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1  | INTRODUC TION

Inflammatory bowel disease (IBD), including Crohn's disease (CD) 
and ulcerative colitis (UC), are chronic inflammatory diseases associ-
ated with either transmural granulomatous inflammation or inflam-
mation limited to mucosa and submucosa. It is believed that they are 
caused by an immune response in a genetic predisposition in an anti-
genic stimulation of the gut microbiota.1 Comparing to the Western 
population, the incidence of IBD is lower in Asia. Due to physician 
awareness, better access to health care, and diagnostic facilities, the 
increasing prevalence was recently reported from population- based 

and referral center studies.2- 4 The growing inclination for IBD, which 
exceeded the non- immigrants, also appeared in Asians who migrated 
to Western countries.5- 7 This seems to support that environmental 
factors contribute to a critical role in disease development.

Crohn's disease is less common in Asia when compared to UC. 
Meanwhile, the preliminary data suggested that the incidence of CD 
might overtake the incidence of UC over time in developed Western 
countries.8- 12 Because the prevalence of these two diseases is low and 
most publications were reported from hospital- based cohort studies 
and population- based results from Korea and Japan, the management 
of IBD in Asia has been quite different, county to country.13- 17
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Abstract
Inflammatory bowel disease (IBD) consists of two diseases: ulcerative colitis (UC) 
and Crohn's disease (CD). The incidence of IBD is much higher in Western countries 
compared to Asian countries, especially in Thailand. The incidence of UC in Thailand 
is quite low and seems less aggressive than in Western countries. Over the past two 
decades, the evolution of UC management in Thailand has led to a reduction in hos-
pitalization and colectomy rate. Regarding CD, the majority of patients have an in-
flammatory phenotype at diagnosis. Diagnosis of CD remains challenging in Thailand 
as the time from onset of symptoms to diagnosis is quite delayed, possibly due to 
unawareness and difficulty in the differential diagnosis between CD and other infec-
tious entero- colitis such as intestinal tuberculosis. With a significant trend to early 
initiation of immunomodulators and biologics, the cumulative rate of surgery after 
diagnosis has been improved. To improve the outcomes of CD treatment in Thailand, 
physicians need more awareness to recognize the disease, which results in early di-
agnosis, prevention of long- term complications, and reduction in the rate of surgery.
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In Thailand, the prevalence and incidence of IBD are quite low 
comparing to both Western and other Asia- Pacific countries. In the 
past, only small sample size IBD cohorts without prospective lon-
gitudinal clinical data were reported in Thailand.18 Moreover, the 
incidence of IBD is also lower comparing to other major colorectal 
diseases in Thai patients. Of these, colorectal cancer seems to be 
the most common disease and it has been increasingly performed 
with minimally invasive surgery mostly in high- volume university 
hospitals by board- certified colorectal surgeons or well- trained lap-
aroscopic surgeons.19 Therefore, we summarized the current status 
of IBD and surgery of Crohn's disease in Thailand, including patient 
characteristics and disease management based on two recent ret-
rospective longitudinal studies regarding CD and UC, which were 
published from the collaboration between the two largest univer-
sity hospitals in Bangkok, Thailand: the Faculty of Medicine Siriraj 
Hospital, Mahidol University, and King Chulalongkorn Memorial 
Hospital.

2  | ULCER ATIVE COLITIS

Ulcerative colitis (UC) is a chronic relapsing disease that normally 
develops at an early age and persists throughout life. It disturbs the 
patient's quality of life and differs in varying populations and re-
gions. High prevalence in Western countries such as North America 
and Europe was reported, but the low prevalence in Asia was also 
noticed. Several studies from the high- prevalence area reported 
that approximately 50% of patients with UC need corticosteroids 
at 10 years. The UC- related colectomy rate at 10 years is around 
10% to 15%, while the UC- related hospitalization rate at 10 years is 
nearly half.20 However, long- term study from low- incidence coun-
tries is lacking. In the Asia- Pacific, Thailand has the lowest incidence 
of UC with an incidence of 0.2 per 100,000 population.21 Hence, 
we updated the data from a recent retrospective study published 
from the collaboration between the two largest university hospitals 
in Thailand, which represents a low- incidence area regarding the dis-
ease course, including the rates of endoscopic healing, hospitaliza-
tion, and colectomy. The study included 291 UC patients followed 
in two separate cohorts between 2000 and 2018; 119 patients be-
tween 2000 and 2009 comprised the early cohort and the other 172 
patients between 2010 and 2018 comprised the later cohort. The 
median follow- up in both cohorts was 10 and 4 years, respectively.22

2.1 | Clinical characteristics of UC patients

There was no difference in all patient characteristics between the 
two cohorts. The median age was approximately 42 years in both 
UC cohorts. There was no difference between genders (53% fe-
male). According to smoking, most patients were non- smokers 
(90%), 9% were former smokers, and only 1% were active smok-
ers. Approximately 5% of patients in both cohorts underwent ap-
pendectomy. Interestingly, none of them had a family history of 

inflammatory bowel disease, which was different from the Western 
countries. During the study period, there was no difference in either 
UC location at diagnosis or extraintestinal manifestation (10%) be-
tween the two cohorts.

2.2 | Medical treatment in UC patients

Comparing the two cohorts, there was no difference in utilization of 
systemic steroids. In contrast, the utilization of combination treat-
ment of oral and topical Mesalamine in the later cohort was sig-
nificantly increased compared to the early cohort. For Thiopurine 
utilization, a significant increase in the utilization of Thiopurine be-
tween the two cohorts was observed. The median duration from di-
agnosis to Thiopurine initiation in the early cohort was significantly 
longer than the later cohort. Comparing the early and the later co-
horts, the cumulative probability of receiving Thiopurine was 21% 
vs 29% at 1 year, 35% vs 49% at 3 years, and 42% vs 63% at 5 years 
after diagnosis. Only three patients in the early cohort and one pa-
tient in the later cohort required biological agents. The cumulative 
probability of receiving biological agents was 1% at 5 years after di-
agnosis in both cohorts.

2.3 | Endoscopic healing

There was a significant increase in the mucosal healing rate in the 
later cohort. Comparing the early and later cohorts, the cumulative 
probability of achieving mucosal healing was 8% vs 16% at 1 year, 
15% vs 46% at 2 years, and 27% vs 58% at 5 years after diagnosis. A 
decreased risk of achieving endoscopic healing was observed in pa-
tients under 40 years of age at diagnosis and UC patients diagnosed 
in the early cohort.

2.4 | UC- related hospitalization

Approximately one- fifth of patients required at least one hospitali-
zation at some point during the disease course. There was a signifi-
cant decrease in the rate of UC- related hospitalization in the later 
cohorts when compared with those in the early cohort. The cumula-
tive probability of requiring UC- related hospitalization was 80% vs 
5% at 1 year, 28% vs 12% at 2 years, and 30% vs 21% at 5 years 
in the early and later cohorts, respectively. Factors associated with 
UC- related hospitalization were extensive colitis and UC patients in 
the early cohort.

2.5 | UC- related colectomy

Approximately 5% of UC patients from both cohorts under-
went colectomy during follow- up. The indications for surgery 
were a medical failure, superimposed severe cytomegalovirus 
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(CMV)- related colitis, and high- grade dysplasia. The rate of colec-
tomy in the later cohort significantly decreased when compared 
with the early cohort, as demonstrated by the cumulative prob-
ability of colectomy at 5 years after diagnosis: 6% in the early co-
hort vs 2% in the later cohort. Although there was no statistical 
significance, the risk of colectomy was also detected in patients 
with extensive colitis with a hazard ratio of 1.9 and UC patients 
in the early cohort with a hazard ratio of 2.8. The prevalence of 
UC surgery decreased over the period of the study, which was 
quite similar to two recently published Japanese studies: one na-
tionwide cohort study and a questionnaire survey study of surgi-
cal institutions in Japan. Both studies from Japan demonstrated 
that the prevalence of UC- related surgery seems to be decreas-
ing according to the increasing rate of anti- tumor necrosis factor 
(TNF) agent and calcineurin inhibitors administration. However, 
the prevalence of urgent or emergent surgery remains unchanged. 
Interestingly, the most distinctive change in surgical indications in 
one of those studies was the increase in cancer or dysplasia from 
20.2% in 2007 to 34.8% in 2017.23, 24

2.6 | UC- related cancer and death

Regarding UC- related colorectal cancer and death, none of the pa-
tients had colorectal cancer. One patient maintaining with Thiopurine 
in the early cohort died from severe bacterial pneumonia. No death 
occurred in the later cohort.

3  | CROHN' S DISE A SE

The prevalence of Crohn's disease is increasing in the Asian popula-
tion. Although some long- term Crohn's disease cohorts from Asia 
have been reported, most of them from East and South Asia.25 
Data from Southeast Asia, particularly from Thailand, remains lim-
ited, with only a few reports available on the topic in the literature. 
We reviewed and discussed a study that included all adult patients 
over 18 years of age treated and diagnosed with CD between 2000 
and 2017 at Siriraj Hospital and King Chulalongkorn Memorial 
Hospital.26 CD was diagnosed based on clinical, endoscopic, and 
pathologic findings, and the diagnosis was confirmed by clinical 
and/or endoscopic response to Crohn's disease treatment. The re-
maining 182 patients after excluding patients followed up less than 
6 months were included in this study. The median follow- up time 
was 4.6 years. The patients were divided into the early or the late 
cohort similar to the aforementioned UC study.

3.1 | Clinical characteristics of CD patients

The mean age of patients was 46 years; half of them were male pa-
tients. Ninety percent of patients had never smoked, and only 5% 
were current smokers. There was no significant difference in other 

demographic data between the two cohorts. At diagnosis, the phe-
notypic location was 34%, 26%, and 38% for ileal, colonic, and ileoco-
lonic, respectively. Upper gastrointestinal involvement was found in 
14% of patients. For disease behavior, 80% of patients had inflam-
matory, 12% had stricture, and 11% had penetrating phenotype. 
Perianal disease, including perianal fistula and abscess, was found in 
12%. The median duration of presenting symptoms before diagnosis 
was 12 months. Approximately half of the patients required a single 
colonoscopy for diagnosis. Thirty- one percent required two colo-
noscopies, and 17% required more than two colonoscopies. Eleven 
percent of patients were treated with anti- tuberculosis medications 
before Crohn's disease was diagnosed. Six percent of patients were 
diagnosed with CD at the time of surgery. Meanwhile, another 13% 
of patients had undergone a bowel resection without recognition of 
Crohn's disease, but it was diagnosed later when the disease was 
recurrent. In total, nearly one- fifth of patients had been operated on 
before a definite diagnosis of Crohn's disease was made.

Regarding clinical manifestation, the most common symptom 
was abdominal pain (76%). Other common symptoms included diar-
rhea and weight loss. Bleeding per rectum and fever were found in 
about one- third of patients. Extraintestinal manifestations were ob-
served in 11.5%. There was no significant difference regarding dis-
ease phenotypes or clinical presentation between the two cohorts.

3.2 | Medical treatment in CD patients

During follow- up, approximately 75% of patients were prescribed 
5- Aminosalicylic acid (5- ASA) and 81% of the patients were pre-
scribed systemic corticosteroids, which was not significantly dif-
ferent between the two cohorts. 84% of the patients received 
Thiopurine with no significant difference between the two groups. 
However, the time to start Thiopurine was significantly shorter, and 
the cumulative exposure to Thiopurine at 1 year and 5 years was 
significantly longer in the later cohort.

Biologic agents were used in 13% of the patients, with no sig-
nificant difference between the two groups. Nearly all patients re-
ceived Infliximab. Only one patient received Adalimumab. Similar to 
Thiopurine utilization, the patients in the later cohort tended to start 
biologic agents earlier. The median time to start a biologic agent was 
9.3 months in the later cohort and 66 months in the early cohort. 
The cumulative exposure to biologic agents at 1 year and 5 years was 
significantly longer in the later cohort.

3.3 | Progression of disease behavior

During follow- up, nearly 10% with inflammatory phenotype at di-
agnosis developed either bowel stricture or penetration, but there 
was no difference between the two cohorts. The cumulative rates 
of behavior change to complicated behavior at 1 year and 5 years 
were 0% and 10% in the early cohort and 2% and 5.8% in the later 
cohort, respectively.
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3.4 | CD- related hospitalization

Approximately 23% of patients required at least one hospitalization. 
There was an inclination toward a lower number of patients requir-
ing at least one hospitalization in the later cohort, but the difference 
between the groups did not achieve statistical significance. The cu-
mulative rates of the first hospitalization at 1 year and 5 years were 
13% and 30% in the early cohort and 7.9% and 18% in the later co-
hort, respectively.

3.5 | CD- related surgery or intervention

During follow- up, approximately one- third of patients required at 
least one intestinal surgery or intervention. As mentioned, 13% of 
patients had undergone surgery before the diagnosis of CD was 
made, and 6% of patients underwent surgery at the time of diagno-
sis. The types of surgery or intervention were described in Table 1. 
The cumulative rates of surgery at 1 year and 5 years were 27% and 
36% in the early cohort, while they were 24% and 27%, respectively, 
in the later cohort. After excluding the surgeries before and at diag-
nosis, the cumulative rate of bowel resection surgery after Crohn's 
disease diagnosis at 1 and 5 years were 5.5% and 13%, respectively. 
A significant difference between the two cohorts was not observed 
which was different from a retrospective multicenter study from 
Japan, which reported a decreased CD- related surgery trend dur-
ing the advent of biologic agents.27 Most CD- related surgeries in 
Thailand were performed by open surgery, while the minimally inva-
sive surgical approach is more common in other East Asian countries, 
for instance, Japan. If the expertise is available, a minimally invasive 
surgical approach to Crohn's disease surgery should typically be 
considered as recommended by both the American Society of Colon 
and Rectal Surgeons and the European Crohn's Colitis Organization 
guidelines. Compared to open surgery, patients with CD undergoing 
elective laparoscopic surgery demonstrated a shorter length of hos-
pital stay, fewer complications, fewer incisional hernia, and improved 
pulmonary function. In recurrent CD, A laparoscopic resection is 

feasible and safe in the presence of appropriate expertise. Although 
complications do not increase, conversion to open surgery was 2.5 
times more frequent in recurrent cases.28, 29

3.6 | Factors associated with CD- related surgery or 
intervention

Multivariate analysis for factors that predict CD- related intesti-
nal surgery after adjusting for age, gender, disease location, dis-
ease behavior, perianal involvement, history of previous surgery, 
use of the biologic agent, and follow- up time demonstrated that 
the early utilization of Thiopurine was an independent protec-
tive factor against surgery with a hazard ratio of 0.3, while upper 
GI tract involvement was identified as an independent predictor 
of CD- related intestinal surgery with a hazard ratio of 3.3. In the 
aforementioned multicenter Japanese study, Shinagawa et al also 
reported that preoperative smoking (HR,1.40; 95% CI, 1.18- 1.68), 
perianal disease (HR, 1.50; 95% CI, 1.27- 1.77), and ileocolic type 
of CD (HR, 1.42; 95% CI, 1.20- 1.69) were significant risk factors 
for reoperation, while postoperative use of immunomodulators 
(HR, 0.60; 95% CI, 0.44- 0.81) and anti- TNF therapy (HR, 0.71; 95% 
CI, 0.57- 0.88) significantly reduced the risk of CD- related reopera-
tion.27 Recently, an intensive literature review reported the envi-
ronmental factors for IBD. It reported that smoking increases the 
risk of developing CD among current smokers (HR =1.90 [95%CI: 
1.42- 2.53]). The increased risk is associated with the number of 
packs per year smoked (P < 0.0001), whereas smoking cessation 
is associated with a reduction in the risk (HR =1.35 [95% CI: 1.05- 
1.73]). Passive smoking exposure in childhood is no longer consid-
ered a risk factor for incident CD. Smoking also increases the risk 
for advanced and difficult- to- treat disease. It increases the risk 
of penetrating intestinal complications, strictures or fistulae, and 
the need for surgical resections (first or second surgery). Smoking 
cessation results in decreased risk of CD, decreased risk of flares, 
decreased need for steroids, and immunosuppressive therapy. 
Current smoking is associated with higher relapse rates. Smoking 
cessation is associated with a 32% reduction in the risk of a relapse 
as compared with continued smokers.30

3.7 | CD- related cancer

None of the patients diagnosed with CD developed cancer. This 
possibly due to the short follow- up time of the cohort compared 
to other cohorts from Asian countries. Mizushima et al published 
a study regarding the incidence and clinical characteristics of CD- 
related malignancy in Japan. They reported that the risk of all site 
cancers was significantly increased from that of the background 
population; the standardized incidence ratio (SIR) was 2.24 (95% 
CI 1.19- 3.83). Particularly, the risk of colorectal cancer significantly 
increased in comparison to that of the background population: SIR 
5.80 (95% CI 2.13- 12.68).31

TA B L E  1   Types of Crohn's disease- related surgery or 
intervention

Procedures
Number of 
patients

Ileo- colectomy 6

Right hemicolectomy 21

Left colectomy/sigmoid resection 2

Total colectomy 4

Colectomy (unspecified) 5

Ileal/small bowel resection 9

Loop colostomy/ileostomy 6

Lysis adhesion 2

Percutaneous catheter drainage 2

Gastric ulcer suture 1



     |  601RIANSUWAN ANd LIMSRIVILAI

4  | IBD SPECIALIZED PHYSICIANS AND 
TRE ATMENT SITUATION IN THAIL AND

In Thailand, there are limited numbers of physicians focusing mainly 
on IBD because IBD was rare in the past. Currently, less than 10 gas-
troenterologists specialize in IBD, and there are only two special IBD 
clinics in our country; both are in Bangkok. However, because the 
incidence is increasing, there are more doctors interested in IBD and 
more special IBD clinics are going to be established soon, especially 
in other parts of Thailand. Besides colorectal surgeons and gastroen-
terologists, IBD needs more other specialists including pathologists, 
radiologists, nutritionists, and psychiatrists in caring for patients; 
specialists in these areas are also limited in numbers. Furthermore, 
medical treatment in Thailand is also quite restricted. The main med-
ical treatment is conventional medications such as 5- ASA, systemic 
corticosteroids, and immunomodulators especially Azathioprine. 
The biologic agent is not widely available. In the past, only Infliximab 
was available, and it has only been in recent years that other biologic 
agents such as Vedolizumab and Ustekinumab have become avail-
able. All biologic agents are not reimbursable by the Thai govern-
ment; only a few patients can afford them. Therefore, surgery is still 
the necessary treatment in Thailand.

5  | CONCLUSION

Compared to the West, the natural course of ulcerative colitis in 
Thailand is less aggressive in terms of the rates of systemic corti-
costeroid utilization, biologic utilization, UC- related colectomy, and 
hospitalization. Over the past two decades, the rates of UC- related 
hospitalization and colectomy in Thailand have been decreasing, 
which is similar to Western countries.

Similar to UC, the natural history of Crohn's disease in Thailand 
seems less aggressive than in Western countries. Early disease 
recognition and early initiation of immunomodulators in CD could 
help to prevent long- term complications and reduce unnecessary 
surgery.

There is an interesting question regarding why the prevalence 
of ulcerative colitis and Crohn's disease in Thailand is lower and 
the disease activity is less severe than in Western countries. The 
possible answer to this question is possibly the difference in the 
genetic and environmental factors. The lower incidence and less 
aggressive disease activity might have resulted in the difference in 
ethnicities, which is a genetic factor. Although there has not been 
a study of genetic factors in Thai IBD patients, differences in the 
IBD susceptibility genes between Asia and the Western countries 
have recently been reported.32 Nucleotide oligomerization domain 
(NOD)- 2 variants associated with CD patients in the West have not 
been identified in CD in the Han Chinese, Japanese, Korean, Indian, 
and Malaysian populations.33- 40 Meanwhile, many environmental 
factors possibly explain the lower severity of disease activity, in-
cluding the higher incidence of tropical infections such as tubercu-
losis or diarrhea, the difference in bacterial flora, which is probably 

caused by the difference in food ingestion and sanitation, and the 
fact that there are fewer smokers in Thailand, as demonstrated in 
the two aforementioned studies. Recent data suggested that en-
vironmental risk factors in the development of UC may act more 
rapidly and/or differently to that of CD. The pivotal role of early life 
events in the development of IBD has been demonstrated in studies 
from the West, reporting an increased risk of IBD associated with 
bacterial gastroenteritis and use of antibiotics in the first year of 
life.41- 43 Epidemiological studies of IBD in Asia have been limited 
by a lack of patient and physician awareness of these diseases; lim-
ited access to medical facilities; difficulty in making a firm diagnosis 
where other diseases that mimic IBD predominate such as tubercu-
losis and infectious diarrhea; and difficulty collecting population- 
based data.44

In summary, the prevalence of inflammatory bowel disease, in-
cluding both ulcerative colitis and Crohn's disease, is low in Thailand. 
Less severe disease and aggressiveness, lower hospital admission, 
and lower surgery rate are also observed in Thai IBD patients com-
pared to in Western and other Asian patients. Early recognition of 
the disease, as well as early initiation of immunomodulators, could 
decrease the complications and unnecessary operation for Crohn's 
disease. Ultimately, awareness of the disease by Thai physicians and 
pathologists might improve the detection rate of this problem in the 
future.
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