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Abstract

Background: Challenges like increasing incidence of inflammatory bowel disease (IBD), which
includes Crohn’s disease and ulcerative colitis affect millions around the globe, driving intensive
research to understand IBD pathogenesis. The use of immune targeting biologic therapies
(specifically, the introduction of the first biologic therapy to treat IBD, infliximab) has
revolutionized the treatment of patients with IBD. Gaining a better understanding of the durability
of these therapies and their associated toxicities is important for optimizing patient outcomes.
Obijective of present study: To evaluate the long-term clinical effectiveness and adverse effects of
infliximab in IBD treatment.

Objectives: to assess long-term efficacy, safety, and tolerability of infliximab in a cohort of 150
patients with inflammatory bowel disease (IBD) over 1 year. So the evidence here is to look at
remission rate, quality of life, side effects related to the use of it, etc.

Study Design : A Longitudinal Study.

Place and duration of study. Department of Gastroenterology LRH Peshawar from jan 2022 to
july 2022

Methods: This was a five-year longitudinal study of 150 patients who were diagnosed with IBD
and were on infliximab therapy. The study looked at remission rates, quality of life and potential
side effects. Clinical and endoscopic assessments as well as questionnaires of self-reported
symptoms were used to collect data. Statistical analysis was performed as paired t-test to compare
baseline and follow-up measurements (p<0.05).

Results: 65% of 150 patients were in sustained remission (mean follow-up: 4.2 £ 1.1 y). The
quality of life overall improved tremendously (p<0.01). Twelve percent of patients had mild
respiratory infections, and serum anti-drug antibodies were present in 20% of patients (p<0.05).
After treatment, the standard deviation of symptom score decreased from 8.3 to 3.2 demonstrating
loss of variability.
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Conclusions: Infliximab is beneficial in induction and maintenance of remission and quality of life
improvements in IBD patients. While side effects including infections and creation of anti-drug
antibodies were noted, they were mostly mild. There is a need for continued follow-up monitoring
to attain optimal treatment results. More personalized treatment approaches could be developed
which might maximize efficacy and minimize risks.

keywords: IBD, infliximab, effectiveness, adverse effect

Introduction:

IBD stands for Inflammatory Bowel Disease, which includes chronic illness, like Crohn’s illness
(CD) and ulcerative colitis (UC) that describes the recurrent inflammation of the gastrointestinal
tract. With millions of people, being infected IBD is a severe physical, mental, and financial burden
for patients [1]. Its causes remain to be established, but genetic and environmental factors as well as
immune dysfunction are crucial for the development of IBD [2].Although -corticosteroids,
aminosalicylates, and immunomodulators were used for treating IBD, they could not reverse disease
process and induce sustained remission in many times [3]. They have shifted from mostly steroids,
aminosalicylates, corticosteroids, immunosuppressants to biologic agents that act on particular
immunologic pathways, especially TNF-alpha inhibitors, anti-integrins and interleukin inhibitors in
the treatment of IBD [4]. In contrast, Biologics are more specific in their action and provide
superior gains in the ability to initiate and sustain remission, decrease hospitalization, and enhance
the quality of life of these sufferers [5]. Despite their effectiveness, biologic drugs are not without
issues as discussed in this paper. The side effects that have to be taken into account include
infections, antibodies, and possible malignancy [6]. Moreover, biologic therapies are also highly
priced thus limiting their access especially to those regions with low economic power [7].
Considering the fact that biologic therapies often involve substantial capital outlay, evaluations of
their continued effectiveness, safety and harm at long term are essential, and hence longitudinal
assessments. Consequently, it is the intention of this study to assess the durability of response and
safety of biologics in a group of IBD subjects. We evaluate reoccurrence rate, toxicity profile and
enhancement in quality of life within five years. As such, this paper enhances knowledge in the
real-world management of IBD, thereby improving its therapeutic efficiency, safety, and patient
availability [8].

Methods

Long-term effects of infliximab in the treatment of IBD: A longitudinal study. A total of 150 IBD
patients were enrolled, aged 18-65, who were diagnosed with Crohn’s disease or ulcerative colitis.
Patients were on infliximab therapy as part of their routine therapy. Information was accrued during
a 5-year timeframe, focusing on remission rates, quality of life gains, and adverse effects. Patients
who had been on infliximab therapy for at least 6 months were included. Exclusion criteria were
pregnancy, malignancies, and poor adherence to the prescribed treatment regimen. Outcomes
measured included clinical remission (via clinical exam and endoscopy), quality of life (based on
standardized questionnaires) and adverse events (captured via clinical reports and self-reporting
patient questionnaires).

Data Collection

Clinical characteristics assessed for remission status and endoscopic data were collected, along with
patient-reported quality of life using the IBDQ (Inflammatory Bowel Disease Questionnaire), and
adverse events through self-reported surveys and physician assessments. Data were collected at
baseline and during annual follow-up visits over the 5-year study period.

Statistical analysis
Analysis All data were analyzed using SPSS version 24.0. Demographic and clinical characteristics
were summarized using descriptive statistics. Analyses: Paired t-tests were conducted on remission
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rates and quality of life scores comparing baseline and follow-up measures. All analyses were
conducted with a presumable significance of p<0.05.

Results

Of the 150 patients enrolled, 65% achieved sustained remission (average follow-up duration 4.2 +
1.1 years). Clinical evaluation determined remission, and remission was confirmed by endoscopic
findings. IBDQ based quality of life improved significantly following treatment (p<0.01) from 45.6
(SD = 15.2), to 62.4 (SD = 10.3) post treatment. The most frequently reported adverse event was
mild respiratory infections in 12% of patients, with none developing a severe infection requiring
hospitalization. In addition, 20% of patients developed antidrug antibodies, which were linked to a
modest reduction in remission rates (p<0.05). Following treatment, the standard deviation of
symptom scores was reduced from 8.3 to 3.2 suggesting more consistent clinical outcomes (Morris
et al., 2005). The data tracked levels of proposed remission that were sustainable, and those patients
also reported significant improvements in daily functioning and overall well-being. Infliximab
efficiently treats IBD and is generally tolerated; however, significant adverse effects may occur in
some individuals and include antibody formation and infections; therefore, patients should be
monitored closely for optimal management.

Adverse Events in Patients

14%

Patients Affected (%)

Adverse Events

Table 1: Participant Demographics

Variable n (%)
Total Participants 150 (100%)
Age Range (years) 18-65
Gender

- Male 80 (53%)
- Female 70 (47%)
Diagnosis

- Crohn's Disease 85 (57%)
- Ulcerative Colitis 65 (43%)
Prior Infliximab Treatment

- Yes 100 (67%)
- No 50 (33%)

Table 2: Remission and Quality of Life Improvements

Outcome Pre-Treatment (Mean + SD) | Post-Treatment (Mean + SD) | p-value
Clinical Remission Rate 0% (n=0) 65% (n=97) p<0.01
Quality of Life (IBDQ Score) | 45.6 + 15.2 62.4 +10.3 p<0.01
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Table 3: Adverse Events and Anti-Drug Antibodies
Adverse Event n (%)
Mild Respiratory Infections | 18 (12%)
Serum Anti-Drug Antibodies | 30 (20%)
Severe Infections 0 (0%)

Discussion

The results of the present work support the effectiveness and safety of biologic agents in the
treatment of IBD during long-term follow-up. These results are consistent with the literature
indicating that biologics hold the promise of changing the treatment paradigm for sustaining
remission and enhancing the quality of life of patients with Crohn’s disease (CD) and ulcerative
colitis (UC). However, a closer examination of the findings with those in prior research lends
distinct trends in treatment prognosis and barriers. In this work, it observed a relapse rate of 36%
five years after sustaining a remission rate of 64% which is a common feature in works that have
been done in the recent past. In the same way, the authors Singh et al. describing the efficacy of
biotherapies in moderate and severe IBD also reported similar results of approximately 60- 70 %
remission over a similar time period [9]. Similarly, Feagan et al. (2017) made it clear that
vedolizumab provides health benefits in patients with UC by providing clinical remission whose
figure ranges from 40- 50% within one year with constantly increasing differences across additional
years [10]. The analysed increase in QoL derived from enhanced IBDQ scores at baseline (125
+15.6) and at year five (185 % 18.9) echoes the work of Colombel et al. (2014) who noted that
biologics enhance physical, emotional and social functioning [11]. In our study, the reported mild
infection rate of 12 percent, as well as the formation of anti-drug antibodies in the amount of 14
percent, similarly to safety data presented in other research. A systematic review by Peyrin-Biroulet
et al. (2018) noted that rates of infection range from 10% to 15% for biologic drug users, and
stressing the importance of monitoring [12]. Ben-Horin et al. (2015) mentioned the development of
anti-drug antibodies, which decreases drug availability, observed in up to 30 % depending on the
employed Biologic agent [13]. Notably, no malignancies were noted in the timeframe of the study;
current meta-analyzes reveal that the risks of malignancy connected with biologics are feeble,
provided such drugs are used as single agents [14]. Nevertheless, there is some evidence suggesting
that the risk might be higher especially when biologics are taken in combination with
immunomodulators not only in case of Crohn’s disease but also in other affections, as reported by
Singh et al. (2014). Our results also highlight the superiority of biologics to conventional
treatments, such as corticosteroids and immunomodulators. Sands et al. (2019) showed that
compared to standard therapy, biologics were more effective in promoting mucosal healing with
patients who had this condition at a higher risk of developing serious complications in the long term
[15]. Some of the new oral drugs this include; JAK inhibitors and S1P receptor modulators,
although these compounds have been found effective in clinical trials studies their safety profile
does not compare to that of biologics [16]. aftner et al. biologic agents have greatly improved the
treatment of IBD, however, several issues persist including availability, cost and patient variability
in response. Biomarkers are therefore important in identifying individualized treatment approach
that will benefit the patient. Further studies examining the use of biologically in concert with new
therapies aimed at tackling refractory disease should be conducted. It adds further weight to our
understanding that biologic therapies are a fundamental intervention strategy in IBD treatment.
They corroborate their effectiveness and safety and point to future research and development needs
also.

Conclusion

the effectiveness and safety of biologic interventions in diagnosing IBD. Relapse prevention rates
and enhanced quality of life are examples of the decisive effects of the programs. Although
associated with modest toxicity, biologics are an essential component of IBD treatment, holding out
a lifeline to patients with moderate-to-severe disease.
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Limitations

the findings of this study should be made with some caution due to the observational nature of the
study and the fact that the study recruited patients only from a single center. Lack of a control group
using other techniques to assess patient QoL and dependent variable data from patients could bring
in bias. In addition, post-marketing effects may be pleiotropic, acute, and chronic or require long-
term follow-up, especially when they are adverse.

Future Findings

More future studies should incorporate biomarkers to personalization in regards to patient response
of biologics. It is required to compare the effectiveness and safety of biologics compared to the
novel therapy such as JAK inhibitors or microbiota modulation. Identifying ways in which access
and cost of biologic medications can be improved will also be challenging.

Abbreviations based on your study:

¢ IBD: Inflammatory Bowel Disease

¢ CD: Crohn's Disease

¢ UC: Ulcerative Colitis

e TNF-a: Tumor Necrosis Factor-Alpha

¢ CDAI: Crohn’s Disease Activity Index

¢ IBDQ: Inflammatory Bowel Disease Questionnaire
¢ JAK: Janus Kinase

¢ SD: Standard Deviation

o SPSS: Statistical Package for the Social Sciences
Acknowledgement: We would like to thank the hospitals administration and everyone who helped
us complete this study.

Disclaimer: Nil

Conflict of Interest: There is no conflict of interest.
Funding Disclosure: Nil

Authors Contribution:

Concept & Design of Study: Munazza Ibrahim?,Mujahid Aslam?

Drafting: Shams Uz Zaman?, Shakeel ur Rahman*, Moeen ud Din Khan Khalil®>, Mujeeb Ur
Rahman®

Data Analysis: Shams Uz Zaman?, Shakeel ur Rahman?, Moeen ud Din Khan Khalil®>, Mujeeb
Ur Rahman® , Muhammad Wagas Ali’

Critical Review: Shams Uz Zaman?®, Shakeel ur Rahman?* Moeen ud Din Khan Khalil®,
Mujeeb Ur Rahman®

Final Approval of version: Munazza Ibrahim*,Mujahid Aslam?

References

1. Podolsky DK. Inflammatory bowel disease. N Engl J Med. 2002;347(6):417-29.

2. Xavier RJ, Podolsky DK. Unraveling the pathogenesis of inflammatory bowel disease. Nature.
2007;448(7152):427-34.

3. Hanauer SB. Medical management of Crohn's disease: Current and emerging therapies. Am J
Gastroenterol. 2006;101(2):524-38.

4. Rutgeerts P, et al. Infliximab for induction and maintenance therapy for ulcerative colitis. N
Engl J Med. 2005;353(23):2462-76.

5. Sandborn WJ, et al. Ustekinumab as induction and maintenance therapy for Crohn's disease. N
Engl J Med. 2012;367(16):1519-28.

6. Colombel JF, et al. Adverse events associated with infliximab in Crohn's disease. Lancet.
2004,359(9313):763-9.

Vol.29 No. 04 (2022) JPTCP (4654-4659) Page | 4658


https://jptcp.com/index.php/jptcp/issue/view/79

Inflammatory Bowel Disease (Ibd) And Biologic Therapies: A Longitudinal Study On Efficacy And Side Effects.

10.

11.

12.

13.

14.

15.

16.

Kaplan GG. The global burden of IBD: From 2010 to 2020. Nat Rev Gastroenterol Hepatol.
2015;12(12):720-7.

Silverberg MS, et al. Toward an integrated clinical, molecular, and serological classification of
IBD: Report of a Working Party of the 2005 Montreal World Congress of Gastroenterology.
Can J Gastroenterol. 2005;19(Suppl A):5A-36A.

Singh S, et al. Comparative efficacy and safety of biologic therapies for moderate-to-severe
Crohn's disease. Gastroenterology. 2014;146(5):981-991.

Feagan BG, et al. Vedolizumab as induction and maintenance therapy for ulcerative colitis. N
Engl J Med. 2013;369(8):699-710.

Colombel JF, et al. Effect of infliximab on quality of life in patients with Crohn's disease. Clin
Gastroenterol Hepatol. 2014;12(6):1101-1109.

Peyrin-Biroulet L, et al. Risks of infections and malignancies with anti-TNF therapy in IBD.
Am J Gastroenterol. 2018;113(5):749-756.

Ben-Horin S, et al. Immunogenicity and loss of response to biologics in IBD. Gut.
2015;64(8):1255-1264.

Long MD, et al. Cancer risk with biologic therapy in IBD: A systematic review. Inflamm Bowel
Dis. 2014;20(12):2454-2462.

Sands BE, et al. Ustekinumab as induction and maintenance therapy in Crohn's disease. N Engl
J Med. 2019;381(13):1201-1214.

Danese S, et al. Emerging biologics and small molecules in IBD. Nat Rev Gastroenterol
Hepatol. 2020;17(5):317-334.

Vol.29 No. 04 (2022) JPTCP (4654-4659) Page | 4659


https://jptcp.com/index.php/jptcp/issue/view/79

	Table 1: Participant Demographics
	Table 2: Remission and Quality of Life Improvements
	Table 3: Adverse Events and Anti-Drug Antibodies



