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 Abstract
Study background: Anti tumor necrosis factor-α is thought to play an important role in the treatment of Crohn’s disease. However, loss 
of response to anti tumor necrosis factor-α remains problematic. We aimed to assess loss of response to anti tumor necrosis factor-α in the 
treatment of Crohn’s disease and clarify factors associated with loss of response.

Methods: We analyzed loss of response in 128 patients with Crohn’s disease from multiple centers. All the patients were naïve to anti tumor 
necrosis factor-α at the time of the initial treatment. The Kaplan-Meier method, Rank test, and Cox regression analyses were used in the 
statistical analyses.

Results: Twenty-five percent of the patients were women, and the median age of the patients was 31 years (interquartile range 22.0-43.2 
years). Loss of response to infliximab and adalimumab treatments was recognized in 26 (28.8%) of 90 patients and in 7 (18.4%) of 38 
patients, respectively. In the multivariate Cox regression analysis, the presence of an ileitis lesion and a high C-reactive protein level (≥2.25 
mg/dL) before treatment induction were identified as independent risk factors for predicting loss of response (hazard ratio=2.563, p<0.05 
and hazard ratio=5.317, p<0.05, respectively).

Conclusion: The C-reactive protein level of the patients prior to anti tumor necrosis factor-α therapy is an important factor to consider when 
predicting loss of response in anti tumor necrosis factor-α naïve patients.
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Introduction:

Crohn’s disease (CD) is a chronic and refractory inflammatory 
disorder of the gastrointestinal tract with an unknown etiology. 
Complications, such as stenosis, fistulas, and perforations, can 

occur over time with disease progression [1]. Between 30% 
and 60% of patients with CD require intestinal tract resection 
within 5 years of disease onset [2, 3]. TNF-α is thought to 
play an important role in the treatment of CD [4]. In Japan, 
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infliximab (IFX) and adalimumab (ADA), two anti tumor 
necrosis factors (TNF-α), were approved for the treatment 
of CD in 2002 and 2010, respectively. However, loss of 
response (LOR) to anti TNF-α agent remains problematic. 
Previous reports have shown that early treatment of CD with 
anti TNF-α agents is more effective compared to conventional 
management strategies [5], and the use of concomitant 
immunomodulators, pre-treatment with a corticosteroid, and 
early dose optimization prevent LOR [6]. It has also been 
reported that C-reactive protein (CRP) levels are useful in 
predicting LOR [7].

Nevertheless, the best way to prevent LOR is still unclear, 
and many patients require repeated intestinal tract resections. 
In this study, we assessed LOR to anti TNF-α agents in the 
treatment of CD and aimed to clarify the factors associated 
with LOR.

Methods:

Patients and study design: In this multicenter, retrospective 
cohort study, we enrolled 134 CD patients who were initially 
treated with anti TNF-α agents (IFX or ADA) as remission 
treatment induction and maintenance therapies between May 
2004 and July 2016. All the patients were naïve to anti TNF-α 
agents at the time therapy began. IFX was infused at a dose of 
5 mg/kg at weeks 0, 2, and 6, and every 8 weeks thereafter as 
a maintenance therapy. ADA was administered at doses of 160 
and 80 mg at weeks 0 and 2, respectively, and at 40 mg every 
2 weeks thereafter as a maintenance therapy. We excluded 
6 patients who were primary non-responders (patients who 
experienced no clinical benefit during the first 8 weeks after 
the TNF-α therapy began). Ultimately, we analyzed the risk 
factors for LOR in 128 CD patients. The observation period 
was between May 2004 and April 2018. This study was 
conducted in accordance with the ethical guidelines of the 
1975 Declaration of Helsinki and approved by the institutional 
ethics boards of each hospital.

Outcome measures and definitions: LOR was defined as the 
need to switch from anti TNF-α to another therapy, an increase of 
the anti TNF-α dose, the addition of other drugs (corticosteroids 
and azathioprine [AZA]) for remission induction, the addition 
of cytapheresis, or a need for surgery. We divided the 128 
patients into two groups by sex, disease behavior (perforating, 
penetrating type, or neither), disease duration (≥3 years or <3 
years), disease location (ileitis, ileocolitis, or colitis), history 
of ileocolonic resection, type of anti TNF-α (IFX or ADA) 
treatment, use of a corticosteroid before treatment induction, the 
presence of a perianal disease, concomitant treatment with AZA, 
or CRP level (≥2.25 mg/dL or <2.25 mg/dL) before treatment 
induction. We then analyzed the cumulative LOR ratios between 
the two groups. Data from the patients who could not continue 
anti TNF-α therapy because of adverse events, other diseases, 
childbirth, or unknown reasons were censored at the last date 
of follow-up.

Statistical analyses: Age, disease duration before anti TNF-α 
treatment, and follow-up period after treatment are expressed 
as medians and interquartile ranges (IQRs). The cumulative 
LOR ratios were calculated using the Kaplan-Meier method, 
and differences in the cumulative ratios between the two 
groups were compared using the log-rank test. The optimal 
cut-off for the CRP level before treatment induction was 
determined by a receiver-operating characteristic (ROC) 
analysis. Cox regression analysis (multivariate stepwise 
logistic regression analysis) was performed to identify the 
risk factors for LOR. The factors investigated were female 
sex, age, disease behavior, disease duration, disease location, 
history of ileocolonic resection, type of anti TNF-α, use of 
a corticosteroid before treatment induction, the presence of 
a perianal disease, concomitant treatment with AZA, and 
CRP level before treatment induction. A p-value of <0.05 
was considered significant. All statistical analyses were 
performed using BellCurve for Excel (Social Survey Research 
Information Co., Ltd., Tokyo, Japan).

Results:

Patients: One-hundred twenty-eight patients with CD were 
analyzed in this study. The baseline characteristics of the 
patients are shown in Table 1. Twenty-five percent of the 
patients were women. The median age of the patients was 31 
years (IQR 22.0-43.2 years), the median duration before the 
anti TNF-α treatment was 1.7 years (IQR 0.2-9.3 years), and 

  Data

Female sex (%) 25

Median age at induction therapy (years) (IQR) 31 (22.0-43.2)

Median duration before anti-TNF-α therapy (years) (IQR) 1.7 (0.2-9.3)
Median follow-up period after anti-TNF-α therapy 
(years) (IQR) 2.9 (1.0-5.1)

Type of first anti-TNF-α (n)  

 IFX 90

 ADA 38

Disease location (n)  

 Ileal 35

 Ileocolonic 60

 Colonic 33

Type of disease behavior (n)  

 Inflammatory 58

 Stenotic 50

 Penetrating 19

 Unknown 1

History of intestinal tract resection (%) 20.3

Perianal disease (%) 30.7

Concomitant treatment with AZA (%) 32.7

Use of a corticosteroid before induction (%) 20

IQR: interquartile range; TNF-α: tumor necrosis factor-α; IFX: infliximab; 
ADA: adalimumab; AZA: azathioprine.

Table 1: Patients’ baseline characteristics (N=128).
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the median follow-up period after the treatment was 2.9 years 
(IQR 1.0-5.1 years). LOR to IFX and ADA treatments was 
recognized in 26 (28.8%) of 90 patients and 7 (18.4%) of 38 
patients, respectively. Twelve (46.1%) of the 26 patients with 
LOR to the IFX treatment required an infusion dose escalation 
to 10 mg/kg. Eleven of the IFX treatment patients (42.3%) 
were switched to ADA, and 3 (11.6%) underwent intestinal 

tract resection. On the other hand, 2 (28.6%) of the 7 patients 
with LOR to the ADA treatment required a dose escalation 
to 80 mg at 2 weeks, and 5 (71.4%) of the patients receiving 
ADA treatment were switched to IFX. Two (1.5%) of the 128 
total patients stopped receiving anti TNF-α treatments because 
of another disease; one of these patients required treatment 
for breast cancer, and the other required a corticosteroid for 
nephrotic syndrome. Additionally, 1 patient stopped receiving 
treatment because of delivery of an infant. Adverse events 
leading to the discontinuation of treatment were seen in 7 
patients (5.4%); of these, arthralgia was reported in 2 patients 
treated with IFX, anaphylaxis was reported in 1 patient treated 
with IFX, and the adverse events were unknown in the other 
4 patients.

Cut-off level for CRP: In this study, a ROC analysis of the 
CRP level before treatment induction indicated that the best 
CRP cut-off level for predicting LOR was ≥2.25 mg/dL, with 
a sensitivity of 70.3% and a specificity of 65.6% (Fig. 1). The 
area under the curve was 0.69 (95% confidence interval [CI], 
0.58-0.81).

Cumulative LOR ratios: Figures 2a-j show the Kaplan-
Meier curves for the cumulative LOR ratios of anti TNF-α 
therapy based on multiple factors. There were no significant 
differences among the cumulative LOR ratios according to 
sex, disease behavior, disease location, history of ileocolonic 
resection, type of first anti TNF-α, use of a corticosteroid 

Figure 2: Kaplan-Meier curves for the cumulative loss of response (LOR) ratios by (a) sex ( ̶ female sex [n=32], male sex [n=96]), (b) 
disease behaviour ( ̶ non-perforating, penetrating type [n=108], perforating, penetrating type [n=19]), (c) disease duration ( ̶ <3 years 
[n=71], ≥3 years [n=54]), (d) disease location ( ̶ colitis [n=33], ileitis and ileocolitis [n=95]), (e) history of ileocolonic resection ( ̶ without 
resection [n=102], with resection [n=26]), (f) type of anti tumour necrosis factor-α ( ̶ adalimumab [n=38], infliximab [n=90]), (g) use of a 
corticosteroid before treatment induction ( ̶ with a corticosteroid [n=25], without a corticosteroid [n=100]), (h) the presence of a perianal 
disease ( ̶ without perianal disease [n=88], with a perianal disease [n=39]), (i) concomitant treatment with azathioprine (AZA) ( ̶ without AZA 
[n=78], with AZA [n=38]), and (j) C-reactive protein level before induction ( ̶ <2.25 mg/dL [n=69], ≥2.25 mg/dL [n=48]).

Figure 1: Receiver operating characteristic curve of the 
C-reavtive protein level before treatment induction
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before treatment induction, the presence of perianal disease, 
or concomitant treatment with AZA. However, the cumulative 
LOR ratios were significantly higher in the group with a 
disease duration <3 years than in the group with a disease 
duration ≥3 years (Fig. 2c). Moreover, the cumulative LOR 
ratios were significantly higher in the group with a high CRP 
level (≥2.25 mg/dL) than in the group with a low CRP level 
(<2.25 mg/dL) (Fig. 2j).

Risk factors for predicting LOR: In the multivariate Cox 
regression analysis, the presence of both an ileitis lesion and a 
high CRP level before treatment induction were identified as 
independent risk factors for predicting LOR (Table 2).

Discussion:

To the best of our knowledge, this is one of the few studies 
that have investigated the effects of IFX or ADA treatments 
in naïve CD patients only. In this study, we showed that the 
cumulative LOR ratios in the short disease duration group 
and the high CRP level group were higher than those of the 
long disease duration group and the low CRP level group, 
respectively. Moreover, the results of our multivariate analysis 
showed that the presence of an ileitis lesion and a high CRP 
level before treatment induction were both independent risk 
factors for predicting LOR.

Gisbert et al. [8] reported that the mean percentage of patients 
with LOR to IFX was 37%. In the ADJUST study [9], LOR 
was recognized in 44.1% of the patients who received ADA 
treatment. In our study, LOR was recognized in 28.8% (IFX 
treatment) and 18.4% (ADA treatment) of the patients. We 
believe that the LOR ratios in our study were lower than 
those seen in previous studies because we investigated only 
anti TNF-α naïve patients. In the ADJUST study [9], previous 
use of IFX was reported as a risk factor for discontinuation of 
ADA treatment.

Otake et al. [10] reported that there was no significant 
difference in the cumulative LOR ratios between IFX and 
ADA. Ma et al. [11] also reported that the proportions of 
patients with LOR were similar for both the IFX and ADA 
treatments. In accordance with these studies, we found that 
there was no significant difference in the type of anti TNF-α 
(IFX or ADA) administered first.

In our study, the LOR ratio was higher in the short disease 
duration group than in the long disease duration group. 
However, in the CHARM trial, Colombel et al. [12] reported 
that starting ADA therapy earlier in the disease course increases 

the probability of achieving deep remission. In general, CD is 
a progressive disease, and early anti TNF-α therapy has been 
shown to be effective. Here, we showed that a high CRP level 
before treatment induction is an independent risk factor for 
predicting LOR. Therefore, the significantly higher CRP level 
in the short disease duration group than in the long disease 
duration group was likely the reason why the LOR ratio was 
high for the short disease duration group.

Previous studies have shown that several factors are predictors 
of LOR. Hibi et al. [7] reported that the CRP level was a 
predictor of LOR to IFX treatments. Furthermore, in the 
ADJUST study [9], Tanaka et al. reported that female sex, 
perianal disease, CRP level, low albumin level, previous 
use of IFX, and concomitant treatment with a steroid were 
prognostic factors associated with the discontinuation of 
ADA. In addition, Gutierrez et al. [13] reported that smoking 
at the time of diagnosis was significantly and independently 
associated with the risk of LOR to IFX. In our study, the 
presence of an ileitis lesion and a high CRP level before 
induction were identified as independent risk factors for 
predicting LOR. The disease location was not statistically 
significant in the univariate analysis; however, the presence 
of an ileitis lesion was identified as an independent risk factor 
for predicting LOR in the multivariate analysis. We suggest 
that the difference in these results was caused by the different 
number of patients between the univariate and multivariate 
analyses. Sex, disease behavior, disease duration, history of 
ileocolonic resection, type of first anti TNF-α (IFX or ADA), 
use of a steroid before treatment induction, presence of a 
perianal disease, and concomitant treatment with AZA were 
not significant risk factors for predicting LOR. We believe that 
this result was caused by the fact that, unlike previous studies, 
we only analyzed naïve anti TNF-α patients, and patients who 
received both IFX and ADA treatments were not included in 
this study. To prevent LOR, we suggest that some form of 
treatment is necessary to reduce the patient’s CRP level before 
anti TNF-α therapy should begin. In our study, the use of a 
steroid before treatment induction was not a significant risk 
factor for predicting LOR. To the best of our knowledge, no 
studies have investigated the association between reducing 
the CRP level before anti TNF-α therapy and LOR. Therefore, 
further studies are needed.

There are some limitations in our study. Firstly, it had a 
retrospective design, therefore it lacked data and we could 
not analyze the data from all the patients. Moreover, we did 
not investigate the CD Activity Index score, serum TNF-α 
levels, TNF-α antibody levels, and patients’ lifestyle habits. 
Therefore, a prospective study of the risk factors for predicting 
LOR is needed. Secondly, the sample size was small; thus, a 
large-scale multicenter study is also needed.

In conclusion, our study shows that the CRP level prior to 
anti TNF-α therapy is an important factor for predicting LOR 
in anti TNF-α naïve patients. CRP level could potentially be 
used to plan treatment for patients with CD. Further studies 

Variable HR 95% CI p-value

Ileitis and ileocolitis 2.563 1.020-6.436 0.045

Perforating and penetrating types 0.331 0.093-1.173 0.086

C-reactive protein (≥2.25 mg/dL) 5.317 2.237-12.633 <0.001

CI: confidence interval; HR: hazard ratio.

Table 2: Risk factors for loss of response in the multivariate Cox 
regression analysis (n=109).
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are needed to confirm whether reducing the CRP level before 
starting anti TNF-α therapy can prevent LOR in patients with 
CD.

Acknowledgments

We would like to thank Editage (www.editage.jp) for the 
English language editing.

Funding

This research did not receive any specific grant from funding 
agencies in the public, commercial, or not-for-profit sectors.

Conflict of interest

K.K. received lecture fees from Daiichi Sankyo Co., Ltd., 
Astra Zeneca Co., Ltd., EA Pharma Co., Ltd., Mylan Co., 
Ltd., Sanwa Kagaku Kenkyusho Co., Ltd., and Takeda 
Pharmaceutical Co., Ltd. K.K. received research grants from 
Astellas Co., Ltd., Daiichi Sankyo Co., Ltd., EA Pharma 
Co., Ltd., Mitsubishi Tanabe Pharma Co., Ltd., and Takeda 
Pharmaceutical Co., Ltd. The other authors have no conflicts 
of interest to declare.

References
1.	 Cosnes J, Cattan S, Blain A, Beaugerie L, Carbonnel F, et al. 

(2002) Long-term evolution of disease behavior of Crohn’s 
disease. Inflamm Bowel Dis 8: 244-250. [View Article]

2.	 Hellers G (1979) Crohn’s disease in Stockholm county 1955-1974. 
A study of epidemiology, results of surgical treatment and long-
term prognosis. Acta Chir Scand Suppl 490: 1-84. [View Article]

3.	 Bernell O, Lapidus A, Hellers G (2000) Risk factors for surgery 
and postoperative recurrence in Crohn’s disease. Ann Surg 231: 
38-45. [View Article]

4.	 Van Deventer SJ (1997) Tumour necrosis factor and Crohn’s 
disease. Gut 40: 443-448. [View Article]

5.	 D’Haens G, Baert F, van Assche G, Caenepeel P, Vergauwe P, et 
al. (2008) Early combined immunosuppression or conventional 
management in patients with newly diagnosed Crohn’s disease: 
an open randomised trial. Lancet371: 660-667. [View Article]

6.	 Roda G, Jharap B, Neeraj N, Colombel JF (2016) Loss of response 
to anti-TNFs: definition, epidemiology, and management. Clin 
Transl Gastroenterol 7: e135. [View Article]

7.	 Hibi T, Sakuraba A, Watanabe M, Motoya S, Ito H, et al (2014) 
C-reactive protein is an indicator of serum infliximab level in 
predicting loss of response in patients with Crohn’s disease. J 
Gastroenterol 49: 254-262. [View Article]

8.	 Gisbert JP, Panés J (2009) Loss of response and requirement of 
infliximab dose intensification in Crohn’s disease: a review. Am J 
Gastroenterol 104: 760 -767. [View Article]

9.	 Tanaka H, Kamata N, Yamada A, Endo K, Fujii T, et al. (2018) 
Long-term retention of adalimumab treatment and associated 
prognostic factors for 1189 patients with Crohn’s disease. J 
Gastroenterol Hepatol 33: 1031-1038. [View Article]

10.	Otake H, Matsumoto S, Mashima H (2017) Does long-term 
efficacy differ between infliximab and adalimumab after 1 year of 
continuous administration?: A STROBE-compliant retrospective 
cohort study. Medicine (Baltimore) 96: e6635. [View Article]

11.	Ma C, Huang V, Fedorak DK, Kroeker KI, Dieleman LA, et al. 
(2014) Crohn’s disease outpatients treated with adalimumab 
have an earlier secondary loss of response and requirement for 
dose escalation compared to infliximab: a real life cohort study. J 
Crohns Colitis 8: 1454 -1463. [View Article]

12.	Colombel JF, Sandborn WJ, Rutgeerts P, Enns R, Hanauer SB, et 
al. (2007) Adalimumab for maintenance of clinical response and 
remission in patients with Crohn’s disease: the CHARM Trial. 
Gastroenterology 132: 52 - 65. [View Article]

13.	Chaparro M, Panes J, Garcia V, Mañosa M, Esteve M, et al. (2011) 
Long-term durability of infliximab treatment in Crohn’s disease 
and efficacy of dose “escalation” in patients losing response. J 
Clin Gastroenterol 45: 113 -118. [View Article]

Citation: Sugiyama T, Sasaki M, Nakagawa S, Adachi K, Yoshimine T, et al. (2021) Evaluation of Loss of Response to Anti-Tumor Necrosis 
Factor-α Biologic Agents in Patients with Crohn’s Disease: A Multicenter, Retrospective Study. Gut Gastroenterol 4(1): 001-005.

Copyright: © 2021 Sasaki M, et al. This is an open-access article distributed under the terms of the Creative Commons Attribution License, which 
permits unrestricted use, distribution, and reproduction in any medium, provided the original author and source are credited.

http://www.editage.jp
https://academic.oup.com/ibdjournal/article-abstract/8/4/244/4718372
https://pascal-francis.inist.fr/vibad/index.php?action=getRecordDetail&idt=PASCAL8050132706
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1420963/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1027115/
https://www.ncbi.nlm.nih.gov/pmc/articles/pmc4737871/
https://link.springer.com/content/pdf/10.1007/s00535-013-0807-0.pdf
https://journals.lww.com/ajg/Fulltext/2009/03000/Loss_of_Response_and_Requirement_of_Infliximab.40.aspx
https://onlinelibrary.wiley.com/doi/abs/10.1111/jgh.14034
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5406077/
https://academic.oup.com/ecco-jcc/article-abstract/8/11/1454/356611
https://www.sciencedirect.com/science/article/pii/S0016508506025224
https://journals.lww.com/jcge/fulltext/2011/02000/Long_term_Durability_of_Infliximab_Treatment_in.6.aspx

	Title
	Abstract
	Abbreviations
	Introduction
	Methods
	Results
	Discussion
	Acknowledgments
	Funding
	Conflict of interest 
	References

