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Erythema nodosum has been considered part 
of the clinical spectrum of inflammatory bowel 
disease (IBD) since Bargen1 reviewed 693 cases 
of ulcerative colitis in 1929. He, as well as Kelley 
and Logan,2 Samitz and Greenberg,3 Jacobs,4 

and Brown et al5 noted that the skin lesions 
corresponded to intestinal and extra-intestinal 
manifestations of active ulcerative colitis. The 
same relationship for Crohn's disease and ery-
thema nodosum can be inferred f rom their 
data. Many of these early reports included pa-
tients with segmental colitis or right-sided colon 
disease or both. Investigators who have specifi-
cally examined the relationship of active 
Crohn's disease and erythema nodosum have 
agreed that there is a positive correlation. Ja-
cobs4 reported four cases and Sams and Winkel-
mann6 reported three cases of erythema no-
dosum and active Crohn's disease. Van Patter 
et al7 and Greenstein et al8 have reviewed var-
ious clinical manifestations of Crohn's disease 
and found that the typical patient had a parallel 
course of bowel disease and erythema nodosum. 

The current thinking is that a positive corre-
lation exists between other manifestations of 
Crohn's disease activity and the appearance of 
erythema nodosum. However, as reported 

145 

require permission.
 on July 15, 2025. For personal use only. All other useswww.ccjm.orgDownloaded from 

http://www.ccjm.org/


146 Cleveland Clinic Quarterly Vol. 44, No. 3 ' 

here, the relationship between ery-
thema nodosum and the activity of 
the bowel disease is more variable 
than previous reports indicate. 

Methods and definitions 

Records of patients with Crohn's 
disease and erythema nodosum at 
the Cleveland Clinic in the period 
1961 to 1976 were reviewed. In all 
patients, Crohn's disease was docu-
mented by accepted roentgeno-
graphic and pathologic criteria.7 '9 Of 
the 12 patients who met the criteria 
for inclusion in the study, 9 had typi-
cal transmural inflammatory changes 
in resected portions of bowel. In the 
remaining three patients, one had 
transverse and left colon disease in a 
noncontinuous roentgenographic 
distribution; another had a rectal 
stricture, multiple skip areas of the 
colon, as well as ileal involvement; 
and the third had descending colon 
involvement with granuloma present 
on rectal biopsy. 

Erythema nodosum was diagnosed 
by clinical observation and biopsy at 
the Cleveland Clinic. The clinical di-
agnosis was established by the pres-
ence of erythematous, tender nod-

ules over the extensor surfaces of the 
lower extremities. Skin biopsy per-
formed in four patients was compati-
ble with the clinical diagnosis. 

Crohn's disease activity was de-
fined as the onset of other extra-in-
testinal manifestations or increased 
bowel symptoms within 1 month of 
the onset of skin lesions. Increased 
bowel symptoms were defined as an 
increase in the number or a worsen-
ing in the consistency of bowel move-
ments, increase in the frequency or 
intensity of abdominal pain, or the 
development of surgically treatable 
lesions such as obstruction or abscess. 
Three patients had the skin lesions 
during the course of this review. 
They were followed prospectively 1 
to 5 months. 

T h e age of onset for Crohn's dis-
ease was defined by the first occur-
rence of symptoms. Histories were 
taken, and physical examinations and 
chest films were done on all patients, 
as well as a review of medications. 
No other cause could be found for 
the erythema nodosum. 

Results 

The Table summarizes the clinical 

Table. Clinical data on patients with Crohn's disease and erythema nodosum 

Case Age Race Sex 

Age of onset 
Crohn's 

symptoms 
yr 

Age of oc-
currence of 

erythema 
nodosum 

yr 

Change in 
Crohn's dis-
ease activity Extent of bowel disease 

1 57 O F 40 52 N o T e r m i n a l i leum, r ight colon 
2* 27 W F 23 27 N o T e r m i n a l i l eum, cecum 
3* 30 w F 19 30 N o T e r m i n a l i l eum, r ight colon 
4 45 w M 30 44 N o T e r m i n a l i leum, r e c t u m 
5 40 w F 32 38 N o T e r m i n a l i leum, j e j u n u m , colon 
6 38 w M 32 32 Yes L e f t colon 
7 32 w M 27 28 Yes T e r m i n a l i l eum, colon 
8 33 w F 27 29 Yes L e f t colon 
9 48 w M 42 42 Yes Distal colon 

10 24 w F 13 22 Yes A n t r u m , d u o d e n u m , colon 
11 25 w F 12 13 Yes T e r m i n a l i leum, colon 
12* 35 w F 35 35 Yes L e f t a n d t ransverse colon 

* Prospect ive . 
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data. The patients were divided into 
two groups: seven patients with an 
increase in Crohn's disease activity, 
as previously defined, and five with 
no change. In the five patients who 
had no change in symptomatic 
Crohn's disease activity, the duration 
of bowel disease at the time of the 
development of erythema nodosum 
ranged f rom 4 to 14 years (mean 9.4 
years). Two patients had histories of 
erythema nodosum-like lesions; one 
a year after the onset of Crohn's 
disease, and the other after an inter-
val of 6 years. T h e documented ery-
thema nodosum in these two patients 
occurred 11 and 14 years respec-
tively, af ter the onset of Crohn's dis-
ease. 

The other g roup of patients was 
also impressive in its uniformity. This 
group had recent onset of Crohn's 
disease (mean 1.8 years) coinciding 
with, or within a year of the appear-
ance of the skin lesions. One patient 
did not fit into this temporal relation-
ship since she had a 9-year history of 
bowel disease when the concurrent 
Crohn's disease flare and the ery-
thema nodosum occurred. Aphthous 
stomatitis, as well as bowel manifes-
tations of Crohn's disease developed 
in two patients. Erythema nodosum 
developed in one patient a month 
prior to the onset of Crohn's disease. 

Discussion 

Current evidence suggests that ery-
thema nodosum develops in patients 
with IBD in the presence of active 
Crohn's disease.4, 6' 10-12 Despite this 
clinical impression, our patients did 
not reflect a direct relationship to 
other manifestations of Crohn's dis-
ease and erythema nodosum in all 
cases. Patients with recent onset (less 
than 2 years) of symptomatic Crohn's 
disease in whom erythema nodosum 

develops, typically have a flare of 
other manifestations of disease activ-
ity associated with it. Those patients 
with long-standing Crohn's disease 
(longer than 4 years) usually had no 
change in their bowel habits, nor did 
any other extra-intestinal complica-
tions develop. Two of the three pro-
spective patients had no change in 
other markers of Crohn's disease ac-
tivity. This would seem to confirm 
the retrospective analysis. Evaluation 
failed to reveal another cause of the 
skin lesions. Thus , erythema no-
dosum does not necessarily correlate 
with other manifestations of Crohn's 
disease and may not represent the 
poor prognosis as suggested by other 
investigators. 

Summary 

The records of 12 patients with 
Crohn's disease and erythema no-
dosum were reviewed. Within 1 
month of the onset of erythema no-
dosum other manifestations of 
Crohn's disease developed in seven 
patients. T h e mean duration of 
bowel disease in this g roup when 
erythema nodosum occurred was 1.8 
years. In five patients, no other 
change in the status of clinical activity 
occurred dur ing a 1-month period. 
The mean duration of Crohn's dis-
ease in this group prior to the ery-
thema nodosum was 9.4 years. Ery-
thema nodosum does not always in-
dicate that other manifestations of 
Crohn's disease activity will worsen 
and may not be a poor prognostic 
sign. 
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