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Infliximab: The Benefit for Refractory Crohn Disease and
Top-down Induction Therapy in Severe Crohn Disease

Jee Hyun Lee, M.D., Hae Jeong Lee, M.D., Sung Eun Park, M.D. and Yon Ho Choe, M.D.

Department of Pediatrics, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Korea

Purpose: The aim of this study is to report the efficacy of infliximab, a monoclonal antibody directed
against tumor necrosis factor alpha which is used for both treatment of refractory pediatric Crohn disease
(CD) and induction of remission.

Methods: Among pediatric patients who were diagnosed with CD at Samsung Medical Center between
March 2001 and August 2007, a total of 16 patients were given infliximab to treat conventional therapy-
resistant refractory CD and severe active CD for induction of remission. Patients needing maintenance
therapy were treated with an infliximab infusion every 8 weeks, and fistulizing CD patients occasionally
received the infusion upon the condition that a fistula developed. The efficacy of treatment was assessed
by comparing the Pediatric Crohn Disease Activity Index (PCDAI), Hct, ESR, CRP, and serum albumin
levels using paired t-test.

Results: The male/female ratio was 13 : 3, and the median age was 13 years (range, 21 months ~ 15
years). The patients included 7 cases of therapy-resistant refractory CD, 7 cases of severe active CD,
and 2 cases of fistulizing CD. Mean PCDAI before infliximab therapy was 34.19£14.96, and mean
follow-up PCDAI within 2 to 4 weeks after the last infusion was significantly lower, at 6.88+10.31 (p=
0.000). Hematological markers such as ESR (p=0.000), serum albumin (p=0.016), and CRP (p=0.009) also
improved significantly after infusion. Remission was achieved in 2 of 4 patients refractory to conventional
therapy. Among 3 steroid-dependent patients, 2 were able to discontinue steroid therapy, and dose reduc-
tion was possible in 1 patient. Remission after top-down therapy without prior use of other immunomo-
dulators was achieved in 6 weeks in all 7 of the patients who had severe CD. Nine of ten refractory
fistulizing CD patients also showed improvement after infliximab therapy.

Conclusion: Infliximab was effective in pediatric refractory CD for induction of remission and main-
tenance therapy, as well as in severe CD for top-down induction therapy. Furthermore, infliximab has
contributed to steroid cessation and dose reduction. Long-term follow-up evaluation is needed to determine
safety and efficacy of infliximab in the future. (Korean J Pediatr Gastroenterol Nutr 2008; 11: 28 ~35)
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Table 1, Characteristics of Patients

Number of patients 16
Gender (male/female) 13/3

Age at infusion (yr)* 13 (11,25, 14)
Disease duration till infliximab 2 (0, 8.25)
infusion (mo)*

Duration of follow-up after infliximab 6.5 (5, 15.25)
treatment (mo)*

Total number of inflixmab infusion ' 519+3 .41

Indication for infliximab treatment
Refractory to other treatment
(including steroid dependent)

7 (with fistula: 3)

Induction 7 (with fistula: 5)
Perianal disease (fistula) 2
Disease location
Small intestine 1
Colon 1
Small intestine+colon 14
Concurrent medication
Azathioprine 167/16
Prednisone 6/16
Mesalazine 4/16
Metronidazole 5/16
PCDAI at diagnosis " 41.06+12.05

Pre PCDAI (prior to 1st infliximab infusion) 34.19+14 96

Post PCDAI (2~4 weeks after the last 6.88+10.31

ifliximab infusion)

Fistula (n=10) status
No change 1
Closure 7
Indolent 2

*Median (interquartile range), TMeaniSD, Two of them
were withdrawn due to pancreatitis,
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Table 2, Characteristics of Refractory Crohn Disease Patients Treated with Infliximab

Previous treatment Recurrence Pre Concomitant No, of
Case No. . prior to Initial PCDAI Post PCDAI o infliximab
regimen o PCDAI medication e
infliximab infusions

R-1 Mesalazine No remission 40 525 175 Azathioprine 3
Prednisolone Prednisolone
Azathioprine
Metronidazole
Methotrexate

R-2 Prednisolone No remission 725 60 375 Prednisolone 10
Metronidazole Metronidazole
Azathioprine Azathioprine

R-3 Mesalazine No remission 475 25 5 Azathioprine 15
Prednisolone
Azathioprine

R-4 Prednisolone No remission 40 50 5 Azathioprine 9
Azathioprine

R-5* Prednisolone 2 40 225 75 Azathioprine 6
Azathioprine

R-6* Prednisolone 2 40 20 20 Azathioprine 5
Azathioprine Prednisolone

R-7* Prednisolone 2 475 275 5 Azathioprine 4
Azathioprine

Mean 4678+1188 36.79+1669 1392+1215 7.43+£420

*steroid dependent, Initial PCDAI: PCDAI at initial diagnosis, Pre PCDAI: PCDAI at pretreatment of infliximab, Post PCDAI: PCDAI

at 2~4 weeks after the last infliximab treatment,
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Fig. 1. Interval change of PCDAI in infliximab treatment for
refractory Crohn disease, Initial PCDAI: PCDAI at initial diag-
nosis, Pre PCDAI: PCDAI at pretreatment of infliximab, Post
PCDAI: PCDAI at 2~4 weeks after the last infliximab treat-
ment
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Fig. 2. Interval change of PCDAI in top-down infliximab treat-
ment, Pre PCDAI: PCDAI at pretreatment of infliximab, Post
PCDAI: PCDAI at 2~4 weeks after the last infliximab treat-
ment,

Table 3, Characteristics of Patients with Top-down Infliximab Treatment

No. of infliximab

Duration of

Case No, Pre PCDAI Post PCDAI L Concomitant medication
infusions follow-up
T-1 45 0 5 Azathioprine 9
T-2 425 25 3 Azathioprine 5
T3 40 10 3 Azathioprine, metronidazole 5
T4 275 0 3 Azathioprine*, metronidazole, mesalazine 5
T-5 235 0 3 Azathioprine*, mesalazine 5
T-6 45 0 3 Azathioprine, metronidazole, mesalazine 3
T-7 435 0 3 Azathioprine, metronidazole 2
Mean 38.14+8.88 1794374 3.29+076 486+2.19

*withdrawal due to side effect (pancreatitis), Pre PCDAI: PCDAI at pretreatment of infliximab, Post PCDAI: PCDAI at 2 ~4 weeks

after the last infliximab treatment,
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Table 4, Effect of Infliximab on Perianal Lesions in Crohn Dis-
ease

Table 5, The Comparisons of PCDAI and Serologic Markers
between Pre and Post Infliximab Treatment

No, of patients

Indication for infliximab

Fistula only 2

Induction+fistula 5

Refractory+fistula 3
Fistula state after infliximab treatment

Closure 7

Indolent 2

Active discharge 1
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