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Emergency presentation of intestinal lymphoma

PURPOSE: The aim of the present study was to evaluate the clinical features, management and outcome of patients sub-
mitted to emergency surgery because of intestinal lymphoma.

METHODS: A consecutive series of fourteen patients with gastrointestinal tract lymphoma referred for emergency surgery
between March 2006 and May 2010 was retrospectively analyzed.

REsULTS: Patients including 9 males (64.2%) and 5 females (35.7%). The mean age of male and female was 55.4 +
21.2 and 78.4 + 9.0 respectively. The difference was statistically significant (p <0.04). Ileum was the most common
location (13 cases, 86.6%) and a small bowel resection was the commonest surgical procedure performed. Presence of
etiological risk factor for developing intestinal lymphoma was detected in 6 patients (40%). The overall morbidity rate
was 40.0% (6 patients) and the mortality rate was 53,3% (8 patients). The estimated 12, 24, and 36-months over-
all survival rate was 56%, 33%, and 22% respectively.

Discussion: Our study reports an elevated overall mortality accounting for 8 patients which were all but two of advanced
stage; G patients died in the postoperative course. Univariate and multivariate analysis failed to show significant differ-
ences maybe because the rotal number of subjects was too small to reach statistical significance. However the Odds Ratio
was significantly high for the presence of etiological risk factor (OR 7.50) and perforation as presenting symptom (OR
6.67).

CONCLUSION: An aggressive surgical attitude comprising an ample ileum resection is needed in almost all cases because
an acute presentation is closely related with an advanced stage of the disease and with a high risk for anastomotic dis-
ruption, both conditions leading to a poor short and long-term survivall.

Key worps: Emergency surgery, Intestinal lymphoma, Non-Hodgkin’s lymphoma.

nancies. The stomach is the most common affected loca-

tion (50-60%), followed by small bowel in 20-30% of

Introduction

The extranodal localization of lymphomas is relatively
frequent and it arises in the gastrointestinal (GI) tract
in 30-45% of the cases. However, the lymphomas are
rare GI tumors accounting for only 1-4% of all malig-
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the cases, and by colon and rectum in only 10-20% !2.
The almost unique variety of intestinal lymphoma is non-
Hodgkin’s lymphoma, whereas the Hodgkin’s one occurs
sporadically both as primary or secondary manifestation
of the disease .

The preoperative diagnosis of these rare tumours is diffi-
cult because they may present nonspecific complaints such
as vague abdominal pain, weight loss, nausea, vomiting,
and in some cases palpable abdominal mass. A direct evi-
dence of GI lymphoma is often bowel obstruction or per-
foration followed by acute abdomen symptoms. The aim
of the present study is to evaluate the clinical features,
management and outcome of patients submitted to emer-
gency surgery because of intestinal lymphoma.
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Patients and Methods

The clinical records of patients with gastrointestinal tract
lymphoma referred for emergency surgery at the
Department of Surgery of the Sapienza University
“Sant’Andrea” Hospital in Rome, and at the Emergency
Surgery and Trauma Care Unit of “S. Filippo Neri”
Hospital in Rome between March 2006 and May 2011
were retrospective reviewed. Clinical charts of all patients
were analyzed and data were recorded in a computerized
database. Variables considered for analysis were sex, age,
lymphoma’s location and type, symptoms, associated dis-
ease, etiological risk factor, surgical procedure, stage,
postoperative morbidity and mortality, and long-term
outcome. Morbidity and mortality included both minor
and major complications or death that occurred during
the same hospitalization as a result of primary surgery.
The type of lymphoma was classified according to the
WHO classification system. Patients were staged accord-
ing to the Paris staging system and to the Ann-Arbor
staging system modified by Musshoff 3. The latter was
also used to calculated the International Prognostic
Index. Patients not subjected to radical surgical treat-
ment or submitted to limited resection received an adju-
vant treatment. The patients discharged were subjected
to a regular follow-up for median of 25 months (range
1-60) obtained by clinical outpatient examination, from
the general practitioner or by mean of telephone calls.
The long-term outcome was classified as good when
patient was alive and no symptoms were referred; as poor
when recurrence of the disease was evident or if patient
died. Statistical analysis was carried out using the 17.0
version of the PASW Statistics Programme (SPSS Italy,
Bologna) for MacOsX. The one-way analysis of variance
(ANOVA) test, the chi-square test, and the t Student’s test
were used when appropriate for univariate comparisons.
Survival rates were calculated using the Kaplan-Meier
method and the generalized Wilcoxon’s test was used to
assess the differences between survival curves. Multivariate
analysis was then performed with the stepwise logistic
regression model using poor outcome as dependent vari-
able. The significance level was set at p < 0.05.

Results

Fourteen patients were identified over the study period.
Patients including 9 males (64.2%) and 5 females
(35.7%). Demographics and clinical data of patients are
summarized in Table I. One patient with a metachro-
nous localization arising as first appearance in the appen-
dix and after four months in the ileum (Case #8) was
twice considered for statistical analysis. The mean age
was 63.1 + 21.0 years (range 27-88). The mean age of
male and female was 55.4 + 21.2 and 78.4 + 9.0 respec-
tively. The difference was statistically significant (p
<0.04). One patient had a synchronous localization (Case
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#9) as a matter in 86.6.% of cases ileum was the local-
ization of the disease, followed by colon in 13.3%, and
appendix in 6.6%. It was proved that the most com-
mon associated medical conditions were cardiovascular in
7 patients (46.6%), respiratory in 4 patients (26.6%),
and chronic renal failure in 2 patients (13.3%). With
regard to possible etiological risk factors 3 patients
(20.0%) had a history of a previous non-Hodgkin’s lym-
phoma in complete remission since more than five years
and 3 patients (20.0%) were found to be in treatment
with immunosuppressive agents, for autoimmune throm-
bocytopenia, for kidney transplantation, and for medi-
astinal lymphoma respectively. The most common pre-
senting symptom was obstruction in 8 patients (53.3%).
Other onset symptoms were perforation in 5 (33.3%)
patients, haemorrhage in 1 patient (6.6%), and acute
appendicitis in 1 patient (6.6%).

The surgical treatment was ileal resection in 13 patients
(86.6%), Hartmann’s procedure in 2 patients (13.3%),
and appendectomy in 1 patient (6.6%); the patient with
synchronous small and large bowel localization was sub-
mitted to Hartmanns procedure combined with ileal
resection and cholecystectomy. In all but one patient the
final histological examination revealed B-type non-
Hodgkin’s lymphoma while in the remaining patient the
histopathological ~investigation revealed a recently
described particular feature of lymphoproliferative disor-
der ©7.

Twelve cases presented with evidence of spread to region-
al lymph nodes or beyond, with only two confined to
the ileum (stage I; 13,3%); four showed involvement of
regional lymph nodes (stage IIE1; 26,6%), five showed
evidence of infiltration beyond regional lymph nodes
(stage 1IE2; 33,3%), three had spread to other organs
within the abdomen (stage III; 20.0%). According to the
Paris staging system 13 cases (86.6%) were T3 and 2
cases (13.3%) were T4.

The overall morbidity rate was 40.0% (6 patients), and
the mortality rate was 53.3% (8 patients). Minor com-
plications included infection of respiratory tract (33.3%),
of urinary tract (6.6%), and wound infection (20.4%).
Major complications included three ileal anastomotic
leakage (20.0%), one pulmonary embolism (6.6%) and
one severe acute pancreatitis (6.6%). Six patients died in
the postoperative course. Four patients died of multiple
organ dysfunction syndrome (MODS), two of which fol-
lowed anastomotic leakage; two patient died on the
fourth and on the fifth postoperative day of pulmonary
embolism and of septic shock following severe acute pan-
creatitis respectively. The remaining two patients died at
2 and 3 months of diagnosis. Six of the 15 patients are
alive and continued to be on follow-up with no evi-
dence of recurrence. The estimated 12, 24, and 36-
months overall survival rate was 56%, 33%, and 22%
respectively (Fig. 1).

Univariate and multivariate analysis revealed no signifi-
cant differences between the good and poor outcome
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Table I - Summary of clinical and demographic characteristics (Legends: MOF, Multi Organ Failure-DM, Diabetes Mellitus-AMI, Acute Myocardial
Infarction-COPD, Chronic Obstructive Pulmonary Disease-CHT, Chemotherapy-CT, Computer Tomography).

Case | Organ Onset Age | Gender |  Treatment Post-operative Follow-up Complications Associated Discase Clinical Features Type Of Modified Daris
Symptoms outcomes Lymphoma | Ann Arbor | staging
staging system
system
1 Tleum Bowel 88 F Tleal resection Alive None Hypertension, COPD Previous non Large B-cell 1E2 T3 N2
obstruction Hodgkin lymphoma |  Lymphoma Mo
treated with
radiotherapy
Lymph Nodes +
2 Tleum Bowel 37 M Tleal resection Alive None None Non- I
obstruction Hodgkin’s B- T3 NoO
Cell Mo
Lymphoma
3 Tleum | Derforation | 44 M Tleal resection Dead Bilateral pleural effusion, MOF | Macular degeneration | Suspected multiple Non- T
liver an Hodgkin's B- T3NI1
retroperitoneal Cell M2
location (CT) Lymphoma
4 Tleum Bowel 38 M Tleal resection Died 3 months Pleural effusion None Non- TE2
obstruction later for second- Hodgkin’s B- T3 N2
line therapy failure Cell MO
Lymphoma
5 Tleum Bowel 27 M Ileal resection Alive Pleural effusion and  surgical None Retroperitoneal Non- TIE1
obstruction +biopsy wound infection swelling Hodgkin’s B-
retroperitoneal Ce T3 N1
swelling Lymphoma Mo
6 Tleum Intestinal 39 M Tleal resection Alive Surgical wound infection None Abdominal great Non- 1E2
Bleeding vessels Hodgkin's B- T3 N2
lymphadenopathy Cell Mo
(ChT) Lymphoma
7 Tleum 77 M Alive anastomotic dehiscence Hypertension, Omentum and Non- 1
Bowel Tleal resection diverticulosis appendix location Hodgkin’s B- T4NO
obstruction Cell Mo
Appendectomy Lymphoma
g 81 Acute 81 M | Appendectomy Dead ic dehi Hyp Pheripheral T T3 N0
Appendix | appendicitis Non.Hodgkin’s Mo
T-Cell
8.2 Bowel leal resection Lymphoma 1IET
Tleum obstruction
T4 N1
Mo
9 Colon Bowel 74 F Hartmann’s Alive None Hypertension, DM Non- 1IE1
obstruction procedure and Type II, Alcoholic Hodgkin’s B- T3 N1
Tleum ileal Cirrhosis cell Lymphoma Mo
resection +
cholecystectomy
Autoimmune Spleen and Liver Mucocutaneus it
10 Colon Perforation 82 F Hartmann’s Dead Thrombocytopenia, metastasis Hodgkin-like T3 N1
procedure Hypertension, EBV+ M2
COPD, Chronic Lymphoma
Atrial Fibrillation,
AMI, DM Type I,
Renal
Failure,Cerebral
Emhorrhage
11 Ileum Perforation 54 M Ileal resection Dead Severe Acute Pancreatitis Renal Failure, Renal Non- IIE2
transplant Hodgkin's B- T3 N2
Cell Mo
Lymphoma
12 Ileum Bowel 76 M Ileal resection Dead (IV Pulmunary embolism Previous non Large B-cell 1IE2
obstruction post-operative Hodgkin lymphoma Lymphoma T3 N2
day) treated with Mo
Chemyotherapy
Died
13 Tleum Perforation 65 F Tleal resection 2 months later Anastomotic Hypertension, Mediastinal B-cell Non- III
dehiscence+Bronchopneumonia | asthma, diverticulosis, | Lymphoma treated | Hodgkin's B- T3N3
Acute renal faliure, septic shock | Immunosoppresive | with immunotherapy Cell M2
neutropenia Lymphoma
14 Tleum Perforation 83 F Tleal resection Dead Large B-cell TE1
Lymphoma T3 N1
MO

groups maybe because the total number of subjects was carcinoma or stromal tumors (GIST). They are pre-

too small to reach statistical significance. However the
Odds Ratio was significantly high for the presence of
etiological risk factor and perforation as presenting symp-

tom. (Table II).

Discussion

The incidence of gastrointestinal lymphoma is low in
comparison to other gastrointestinal malignancies such as

dominantly located in the stomach and more rare in the
small and large bowel and they are proved to be non-
Hodgkin lymphomas. These malignancies are more fre-
quent in males between the fifth and seventh decades of
age, being rare in the youngers 1289,

The GI lymphoma frequently presents a growth similar
to the anaplastic carcinoma, with localized or diffuse
thickening into the intestinal wall and surface ulcers. The
macroscopic aspect can be that of an annular lesion, of
a simple organ wall thickening, or that of a ulcer growth
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Fig. 1: Overall survival curve.

or of a polypoid growth. The main risk factors report-
ed in the literature 2 are all conditions involving chron-
ic alteration of the immune system, such as long-term
administration of immunosuppressive agents in strong
doses or HIV infection. In patients submitted to organ
transplantation, as well as patients suffering from psori-
asis and rheumatoid arthritis, the increased risk of lym-
phoma growth occurred more frequently than in other
people. Association between NHL and inflammatory
bowel disease (IBD) is still under debate 8912-14,
Although in our series the age of the patients, sex and
location of the disease showed a results similar to that
reported in the literature 2, it could be notice that more
than 30% of patients had age under the inferior limit
of incidence. As regard to risk factors, three patients
received a previous immunosuppressive therapy, while
none of the patients had IBD or HIV infection.
Clinical features of intestinal lymphomas are character-
ized by non specific symptoms such as abdominal pain,
nausea, vomiting, weight loss, alteration in bowel habits
and palpable abdominal mass as well as in all neoplas-
tic pathologies of the intestinal tract. In the rare cases
of diagnosis established preoperatively the therapeutic
approach is related to tumor stage. Surgery alone can be
considered as an adequate treatment for patients with an
early stage of disease while patients with high grade dis-
ease or advanced stage may enjoy prolonged survival
when treated with adjuvant or neo adjuvant therapy '%
18

In most of the cases, the lack of specific complaints
accounts for the delay in the diagnosis that is only done
after emergency surgical treatment because GI lym-
phomas frequently arise with acute abdominal symptoms
due to perforation or, although more rarely, to bowel
obstruction or bleeding. In such patients, the surgical
resection involved segment, may resolve acute abdomen
symptoms but only in rare cases could lead to the lym-
phoma extirpation. Contrary to the literature, in our
series the most common clinical onset of the disease was
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TasLe 11 - Univariate analysis

p value Odds Ratio (95% CI)
Etiological Risk Factor 0.072 7.500 (0.759-74.157)
Perforation 0.119 6.667 (0.487-91.331)

obstruction and final staging showed that the majority
of patients presented an advanced stage as it is usually
observed in face of emergency surgery. In all patients
diagnosis has been done after surgical treatment and final
histological examination which reveals in all cases a non-
Hodgkin’s lymphoma.

In case of an acute presentation of the disease as well
as it is observed in elective surgery, short and long-term
prognosis does not only depend on the radicality of the
resection or on the tumor stage but it is deeply influ-
enced by postoperative complications often linked to
immuno-depressive status. Our study reports an overall
mortality rate of 53.3% accounting for 8 patients which
were all but two of advanced stage. Among these 6
patients died immediately in the postoperative period,
and 2 other patients a few months after surgical treat-
ment. Infection of surgical wound, ileal anastomotic
dehiscence followed by pneumonia and acute renal fail-
ure are the most frequent complications observed in our
study. The notable rate of anastomotic dehiscence could
be related to the difficult performance of radical resec-
tion according to the microscopically spread of the lym-
phoma into the intestinal wall and considering a safety
margin and the removal of locoregional lymphovascular
tissue. Anastomotic healing could be affected also by the
patient’s immunodepression status.

The long-term prognosis or likelihood of recovery
depends on the type of cancer, the overall health of the
patient, and whether the cancer has spread to other
regions or if it is only a localized disease. The literature
01922 shows a significantly longer overall survival (85%
at five years and 65% at ten years) for patients with
localized lymphoma (stage IE and IIE) while an overall
5-year survival rate about of 33% for patients with
extended disease (stage IIIE and IVE) with a study of
Zinzani et al. % showing an overall survival rate of such
patients less then 20%. According to the literature, in
our experience the majority of patients were of advanced
disease and survival rate is consistent with that report-
ed by other authors.

Conclusion

GI lymphomas frequently present with acute abdominal
symptoms which  require emergency surgery. As lym-
phoma is one of the most frequent causes of emergency
surgery for diseases concerning the ileum our recom-
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mendation is to consider it and to adapt bowel resec-
tion in such a way as to make it as radical as is possi-
ble. It means that an aggressive surgical attitude com-
prising an ample ileum resection is needed in almost all
cases because an acute presentation is closely related with
an advanced stage of the disease and with a high risk
for anastomotic disruption, both conditions leading to a
poor short and long-term survival.

Riassunto

I linfomi primitivi gastro-intestinali sono dei tumori rari,
rappresentando I'1-4% di tutti i tumori del tratto
gastroenterico. Di questi solo il 20-30% sono localizza-
ti allintestino tenue e il 10-20% al colon e al retto. 1l
quadro clinico & caratterizzato da una sintomatologia a-
specifica rappresentata da dolore addominale scarsamente
localizzato, perdita di peso, nausea, vomito e talvolta dal-
la presenza di una massa addominale palpabile. Piu fre-
quentemente tale patologia si manifesta direttamente con
una complicanza quale I'occlusione o la perforazione inte-
stinale, con conseguente quadro di addome acuto.
Questo studio ¢ stato effettuato analizzando retrospetti-
vamente 14 pazienti operati in regime di urgenza nel
periodo di tempo compreso tra il 1 Marzo 2006 e
Gennaio 2010. E stata valutata la sede d’insorgenza e il
tipo di linfoma, il sintomo d’esordio e il tipo di inter-
vento chirurgico effettuato. Sono state inoltre valutate le
eventuali patologie associate ed i tassi di mortalita e mor-
bilita

Leta media della popolazione ¢ stata di 63, 1 anni (ran-
ge 27-88) con una prevalenza del sesso maschile (9
pazienti, 64,2%) rispetto a quello femminile (5 pazien-
ti, 35,7%). Lorgano pil frequentemente interessato dal-
la malattia ¢ stato I'illeo (13 pazienti, 86,6%), seguito
dal colon (2 pazienti 13.3%), ed infine dall’appendice
(1 paziente, 6.6%). I quadri clinici d’esordio sono stati
Pocclusione intestinale (8 pazienti 53.3), la perforazione
(5 pazienti 33.3%) l'emorragia (1 paziente 6.6%) e
I'appendicite acuta (1 paziente 6.6%). Tutti i casi osser-
vati sono stati rappresentati da linfomi non-Hodgkin. Le
patologie piu frequentemente associate sono state quelle
cardiovascolari  (46,6%), quelle respiratorie (26,6%),
insufficienza renale (13,3%). Per quanto riguarda i fat-
tori di rischio in 3 pazienti (20%) ¢ stata riscontrata una
pregressa storia clinica di linfoma di Hodgkin in com-
pleta remissione da pitt di 3 anni ed in altri 3 (20%)
pazienti era in atto un trattamento imMMmuNoOsOpPpressivo
per piastrinopenia autoimmune, trapianto renale e linfo-
ma mediastinico Il trattamento chirurgico in urgenza ¢
stato di resezione ileale (13 pazienti, 86,6%), Hartman
(2 paziente, 13.%) ed appendicectomia (1 paziente, 6.6).
La morbilita ¢ stata del 40.0% (6 pazienti) e la morta-
lica ¢ risultata del 53.3% (8 pazienti). Il tasso di soprav-
vivenza complessivo a 12, 24 e 36 mesi ¢ stato rispet-

tivamente del 56%, 33% e 22%.

I linfomi intestinali sono pil frequenti nei pazienti di
sesso maschile, con un picco di incidenza tra i 50 e i
70 anni, mentre risultano essere rari nei bambini. I prin-
cipali fattori di rischio riportati in letteratura sono rap-
presentati da tutte le condizioni che comportano
un’alterazione cronica del sistema immunitario. Tutt'ora
oggetto di discussione ¢ I'associazione tra linfomi e malat-
tie inflammatorie croniche intestinali. Nella maggioran-
za dei casi, la diagnosi viene posta tardivamente a cau-
sa della scarsa specificita della sintomatologia e spesso
viene formulata solo dopo il riscontro istologico sul pez-
zo operatorio, in seguito ad un intervento chirurgico ese-
guito in urgenza per addome acuto

Lanalisi della nostra esperienza non ha evidenziato dif-
ferenze statisticamente significative forse perché il nume-
ro dei pazienti era troppo ridotto per raggiungere un
significativita statistica. Il rischio relativo (Odds Ratio),
tuttavia, ¢ risultato sensibilmente elevato per il fattore
presenza di fattori di rischio e per il fattore perforazio-
ne intestinale quale sintomo di esordio della malattia. La
prognosi immediata e a lungo termine non dipende sol-
tanto dalla radicalicd della resezione o dalla stadio del
tumore ma ¢ anche profondamente influenzata dalle pos-
sibile complicanze post-operatorie spesso correlata ad uno
stato di immunospressione.

Considerando che i linfomi sono una delle principali
patologie che interessano il piccolo intestino e che por-
tano ad un intervento chirurgico d’urgenza, la nostra rac-
comandazione ¢ quelle di effettuare una resezione suffi-
cientemente ampia in modo da ottenere la migliore radi-
calita possibile. Cid significa che un intervento chirur-
gico aggressivo si rende necessario nella maggioranza dei
casl In quanto una presentazione acuta ¢ strettamente
legata ad uno stadio avanzato della patologia associato
ad un elevato rischio di deiscenza dell’anastomosi, fatto-
ri entrambi responsabili di una ridotta sopravvivenza sia
a breve che a lungo termine.
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