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Abstract

AIM: To investigate the clinical features, diagnosis,
treatment and prognosis of intestinal T-cell lymphomas
(ITCL) by retrospective analysis.

METHODS: Sixty-eight patients who were diagnosed
with ITCL in case reports in the Chinese literature were
compiled and reviewed. Age, gender, CD56 expression,
surgical management, multifocal nature, perforation
and cyclophosphamide chemotherapy were analyzed
as the prognostic factors. The Kaplan-Meier method
was adopted for the univariate analysis and the cumu-
lative survival curve analysis.

RESULTS: The male-to-female ratio was 1.52 to 1. The
median age was 41.7 years. Twenty-seven patients had
symptoms of abdominal pain or diarrhea. Thirty-six of
60 patients with temperature records had high fevers
at the onset of the illness. Twenty-six of 34 patients
who underwent fiberoptic colonoscopy were misdiag-
nosed with Crohn’s disease, intestinal tuberculosis or
cancer. Sixty-one patients underwent surgery. Twelve
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of 61 surgical patients required a second operation for
anastomotic leakage or secondary perforation. The sites
of lesion involvement were the jejunum (8.82%), ileum
(29.41%), ileum and colon (4.41%), colon (55.88%)
and appendix (1.47%). The median cumulative survival
rate was 3 mo (3.00 £ 0.48).

CONCLUSION: Efforts should be made to correctly di-
agnose ITCL and select the proper operative approach
that may reduce serious complications and create op-
portunities for further treatment.

© 2014 Baishideng Publishing Group Co., Limited. All rights
reserved.
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Core tip: Intestinal T-cell lymphoma (ITCL) is a rare
non-Hodgkin lymphoma of T-cell origin. ITCL is difficult
to diagnose because its unique characteristics are clini-
cally rare. The disease characteristics differ between
the Western world and Asia. Most of these patients are
misdiagnosed and suffer serious complications due to
improper operative approaches. The prognosis of ITCL
is poor. Large studies on this cancer remain scarce. We
performed a statistical analysis of 68 cases collected
from the Chinese literature to enhance our understand-
ing of the histological definition, epidemiology, etiology,
clinical features, surgical treatment and prognosis of
ITCL.
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INTRODUCTION

Intestinal T-cell lymphoma (ITCL) is a rare non-Hodgkin
lymphoma of T-cell origin. ITCL is a heterogeneous
lymphoid neoplastic entity with variable clinical and
pathological features!". TTCL has similar clinicopathologi-
cal features and is only distinguished by immunohisto-
chemical staining. The term ITCL should be used only
in the setting of incomplete information regarding the
precise diagnosis. According to the current World Health
Organization classification system (2008)”, two diseases
associated with I'TCL are intestinal NI/ T-cell lymphoma
and enteropathy-associated T-cell lymphoma (EATL).
Primary gastrointestinal lymphomas constitute 5% to
10% of all gastrointestinal tumors®. Approximately
9% of gastrointestinal lymphomas are intestinal T-cell
lymphomas™. In a Chinese report”, ITTCL constituted
9.8% of all primary intestinal non-Hodgkin lymphomas.
The disease characteristics are distinct between Western
countries and the Orient. EATL as defined by the WHO
classification is rare in oriental countries'®”. Patients with
ITCL in these countties do not always have a history of
celiac disease (CD). In China, there have recently been
increasing numbers of case reports of ITCL. However,
large analyses are still scarce, particularly regarding the
clinical and surgical management of the disease. ITCL is
difficult to diagnose clinically. The improper selection of
an operative approach may lead to serious complications
due to misjudgment. To enhance our understanding of
ITCL, we performed a statistical analysis of 68 case re-
ports from the Chinese literature.

MATERIALS AND METHODS

In total, 68 patients who were diagnosed with intestinal
NK/T-cell lymphoma or T-cell lymphoma were compiled
from case reports in the Chinese literature between Janu-
ary 2001 and December 2012. All patients were histologi-
cally confirmed to have intestinal NI/ T-cell lymphoma
or T-cell lymphoma based on the following criteria: ex-
pression of CD3g+, CD3+, CD45RO+, CD56+, Gran-
zyme B+ and TIA-1+""

The following clinical data were collected from the
case reports: patient age, gender, body temperature, pres-
ence of bloody stools, CD, WBC count, fiberoptic colo-
noscopy, emergency surgery, perforation, hematochezia,
sites of involvement, multifocal nature, second operation,
expression of CD56, expression of EBV-encoded mRNA
(EBER) and cyclophosphamide (CHOP) chemotherapy.
The overall survival time was measuted from the date of
diagnosis to the date of death or the last follow-up.

Age, gender, expression of CD56, surgery, multifocal
nature, perforation and CHOP chemotherapy were ana-
lyzed as the prognostics factors. The Kaplan-Meier method
was adopted for the univariate analysis and the cumulative
survival curve analysis. The log-rank test was used to ana-
lyze the factors of survival time for any significant differ-
ences. P-values less than 0.05 were considered significant.
All statistical analyses were performed using the Statistical
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Table 1 Patient characteristics

Characteristics No./total (%)

Median age (yr), range 41.7 (14-81)
<50yr 49 (70.06)
>50 yr 19 (27.94)

Gender (M:F) 41:27 (1.52:1)

Pain or diarrhea 27/68 (39.71)

Bloody stool 26/68 (38.24)

Celiac disease 1/68 (1.47)

Multifocal 42/68 (61.76)

High fever 36/60 (60.00)

Jejunum 6/68 (8.82)

Ileum 20/68 (29.41)

Colon 38/68 (55.88)

Ileum and colon 3/68 (4.41)

Appendix 1/68 (1.47)

Diagnosed by fiberoptic colonoscopy 8/34 (23.53)

Acute perforation 42/68 (61.76)

Large hematochezia 2/68 (2.94)

Emergency surgery 44/61 (72.13)

Elective operation 17/61 (27.87)

No surgery 7/68 (10.29)

Secondary operation 12/61 (19.67)

CD56+ 42/58 (72.41)

EBER+ 10/16 (62.5)

CD56+ or granzyme B+ and EBER+ 10/10 (100)

CD56+ and EBER- 5/6 (83.33)

M: Male; F: Female; CD: Celiac disease; EBER: EBV-encoded mRNA.

Software Package for the Social Sciences version 19.

RESULTS

Sixty-eight ITCL patients were reported in the literature
within a 12-year period. The pertinent clinical character-
istics are listed in Table 1. There was a male preponder-
ance with a male-to-female ratio of 1.52:1. The median
age at diagnosis was 41.7 years (range, 14-81 years). Ap-
proximately 72.06% of the patients were < 50 years.
One patient (1.47%) had a history of CD. Twenty-seven
(39.71%) patients had symptoms of abdominal pain or
diarrhea. Twenty-six (38.24%) patients had a history of
bloody stools. Thirty-six (60.00%) of 60 patients with
temperature records had high fevers (more than 39.0 de-
grees centigrade) at the onset of the illness. Twenty-six
(76.47%) of 34 patients with fiberoptic colonoscopy re-
cords were misdiagnosed as having Crohn’s disease, intes-
tinal tuberculosis, or cancer, whereas 8 (23.53%) patients
were definitely diagnosed with ITCL. Sixty-one (89.70%)
patients underwent surgery and were diagnosed with
ITCL on surgical histopathology. Forty-four (72.13%)
of 61 surgical patients underwent emergency operations

due to acute perforation or massive hematochezia. The
remaining patients (27.87%) underwent elective surgery.
Twelve (19.67%) of 61 surgical patients required a second
operation for anastomotic leakage or secondary perfora-
tion. The sites of lesion involvement were the jejunum (6
cases, 8.82%), ileum (20 cases, 29.41%), ileum and colon
(3 cases, 4.41%), colon (38 cases, 55.88%) and appendix
(1 case, 1.47%). Forty-two (61.76%) patients had multifo-
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Figure 1 Survival curve. A: The Kaplan-Meier cumulative survival curve. The
median cumulative survival was 3 mo (3.00 + 0.48); B: Kaplan-Meier survival
curves of the perforated group and the non-perforated group. The cumulative
survival of the perforated group (n = 39) was significantly worse than that of
the non-perforated group (n = 24) (7.12 + 2.46 vs 12.00 + 2.67, P = 0.008); C:
Kaplan-Meier survival curves of the cyclophosphamide group and the no cyclo-
phosphamide group. The cumulative survival of the no CHOP group (n = 47)
was significantly worse than that of the CHOP group (n = 16) (8.32 + 2.65 vs
15.97 + 3.04, P=0.003). CHOP: Cyclophosphamide.

cal lesions. Forty-two (72.41%) of 58 patients with CD56
staining results were CD56-positive. Ten (62.5%) of 16
patients with EBER staining results via the 7n sitn hy-
bridization technique were positive. Ten (100%) patients
with EBER+ expression simultaneously were CD56+
or granzyme B+ and were able to be precisely diagnosed
with intestinal NK/T-cell lymphoma. Five (83.33%) of 6
patients with EBER-negative expression simultaneously
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were CD56+ and most likely were diagnosed with NK-
like T-cell lymphoma. One patient with associated CD
was CD56+. Sixteen patients completed CHOP chemo-
therapy after diagnosis. Sixty-three (92.65%) patients had
follow-up data. The remaining 5 cases lacked detailed
follow-up data. A cumulative survival curve is shown in
Figure 1A (n = 63). The average cumulative survival was
10.6 mo (10.59 * 2.67, 95%CI: 5.36-15.8). The median
cumulative survival rate was 3 mo (3.00 £ 0.48, 95%CI:
2.07-3.94). The univariate analysis of prognostic factors
using the Kaplan-Meier method showed the relationship
of gender (P = 0.6306), age over 50 years (P = 0.724), mul-
tifocal nature (P = 0.297), surgical management (P = 0.729),
CD56 positivity (P = 0.449), petforation (7.12 £ 2.46 s
12.00 = 2.67, P = 0.008) and CHOP chemotherapy (8.32
+ 2.65 »5 15.97 £ 3.04, P = 0.003). The Kaplan-Meier
survival curves and log-rank test for cumulative survival
of the perforated group and the non-perforated group are
shown in Figure 1B. The cumulative survival of the perfo-
rated group (7 = 39) was significantly worse than that of
the non-perforated group (#z = 24). The median cumula-
tive sutvival was 2 mo (2.00 £ 0.54, 95%CI: 0.95-3.05) in
the perforated group. The Kaplan-Meier survival curves
and log-rank test for cumulative survival of the CHOP
group and the no CHOP group are shown in Figure 1C.
The cumulative survival of the no CHOP group (# = 47)
was significantly worse than that of the CHOP group (#
= 16). The median cumulative survival was 18 mo (18 £

12.87, 95%CI: 0.00-43.22) in the CHOP group.

DISCUSSION

Histological definition

Extranodal NK/T-cell lymphoma (ENKTL) and EATL
are the most characteristic subtypes of ITCL according
to the current World Health Organization classification
system (2008). NK/T is designated to instead of “NK”,
because whereas most cases appear to be genuine NK-cell
neoplasms, some manifest a cytotoxic T-cell phenotype.
ENKTL is subcategorized into nasal and nasal-type NK/
T-cell lymphomas according to the major sites of ana-
tomic involvement. The nasal NK/T-cell lymphoma com-
monly presents with midline facial destructive disease, has
a strong association with Epstein-Barr virus (EBV) and
occurs prototypically within the nasal cavity. The nasal-
type NK/T-cell lymphoma occurs in extranasal sites and
shares a similar immunophenotypical profile with nasal
NK/T-cell lymphoma. The preferential sites of extranasal
involvement include the skin, soft tissue, gastrointestinal
tract and testis”. EATL is divided into two types"™'".
Type 1 is associated with CD and accounts for the majot-
ity of cases in Western countries. EATL type I tumor
cells are CD3+, CD5-, CD7+, CD8+, CD4 -, CD56 - and
CD103+. Type II is not associated with CD and is the
most prevalent in Asian countries. EATL type II tumor
cells are CD3+, CD4 -, CD8+ and CD56+"". NK/T-cell
lymphoma is divided into two types. The first is a true
NK/T-cell lymphoma that is CD3g+, CD56+, granzyme
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B+, TIA-1+, sCD3-, CD45RO+ and EBV+. However, a
few NK/T-cell lymphomas are negative for CD56 whereas
nearly all are positive for EBER by 7 situ hybridization
(ISH)"". The second type is an NK-like T-cell lymphoma
that is CD56+, sCD3+, TIA-1+, CD45RO+ and EBV-.
EATL is CD56- or CD56+, CD3+, CD45RO+, EBV+
or EBV-, and some may belong to NK-like T-cell lym-
phoma. ITCL has similar clinicopathological features.
True NK-cell lymphomas do not have rearrangement of
the T-cell receptor gene. Therefore, EATL can be distin-
guished from NK/T-cell lymphoma by reliable clonality
testing of T-cell receptor genesm. In fact, because of the
lack of detailed immunohistochemical profiles, the term
ITCL should be used only in the setting of incomplete
information regarding the precise diagnosis.

Epidemiology

ENKTL is much more common in persons residing in
Southeast Asia, Mesoamerica and Southern America and
is rarely observed in the United States and Europe. Indi-
viduals with ENKTL reported in California and Texas,
in fact, have usually been of Asian or Hispanic descent.
In Southeast Asia, the ENKTL prevalence appears to be
strongly associated with different ethnic backgrounds.
In Malaysia, for example, the disease occurs more com-
monly in those of Chinese descent (22.51%-79%) fol-
lowed by those of Malay descent (5%-16.37%) and lastly
Indian descent (2.5%-16%). A male predominance of
2-3.6:1 has been reportedm].

EATL type 1 is frequently seen in those areas with a
high prevalence of CD), in particular Northern Europe®’.
Previous reports indicate that type I EATL has a high
frequency in Western countries, comprising approxi-
mately 80% of cases'”. In a recent international series,
type I was the most frequent subtype (66%0) . Type [ in
Western countries occurs with equal frequency in men and
women aged on average from 56 to 60.1 years. Approxi-
mately 49% of the patients have a history of CD, which
is localized mostly in the jejunum. Only 10% to 20% of
cases are type Il " In our data, only one patient was
diagnosed with type I EATL. Type I EATL appears
to have a broader geographic distribution and is encoun-
tered in Asia and other regions where CD is rare. Type II
EATL has been reported to be the predominant subtype
in Asia, representing 90% of cases """ However, data
on the occurrence of EATL in Asians are highly conflict-
ing, A Korean series described 11 cases of EATL; all type
™. A study of 5 cases of type I EATL from Japan
reported a total absence of histologic evidence of “enter-
opathy”"™. In contrast, another study from Japan reported
enteropathy-like changes in 14 of 18 cases (78%) of type
I EATL and 2 of 3 cases of classical EATL™". However,
among 38 cases of primary intestinal T-cell and NK-cell
lymphomas recently reported from China, there were only
7 cases of EATL, all belonging to type II and all show-
ing enteropathy-like changes. Only 1 patient with clinically
suspected CD was considered type | EATL"
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Etiology

Little is known about the etiology of ENKTL. However,
the very strong association of ENKTL with EBYV, irre-
spective of the ethnic origin of the patients, suggests a
probable pathogenic role of the virus®”'". In China, the
positive frequency of EBER in ENKTL of nasal type
is 83.78% to 93% and 85.71% in ITCL"". In our data,
the EBER positive ratio is 62.5%. Ten (62.5%) of 16 pa-
tients with EBER staining were simultaneously EBER+
and CD56+ or granzyme B+, which can precisely diag-
nose intestinal NK/T-cell lymphoma. Five (83.33%) of
6 patients with EBER- also manifested CD56+ tumor
cells, which may lead to a diagnosis of intestinal NK-like
T-cell lymphoma. This result confirmed that ITCL is a
heterogeneous lymphoid neoplastic group, and a small
proportion of primary I'TCLs in China and extranodal
NK/T-cell lymphomas of the nasal type belong to the
same spectrum' ",

Type I EATL is strongly associated with CD, which
1s an autoimmune disease that affects genetically sus-
ceptible individuals and is triggered by the ingestion of
gluten®*'!. Type 1T EATL usually shows a CD3+, CD4-,
CD8+ and CD56+ immunophenotype and is character-
1zed by monomorphic cytology with frequent expression
of CD56, in addition to a lack of association with EBV
and a weak or no association with CD'*'*'". In Western
countries, 80% to 90% of EATL cases are type [ with a
CD56-positive rate of 10%. Approximately 10% to 20%
of EATL cases are type I with a CD56-positive rate of
90%". In our data, 83.3% of EBER negative patients
are CD56 positive. There are some distinct differences
in the disease characteristics between the West and East.
Thus, the etiological agents may vary. It is currently un-
clear whether type II EATL represents a variant of clas-
sical EATL or a separate lymphoma entity'' . In China,
the intestinal NK/T-cell and EATL (Type I) ate the

. [11,16,17]
main types .

Clinical features

In China, ITCL is commonly seen in young men. The
lesions are mostly localized to the ileocecum and colon.
The tumor has multifocal features'”. In our data, the av-
erage age was 41 years. The male-to-female ratio was 1.52
to 1. The sites of lesion involvement were the jejunum
(8.82%), ileum (29.41%), colon (55.88%), ileum and co-
lon (4.41%) and appendix (1.47%). Only 1 (1.47%) pa-
tient had a history of CD. Approximately 61.76% of 68
patients had multifocal lesion. These results differ from
those in the Western literature. A multicenter study from
the Asia Lymphoma Study Group identified 38 EATL
patients within a 19-year period””. All cases were type II
EATL. Men were affected twice as often as women, at a
median age of 59. None had a history of CD. The sites
of involvement were the small bowel and stomach (5%),
the small bowel (63%), the small and large bowel (16%)
and the large bowel (18%). Common presenting features
included bowel perforation (34%).
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Abdominal pain or diarrhea is a common presenting
symptom, with an occurrence rate of 39.7%. Approxi-
mately 38.24% of 68 patients had a history of bloody
stools. A high fever may be a valuable characteristic for
diagnosis. Sixty percent of 60 patients had a high fe-
ver, usually above 39 “C and even as high as 40 C, but
the white blood cell counts were normal or somewhat
increased (generally < 12 X 10%). A few patients mani-
fested hemophagocytic syndrome (HPS)"". Two patients
with HPS were recorded in our data. Acute perforation
1s a common complication. The perforation rate was
61.76%, and massive hematochezia occurred in 2.94%.
In total, 89.71% of 68 patients underwent surgery, and
75% of the patients had an emergency operation for an
acute perforation or massive bleeding,

Diagnosis

ITCL i1s difficult to diagnose because the unique char-
acteristics are clinically rare. Spontaneous intestinal
perforation accompanied by high fever was common in
this group of patients. A few patients presented to the
hospital with an abdominal mass. Most of these patients
presented due to abdominal pain or diarrhea and bloody
stools. Fiberoptic colonoscopy is the most commonly
used method of examination, but the results are not
satisfactory. Only 21% of intestinal non-Hodgkin lym-
phomas were diagnosed endoscopically[z‘ﬂ. In our data,
approximately 76.47% of the 34 patients with reports of
fiberoptic colonoscopy were misdiagnosed with Crohn’s
disease, intestinal tuberculosis, or cancer. Only 23.53% of
the patients who underwent frequent fiberoptic colonos-
copy were definitely diagnosed with intestinal lymphoma.
The reasons may include the following: (1) The biopsy
specimens from the fiberoptic colonoscopy were not suf-
ficiently large, deep and numerous to diagnose correctly.
Histopathologically, ITCL is known to be more aggres-
sive to blood vessels, and the lesion is primarily located
in the submucosa and smooth muscle where there are
abundant capillaries. Overall, 89.29% of the patients were
diagnosed with I'TCL by immunophenotypical analysis
of the surgical resection specimens postoperatively; (2)
Pathological diagnosis is difficult because the tumor cell
is variable; and (3) The disease is ignored because of its
rarity. Hence, more attention should be paid to those
patients with a persistently high fever, hematochezia and
intestinal spontaneous perforation, especially with normal
or slightly elevated WBC counts. Video capsule enter-
oscopy and double-balloon enteroscopy can be used as
diagnostic modalities. A study has demonstrated that the
pretreatment plasma EBV-DNA copy number is a good
indicator for both the treatment response and overall
survival in extranodal NKTCL. The EBV-DNA level is a
good indicator of the response and overall survival ™,

Surgical treatment and findings

Surgery alone is not therapeutic in the management of
non-Hodgkin lymphoma; its use delays the initiation
of chemotherapy, and the underlying undernutrition
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exposes the patient to problems of healing and infec-
tion. Surgery is usually performed on an emergency
basis for diagnostic purposes when endoscopy is not
possible and/or to treat one or several complications
(45% to 72% of surgical interventions, depending on
the seties)™. Over 50% of patients are diagnosed based
on a surgical complication that reveals the disease™
Hence, the surgical purposes are the treatment of acute
perforation and hematochezia complications; diagnosis
when endoscopy is not possible; and to permit further
treatment by proper surgical treatment. When decid-
ing how to proceed during the operation, the nature of
the disease should be considered first. Ileotyphus with
perforation is the disease that we first think of that has
the same signs and symptoms as I'TCL when the patient
has a high fever. There are some differences between the
two entities. I'TCL lesions occur mostly in the colon and
ileocecum and ate multifocal, which differs from ileoty-
phus with a single focus in the ileum. The pictures from
the case reports in our study and our own experience
demonstrated the long axis of the ellipse of the ITCL
perforation to be perpendicular to the intestinal longitu-
dinal axis, which differs from the parallel to the intestinal
longitudinal axis observed with ileotyphus. Perhaps the
pathologic vascular invasion feature of ITCL is consis-
tent with the anatomy of the intestinal marginal artery.
This phenomenon differs from ileotyphus in which the
pathologic feature of the typhoid is lymphoid infiltrates
in the intestinal wall.

Enterectomy and enteroanastomosis are usually per-
formed to treat the perforation. However, primary anas-
tomosis is not ideal. In our data, 12 (19.67%) of the 61
surgical patients went to the operating room a second or
even third time due to anastomotic leakage or second-
ary perforation. The reasons for this finding may be as
follows: (1) The histopathological feature of ITCL is
that the lymphomatous infiltrate is diffuse in the wall
of the intestine and multifocal. The edge of the surgical
specimen may be not clean and may cause anastomotic
leakage. Multifocal lesions may cause later perforation.
The multifocal rate was 61.8% in our data and 54% in
data from a German study group’; (2) Most patients
were treated with steroids, and some were even treated
with CHOP chemotherapy; and (3) High fever and
malnutrition influence the anastomotic healing. Thus,
the proper operative management requires careful plan-
ning. We believe that a temporary enterostomy may be a
better choice for those patients with a persistently high
fever, unexplained intestinal spontaneous perforation
and a history of steroid medication use. The time of the
enteroenterostomy should be determined based on the
histopathological findings of the operation.

Chemotherapy

Chemotherapy is often used after precise diagnosis of
ITCL. A variety of regimens have been used. The treat-
ment strategy for peripheral T-cell lymphomas (PTCLs)
1s still based on anthracycline-containing chemotherapy
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such as CHOP (cyclophosphamide, doxorubicin, vin-
cristine and prednisone) or CHOP-like regimens despite
the fact that their outcome was not satisfactory in the
majority of PTCLs™*, A report by Bortezomib admin-
istering CHOP as first-line treatment shows the complete
response of only 30% for ENKTL®. In fact, 30% of
the patients never received the chemotherapy due to their
poor general health status and early death from complica-
tions (initial 3 mo). In addition, among patients who are
able to receive the initial chemotherapy, an average of
50% is unable to finish their therapeutic program®*. The
data in the literature are inconsistent® >, In our data, the
use of CHOP chemotherapy was a statistically significant
difference. The cumulative survival of the no CHOP
group was worse than that of the CHOP group. The
median cumulative survival rate was 18 mo in the CHOP

group.

Prognosis and predictive factors

The prognosis of ITCL is very poot. The 1- and 5-year sut-
vival rates of EATL were 31%-39% and 8%-20%, respec-
tively'?. The median OS was 3 to 7 mo**. In our data,
the average cumulative survival was 10.6 mo. The median
cumulative survival was 3 mo. The 6-mo, 1-year and 5-year
survival rates were 33.4%, 23.8% and 11.9%, respectively.
The gender, age, surgery and multifocal nature were not as-
sociated with a poor prognosis in the univariate analysis.

Perforation is a poor predictive factor. The median cu-
mulative survival was 2 mo in the perforated group and 10
mo in the non-perforated group, which was a statistically
significant difference.

In conclusion, the epidemiological, pathological features
and clinical characteristics of ITCL in Chinese populations
are very different from those in the West, suggesting that
a small proportion of primary I'TCLs in China and EN-
KTL of the nasal type may belong to the same spectrum.
ITCL is difficult to diagnose because of the rare clini-
cal characteristics and unique pathological features. We
should be vigilant with regard to spontaneous intestinal
perforation accompanied by a high fever, which may
portend this disease. The outcome of colonoscopy for
ITCL is not satisfactory because ITCL is more aggres-
sively localized to blood vessels and the tumor cells are
variable. Although surgery is not a radical therapy in
the management of ITCL, most of these patients will
undergo surgical treatment and reach a final diagnosis.
The key point is that efforts should be made to diagnose
the disease correctly during the operation and to select
the proper operative technique that may reduce serious
complications and create opportunities for further treat-
ment. The prognosis of ITCL is poor. Although CHOP
chemotherapy may prolong survival, the survival rate is
not satisfactory.

COMMENTS

Background
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cal features and are only distinguished by immunohistochemical staining. The
disease characteristics are distinct between Western and Eastern countries. In
China, there have recently been increasing numbers of case reports. However,
large studies are still scarce, especially regarding clinical and surgical manage-
ment. ITCL is difficult to diagnose clinically. Although surgery is not radically
therapeutic in the disease’s management, the improper selection of the opera-
tive management may lead to serious complications due to misjudgment.

Research frontiers

To enhance our understanding of ITCL, we collected 68 cases reported in
the Chinese literature and performed a statistical analysis to investigate the
disease’s features in terms of the histological definition, epidemiology, etiology,
clinical diagnosis, surgical treatment and prognosis.

Innovations and breakthroughs

The research results reveal that the epidemiology and etiology of ITCL in China
are different from those in the West, providing insight for the clinical diagnosis
and surgical treatment via statistical analysis. Univariate analysis revealed that
the prognosis is related to perforation and cyclophosphamide chemotherapy.
The cumulative survival curve was plotted.

Applications

The results of this study would be useful for physicians to diagnose and treat
ITCL, especially for surgeons selecting the proper operative method to avoid
or reduce serious complications due to misjudgment. Although surgery is not a
radical therapy in the management of ITCL, most patients will undergo surgical
treatment to reach a final diagnosis. Proper surgical treatment may create the
opportunity for further treatment. The cumulative survival curve will direct physi-
cians to communicate with families of patients efficiently.

Terminology

ITCL is a rare non-Hodgkin lymphoma of T-cell origin. ITCL is a heterogeneous
lymphoid neoplastic entity with variable clinical and pathological features and
subtypes that are only able to be distinguished by immunohistochemical stain-
ing. The term ITCL should be used only in the setting of incomplete information
regarding the precise diagnosis.

Peer review

This is an interesting study. Although intestinal T-cell lymphoma is rare clinically,
there is a clinical relevance. In a well-conducted study, the authors analyzed a
representative population of Chinese ITCL cases, providing a complete com-
pilation of epidemiological, histological and clinical findings that are useful to
clarify the state of the art in this rare pathology.
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