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Collagenous Colitis: Histopathology and Clinical Course

Jo 8. Goff, MLD., )L L. Barnett, MLDL T Pelke, MLDG and H. DL Appelman, MLD.

Departments of Medicine aud Peatholdogy, Universive of Michian Hospiads, A Arbers Michigan

Objectives: Collagenous colitis is a chronic diarrheal dis-
ease characterized by 4 normal or near-normal mucoesa
endoscopically and microscopic inflammation in the lam-
ina propria, surface epithelial injury and a thick subepi-
thelial collagen laver, The symptoms of collagenous colitis
vary in duration and intensity, and long periods of remis-
sion have been described, but long-term folfow-up data are
limited. Our goal was to determine the natural clinical
history of collagenous colitis and to determine whether
there was a relationship between histopathologic changes
and course of disease. Methaods: Cases were identified at the
University of Michigan Hospitals using surgical pathology
records hefore 1992, All charts, including medical records
from other hospitals, were reviewed, and a telephone in-
terview was conducied with ench fncatable patient (po.
Biopsy specimens were reviewed by two pathelogists for
degree of collagen laver thickness, epithelinl damage. and
inflammution. Resulis: There were 3t paticnts (26 F, 5 M)
with & mean age of 66 yr (range 33-83) and a mean
duration of symptoms of 3.4 vr at the time of diagnosis. Of
the 31 patients, 18 {36% ) had some form of arthritis, and
22 {71% were using NSAIDS regularly at the time of
diagnosis. Follow-up interviews were conducted at least 2
vr alter diagnosis (mean 3.3 vr, range 2-5 yr) with 27 of 31
patients (3 could not be located, 1 died). Fwo definable
groups of patients were identified: (1) those with either
spontancous or  treatment-related symptom  resolution
{63% ), and (2) those with ongoing or imlermitient svinp-
toms requiring at least intermittent therapy (37%). There
was no significant difference between the two groups with
regard to sex, age. associated diseases, and vse of medica-
tions. Patients with symptom resolution tmean doration 3.1
yr) had been treated with antidiarrheals (61, sulfasalazine
(31, discontinuation of NSATDS (3), reversal of jejunoilial
hypass (1), or nothing (45 Those with ongoing symptoms
experienced a wide range of symptom severity, Two re-
quired only antidiarrheals, but five required or failed ste-
roids, azathioprine, or sandostating There was no signih-
ant difference in collagen thickness, epithelial damage,
and inflammation between the two groups, but Paneth cell
metaplasia was seen more often in those with ongoing
symptoms. [n 24 of 27 patients, dingnostic changes were
present in left-sided biopsics, Conclusions: In our cohort of
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patients, 63% had lasting resolution of svmptoms after a
mean 35 vr follow-up. There was a high incidence of
arthritis and NSAID use in our popalation, but there was
no relationship between these entities and clinical course or
histology. Initial histology, except possibly for Paneth cell
metaplasia, did not refiably predict severity or course of
disease, Finally, although variable in clinical presentation,
treatment-free remissions are common in collagenous
colitis,

INTRODUCTION

Collagenous cohitin s a chronwe dirrheal disease Tt
described in 19706 by Dindstrom. He reported o smgle case
of o middle-aged woman with cramps, abdomingl pam. and
chronic diarrhen (hy, The colon appeared norntad cudoscop-
wcalv, but bopsies revesled o distinet. thichened Taver of
suthepithelial collagen. Smce then, hundieds of cases of
collagenous colitis have been reported ind colonoscopists
now know o obtain biopsies routinely in patients presenting
with unexplained chrome diarrbeas even i the macosa ap
pears porntl.

The discuse v also histologicaliy characterized by o
chronic intflammatory cellinfiliragon of the Tamina propria
ot vartable imensity and damage to the surface opithelium,
accompanied by exeessive intraepithelial Ivmphoosytes. Al
though the thickened collagen Taver nun not play the pr
maary role in the pathogenesis of vollagenous colits s ilus
findimg that idenutics and defmes the discuse and distin
grishes of frony stmilar diarrheal diseases such s lvinpho
evlic colitis {20

Durimg the tast 20 veo the prosentng chinieal teatures of
collagenous colitis have heen well deseribed, bat there s
onby himited date desertbing the Tong-term chimcal vourse ol
this disorder. Our goal was o evaluate the aatiral climical
Bistory of eolligenous colis and s determine whether thepe
is a0 relationship between specitic histepathologic features

and course of discase,

MISTHODS

Thirty-one cases of collagenous colitis before 1992 were
identified from the records ol the Department of Patholous
acthe University of Michigan hospitais A specimens were
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reviewaed rerospoectively by two pathologiseincludiog an
experenced sastroitestnal patheloeis for degree ot col
Legen Liver thichkness. epithelial damage anihdl moderine. or
severe L B propricindlanunation onild or severeo pres-
eiee o cosmaphibiae i the Lonmna propee, and Paneth cell
mwekplisga at the base of the vroptss The disigioss of ool
Brgenons coliteowas contimed by the Binding of atickened
subepithelind collugen nver i the approprste histelogic
setting s mientonad above (3

Phe Bospiad madical records and reconds oo relorring
phvsicians were cvanined o doetermine demographic data
anselamnd fope of symptorns, wssoviated discasess nedic
pons, amd all visdrointestingd evaloations aad eatments,
Subsequenth ] followop date wa obtamed through medioad
records and s aelephone interiiew using i gquestionnativ
Al telephone mrerview s were conducied o nunimunm ot 2ar
from the time of imial blopsy proven Jdingnosis, The dot
wae analvsed oz the Student's st or Joaided Fisher's

et fust

Cliicaf

OF the 31 patents wil collagenows colitin, there were 6
woets G0 wed Y men wth women wee of 66 v oo
3308 Y The mean duranion of syinpuoenis before diagne
sisoss Ao v rmange 00125 v OF the ST patients, I8
(A0 e usd somwe Torm o anthee, amd 20 patients (10
dsed NSATDS reenlarhy ol the tune of diagnosies, Fowr pa
aents had hypolnrosdism, two had dinberes. one o nny
asthenia pravis, amnd one had Spogeen™s svndrome, Fove pa
nents FinG bad o history o aiber condimons tiat mas fine
contributed o diarheal svmplons mchding parial bowel
Jnovelite s, O difficde mtection. aid jejone

toal hyvpass,

rosechol s

Woenbtined Tollow-up chineal diacader anmerval of w
least 2 e oeane 23 v ranee 205 v o diaginoss on 27
of the 31 patients One v deceased wad duee coudd not be
located Subsequentv, two broad  suboroups of patients
wore sdentitieds (1 6379 had Tong Listine ssmptosn resolu
oy either sponimconsiy o alter treatment. i 12y 377
B ongomy disease sequaring vonstant or internntient ther
apy. Phere was no sigmificant ditterenve between the two
sroups when the vanables ages sexs assocnned diseases, and
tse o NSAH Y were exansined. The “resolved ™ vroup had
eaperieneed symptonns For aonean of 33 v medsm 100
ranee OO 20 compiroed with 8.5 v nmedine T e

(02 25 s bor the Tongome” croup (0 B0 Tor micuns.

Pavent~ swth ssmptom reselation omean distion of

symplor resafution 1wy hud been peated worh antldi-
avcheals (0, seltasalasne 3L discortnmation of NSAHD-
ey, reversal of jejunotial by pass 1H or nothimg o3 Aty
the diagnosy woas estableshed, the woan diranon o svmpe

tosn resolietion was LS months (008 3 moniie, Thore sas
considerable heterogeney among the [0 panents m the

Topgoimnge” croup nming frome mild occastonal svptons
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controlled with snermnnent wse of antpdiarrbends 1o porsis
et svinptonis despite continons Bnmunosuppressives 4
Ble T Hall of these patients reguie steronds o othier i

munosuppressises for control o damthen Pollow up

codenoscopies with bropaies were nob obtamed rostinedy

/{f\fi‘f‘(r’fﬁ!r’fﬁt\’\

The colorectad Propey specimens from all paniom s i botls
He resobved™ and Tongolng” eredips were reviewad
Blinded masner by vwo pathologists soho bad no knosledge
of the patients” climeal Bistory or sabsequent course  Fable
2o There was o staristically sigmboant diberenee i vol:
Lizon Baver thickness o Luniig propog colluluny GolLao-
mations between the two cronps However, the mast intense
coldbagen deposition aod otlammiation occurred o Ton
varng” paticnts and all patenis i the “engoing ™ eroup il
severe i hmumation, Thoere s o difference neseveriny of
cpathehal dimage bepweero the o sroupe. Trseess cosnoe
phils woere noted e shighily more than S8 of panents
Both eroaps and swoas predommmanty focared e basal Badf
of the Lamina proprie Panctit ool melaplasie was sevn
G000 of those with Tongoing” symptoms but only 1270 o

those m o the “reselved™ croup (p 0 D020 Bropsees wore

obtined From both the night and et sides ol ihe color in 23

of the 27 patents, The deeree of lustolos o abiormaliny was

approsimaieh cquecadont i both ades of twe colon e all b

Prve pattents conliagon thuckoess and mflanmmaniion srenier
e Hee rrohe e three and grenter oo the Tete m twod o one
TongoimeT patient e rectum was normads ands i one
Copgomy T and one Cresobved” pument, there was vers Title
estnt vothimen on the Jefe sided biopaies Thas in 23 of the
27 panents, the dingnoses of collazenons cohis could he

e on the bosis o Telesaded bopaes alone,

IHSCLRSHON

Collupenons colitis s antlamimeny discase ol an
koowi choleoy Clanacterzcd by Clronic dharrhea and o
thchaned Baned of subepithelad collasen. O pabens were
predominaatly elderhy wormen topical of hose presionsdy
described o the Bertore, Maore thior 80% are femade with
annveraee are o approvnmaely 60 v b s The nagorits
of our patienis had wihints, severad had antommmune dis
cases, kb over Baosthunds were ke NSATDS

The issocnmon of collagenons colins with o variely o
e disorders and ity rosponse o saallasalasine and
steronds suepests i this iy, by o alcengin e cobite
annd Crebns diseases iy e an auiotmune milunaion
discime 18 TN However, the pattern of HEA snpens b
Been shownoto be no ditforent in collaeeneis colitis panents
taan in oo conted pepulation 90N recont report shosony
that fecal strearn diversion tiduces botte o chieal dnd s
tolowie remtssion i colligenous volae supgesi that o toxn
Tniinad Tactor or factors sy beoof pathogenic inpastanee
ctin The mciiing o] fuctor mae produce an ntlam
parteny reaction e colonie mncosa whicli in time, feands
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saftisabasine
Loperamde None ot e Thare
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o depositton of subepithebial collagen (75 The use of
NSAM has been hinked to collagenous colits and may
conceivably pluy o causative role according o a cuse-con-
trol study by Ruddell e al (4, 11 Ancedotal cases suggest
that withdiawal of NSATDs is assoctied with improvement
in diartheal symptoms (4. Th The 71%  incidence of
NSATID use i1 our population is similar to the £1% incidence
reported inthe series by Riddell e «f. () Although three of
our patients seenmied to improve alter discontinuing NSATDs
alone. our numbers are too small o make any conclusion
abuout o causal refationship.

Almost two-thirds of our patients had compleie resolution
of svinptoms, Follow-up biopsics were not systematically
abigined in most paticnts in our series, but reportediv, us-
tologic resolution may frequently acconmpany symplomaic
resolation (5, 8. 11130 A few recerved anti-inflammatory
therapy in the form of arulhidine, bt most were tremed
nonspectiically  with antidinrheals,  discontinnation of
NSATDs. or nothing at all. The duration of ssmptoms before
disignosis was lnehly vanable and did not accurately predict
which patients would expericnce persistent or recurrent
syimptoms Congoing”w although these patients had o ten-
denev toward a longer duration of symproms than the “re-
solved™ group. Prolonged remission or eure” ol colfage-
nous colitis after short dwration or no therapy has not been
previcusty well emphasized. Spontmeous resolution of col-

fgenous colitis or resoluton aficr symptomaue reatment
cantidiarrheals ) or withdrawad of NSAIDS has been noted
previousfy (122155 Althowgh these paticnts wie el to rep-
resent the mumerity of those with collagenous colins, we
found that nearky S04 of our patients it this deseriprion
{16y, Extonded remiission after treatmient has also heen noted
(5. 6, 178 Our 03% of paticnts without svimptons oft
therapy after 3 vears is similar 1o 0 recent sevies reporting
52% after the sanwe lenpth of follow-up (183 B is possibie
that with even longer follow-up. o lew paticats nuy relapse,
Fven in tie "ongoing” group, 4 ol the 10 patients require
minimal or no therapy and relapse mbreguenily, Only 6 of
27 022%: of the entire group require contimvous therpy or
have persistent symptoms. These data suggest that pro-
longed medical therapy s otten not necessary for collage-
noas cobitis, Onee a remission is established, it seems ap-
proprigle (o dllemapt withdrawal of therapy as i recent
empiric algonthay suggesis (161

We did not find that histopathologie changes on inigal
Biopsy specimens were relably predictive of the subsequent
chmeal course. Callagen Laver sthickness was the sanw m
both groups. However, 1o s likely based upon ustologie
stachies in hoth collagenous and Ivanphocyviie colitis, that
surfuce cellinjury and infliammaion and pos<ibly Lanzins
propria collularity and ot collagen Taver thickness are re-
spensible for diarrhenl svimptoms 121 Thoese patients who
developed ongoing or recurrent symipionis were signifi
cantlv more likely to have Pancth cell metaplusia and weaded
to have somewhat more Tanting propria inflammation and
epithelial damage than those whose svinptoms hiter re
solved. Pancth cell metaplasia may. theretore, be o useful
marker to predict more persistent or severe discase. butit s
not dependable. We cannot discount the possibiliny that a
furger series of pufients may sfiow g statstealiy significant
difference between these two groups with regard o these
other histologic features as well,

The histologie findings of collugenous colms nuay be
distributed ina patehy nanner with less infense myvolvement
distadly in the colon (3,0 19, Small series suggest that proc-
tosigmoidoscopic examination may miss the dingnosis in up
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o b ol patiernds 150 W found that Tefesided Biopsics
alone would have beon sutficient toomake the diagnesis of
vollienons cobits in 8970 4 24 of 2771 of owr paticnts, How

cver, becase recrad and siconond Blopaies olten were o
Lahoon and separaied rom othes fortaided opsies. e oo
nen be certan Bow often the distad el colon s fess imvolved
than the prowvmml B0 colonn N recent Targe vevies i
cotonescopic sl Heable sipmondoscopic blopsy specimens
tonnd thut ondy 3 ol 97

PRy painents Tnad nondisginestic
suvtostrimond Bropsies 2800 Seon appems that although m
virbverient s foss ntense i the Tedt colon, hiopsios obianeld
By flesible sigmondoscopy showtd be salticient wonhe the
arnoses of collagenous volitis most ob the thimes especialh
Hobiopaes are obtoned Trone the descendinge colons A
colonoscopy s be seguired 3 sipmendoscopic Bopaaes e
pondagnoste wod w el des of chimead suspicion e
[T

I sy, e foond that the majority of paients disg-
nosed with collavenous colitis bad spontancous or et
went dinduced sustamed yesolution of syipioms, Alieogh
there was a twideney for those with ongoing svimpions 1o
Bave o lonpor Bistory of svmptoms before dicgnosis and, on
Biopsyo to bave Panethe cell netaplasia and severe infhom
arabon e the laming proprics clinfval varables wnd il
Bistolows did st sehabby prodict soveriny o counrse ol dise
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