumab®] 3l %] L5 H7}
S QAo AE fAbsh e Th eI g A apa et
el Foll 4= infliximabo & 8Fvict 24
AA W N ol W 2AAT WA AL
infliximab 5% Fol Xt} JALH o5&

10454 &= infliximab®] FE& v =3,
o} Gohrh® o= Ar1H o AA fx]4
T Al 2dA Hge] dAukE Al o fre#
7FeAdS AlAReReE & el Al infliximab3t
azathioprine ¥-8--°l| 4 azathioprine % =] =3t
$1312 azathioprine ¥ -§- 7]7}ke] 27704 w|Rto] A}
A5 A= =A47F 912 w(CRP>0.5 mg/dL &=
= dag >298,000mm’) F7hEcky 2 ashel
t}” Infliximab¥} azathioprine ¥ &0l 4] 7z} kA ¢
o FodE 7]3] el Afel ¥ wohe S
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A 2388w PP gzathioprine®} infliximab
Mg ol bl A AR R TAE YrE
(hepatosplenic T-cell lymphoma)®] B 352 #7]
Frole] bl BT $HE B Wk A
402 PN AA S W2 AA A% g ot
= A0 QAP 53 A WA Aol &
Aow AgEL

ENACT-1 trialoll 4] natalizumabel] BF-2-0] Q131w 2
A58 4571t} natalizumab 300 mg FFT =& 9
v o g 29l wiAgste] 5657744 71§ ENACT-
trial 23} 3674 HH-EE(61% vs. 28%; P<0.001) 2
T3l -8-(44% vs. 26%; P=0.003)°] natalizumab F2F-
ol 4] &mglA o Egkeh” = natalizumab FoFael]
Al 60F7HA] -3k BE--E(54% vs. 20%; P<0.001)
2 23 8(39% vs. 15%; P<0.001)0] A = o}k
2} o] % natalizumab 2] 2| 70| 4 WA JC
virus-induced progressive multifocal leukoencephalo-
pathy (PML) =8+, oA el natalizumab *| 25 WF

o

l\) -Lr?" et

2 v}kA] 7 3} (multiple sclerosis) ZHAFol|A] HHAY
‘6& PML =453 37 natalizumab AF-§-2] gFHA

o T2 B7147170 Heieh ™
® FINF A Fol W, FAe
Infliximab-= UHFH © & 5 mg/kge

g
N
Lo

~
>
oft

L 13 Ui
o
oL
[o
ut
\‘O
™

67l A F wf vt FHAH R FAAEE
3= Ao] WA= T Infliximabs AW SFE %o u}
2 ZHd A o ® Fojdlz ZlHhs AR Fo
3= Zlo] infliximabel] &k 34 YAS 744 7]
a7, %1 "Hh-2(infusion reaction) & A] A A]7]& A
o2 galA 9} Adalimumab-2 0, 2591 80/40
mg EE 16050 mg 73 Fatz A S T, A5
2 40 mgs FAAEE Fo{gch

AnbH el FTNF AlA 2] F7]52 A 53] o2
ZB A gz Al il-_‘i'j 7‘37—03% B =

F9| of /Q”ﬂ % A3 (demyeli-
nating disease), A]%17 < (optic neurltls) Hzxo] 7
A Solt}’ 53] F-TNF A A Z alste] A8
s1§lo] Zrbslmz MR Aalo] Eal S-eluiekel
Ao e A} 2 qAe

Infliximab FFof wj b &F o2& ¢, FF, &
g, o, AARA, F5 29zt 25 2, g9
Al B Al 93k uted A whxls) 2 FA
T4 HES (o 24417k ool WHA S} B2 &
o] 1024417k o]y by & bxl 285 717
AL Ak, Azt A E, TR e Al 7o

(o] 1142 o] sk o 579 o) F
Aol vhebd 5 glek™ F4) whg-& FINF A
o o3& WA= Az, oF 5-10%0l 4] HAslE Ao 7
BuE glov, Wl 5 Rk EIA %
T/]_.14,164,173,174 :l/‘j _,_01 H]_oo] tn_xg 78]_?__ Xé_z,_

—‘—\—’

&5 ZFa, 33| el A, ofA Eolr
steroid 5-2] Fol & R A=
HEHA AR RIS ER Fo5 83
Wl TNFO Ff oA 235 & o 3
TNF A A7} zg2] 9385 S7HAA 7sAdel ¢
HE AR, ARF gl Zabol| 4] 91§l A o] Ehaly]
FA RS o= i R L e R A 711] A
A ] olodar, R FH o] vl ol A= 8-
TNF A A7} =52 9195 S7HA Z ch(standar-
dized incidence ratio 3.34, 95% CI 1.5-6.9)." =g+ =
717k g A =] B (corticosteroid, thiopurine, -
TNF A AE A5 75 713] 7Fde] S71s 59
% 9lth® = corticosteroid, thiopurine, infliximab =
1712 & /‘F@“K}— 3= AREEEA] = el M
stod 713] zhsde] 91e] 3w A= F7}3FaL(OR
2.9, 95% CI 1.5-5.3), 2714 o] 44-< wtst o= 145
B 5 Z7}al= 1 0 Z(OR 14.5, 95% Cl 4.943) B3
Holok® a2y, dj w2 S5A 24 Safel A
-TNF AA| ] o] 52 9]} 22 oFA] F-21-8-2] 9]
P& A3lste Aom AzE, 2|52 53 A
A= Ao} F8d o7t B e

tula)E EFIch Fd aEHS A
H3}ste] ﬂ%}%‘i“& ozt A 58k
Eig o 7b wek A& ApAZE B4ke vk
o W3k 7}°1‘:a}%£ A7) ol Al
E H AT s3E JA Wk
=]
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ok Al H7h Solok® ) vy F AFE
7 E3b M we A A gERemR o
7hel=ehele] Fobd-2 A Fel| ik v T
A 5] 7 & AL W X w9} o3 279
Wt #E g xzd Aksrt B-E3chs dlell
Stk

2) €34 AT X2

(1) Et=X|F(simple perianal fistula)

30| gle HeXRe St X7t HROHK|
CHC

o MBI} A AA o7 E2l3H10%), WA=
E213H80%), Tt FH(5%), A= F23}
2l B (5%), AAE F23HA] E-5(0%).

BH0| U= Z0 otsto] HI=E ME(hon—cut-
ting seton) £ +3& E/M&(fistulotomy)2 112t
CHCI.

o TEIIL oA AH O FoF(25%), dAZ

A F(G5%), T KR (10%), HAZ 52
SHAl w5 (0%), o= FofstA] €
(10%).

S40| A= B2 FIIE metronidazole (750~
1,500 mg/day) == ciprofloxacin (1,000 mg/day)
ENE DHICHC.

o MEJ} oA A o2 FOF40%), A=

&2 3H60%), T 5 (0%), WA= F2] 3}
Al W5 (0%), A2 F3FA] W5(0%).

H GEA e 24l Gt A5 44 o

W g2t A7} 12 25 A= A=
t}. 28] 2 thiopurine<> 2%} 2FAl|, Z12] I infliximab
= 32k A7 ofAl R AAEceh 22 A FollA
metronidazole®} ciprofloxacin®] &5l W A=
WA Sieh, 8 b 2l st el A 27k
Z24H %] Fol| 4] metronidazole?} ciprofloxacins A}
SaHE DAL G W] S4E 54
A7V E3bAol} S A58 fEehA
o, FAAE Fow o o3tk

& ¢

%ol
thiopurine AH&-2] 27 &= Z8 ®Wwe}l 3 J4=
27 B2 3 s7he] Fe] dmed el iRk wet

w46 7] AR o] 58 F T o4 &

= 4 HA]el thiopurine> HEIA]Ql Zo R
t}'"™ Thiopurinedl] ¥F-8-0] 1A EuiAdal &
F-oll Al Al gHA © 2 methotrexates AFH-&-3F A
AF7F Aok 2t 18% o] 4he] Fhafell A
Lo vpeptar, Aok R v AL S8k
73 -0l Aftsl= 43S KB, oF2] methotrexate2]
B2 AREA > Aeolvt =3 cyclosporin
2 S Azl A A FAF Al ¥ ate] x| Fef
A oS Belon )V Ao r niE o a5
A E o] 53] AFgE = oFA = ofy ). Tacrolimus
E AR ol A S iz FelA =
tacrolimus”} 7% A} A o= Al 58
Bolov, o vlal] &=kl vldE st F-2kgol
o] 2 7oz Jepgdt) " ulebA] tacrolimus &4 &
A dubA o2 AAEE kA= ofy T
Infliximab-> 729 W2 ol A 732 =
fresta 1d 5F fFAIshe d A sle] AsL
2 ZE Aolt). 28 AF 2 BN 3 3k}
oA 0, 2, 65l infliximab 5 mgkgE A F3}9
o] 319 5 179 (55%)N 4] 52 <kA
=9k ACCENT II trialel| Al &= =& %7] 1t
(1474 69%)31F o2}, vk
mab 5 mg/kg FoT i gkt o R =18 wilA
319l o 5454 infliximabw-oll A o =& 3 9
85 BIth36% vs. 19%; P=0.009)."°"""" 1 o]¢]
o= infliximab®] FAXExE I 2 =S
7oA A ? 01213 infliximabe] E3t= €9 &
g Ale|=elA = gFeldt 5= ol el A
= Ay FHeAe] &% Bl 34, el 7
o] F3F A A, S 320 72.4%00A4 94
WAL, o FEel A9} oA =Y
] 9l Aol A o % 258 mydoh”
(2) S&XIF(complex perianal fistula)
Ao = ME AXIE HEFSIL[C], MES HAH=
& X2 S8 1260 ZFsio)
o MBI oA A Z FF(20%), HAZ
&2 3H80%), Tt 1 (0%), A= F2|3}
Al %E2(0%), A2 534 &5(0%).
SHMH|2} thiopurine2 =1t HAHSI YKt K=
AHZ AMS TATHTHC.
o MBI oA Ao Z F§H40%), A=
E213H50%), Bt 12 (5%), A= F23}
2] 8 (5%), AAH o2 Fo8tA] 2-8(0%).
SE T8 sY0| SHE0 AUCHH HiSSHC.

o M7} o AH o B2 3F(70%), A

S
o0 we o

L~

s
2

o)
=

I

i

o

N

Jot
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594 $H25%), Bt FH2(5%), HAZ T3}
XL(0%), AA o7 F}A] 2-S(0%).
Infliximab [A] = adalimumab [B] 2Xt 2|2
ArZetrt,
o MEJ} oA AAH o FE F325%), A=
%4 F(75%), B F2(0%), WA= 52|35
%}%(0%) Ao gelsha] BE(0%).
A3 W3 A5 A=
] .(J;do]p]. ]‘o ok 9] /“1‘5“0]1’}‘
el Aol x}ow 14 skl T
stols %—ZHKLU}Ui 5”]*]’

T

o -2 A T7}7} FAAE dAF oA
24 Adzgc) w3 W 2445 E3] A AHE-
st o] = 9o A F+= obA] kA ut A
A m ol A f-2]shek. F 2ol 7] ¢l infliximab2]
Abgo] AAEZ|E A oA A2 Az 2 HAA
A= or=th!'™ Infliximabel] )AL= <ok =
AT Az A Fe Af7t 9=k CHARM

=

wialell 4= 77873 2] #AL 5 1179 0] LEA A 27}
o, xF2] oA a8 2654 (30% vs. 13%,
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2ot ME et MolstofoF FHIHC].
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Table 5. Food and Drug Administration (FDA) Categories
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A: Controlled studies show no risk

B: No evidence of risk in humans

C: Risk cannot be ruled out, animal studies showed adverse
effects on fetus

D: Positive evidence of risk in humans, risk/benefit ratio
should be considered

X: Contraindicated

E-73} 3 thiopurine®] Food and Drug Administration
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Table 6. Safety of Inflammatory Bowel Disease Drugs during Pregnancy (ECCO rating)

287 with permission)

i (adapted and modified from reference

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)
Corticosteroids (FDA C)
Azathioprine (FDA D)
6-Mercaptopurine (FDA D)

Cyclosporin (FDA C)
Tacrolimus (FDA C)
Budesonide (FDA C)
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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Table 7. Safety of Inflammatory Bowel Disease Drugs during Lactation (ECCO rating)

287 with permission)
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" (adapted and modified from reference

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) Azathiopirmne
6-Mercaptopurine
Tacrolimus

5-ASA, 5-aminosalicylic acid; ECCO, European Crohn’s and Colitis Organization.
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