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Diagnostic Criteria for Ulcerative 
Colitis

Major Criteria: Diffuse mucosal inflammatory 
infiltrate; basal plasmacytosis; neutrophils 
overrunning mucosa; cryptabscesses; crypt 
distortion; villiform surface
Minor Criteria: decreased goblet cells; Paneth cell 
metaplasia
Clinical Characteristics: Chronic relapsing and 
remitting course; bloody diarrhea, diffuse colonic 
involvement; rectal involvement; pseudopolyps.





Untreated ulcerative colitis generally shows continuous mucosal involvement save for 
the occasional periappendiceal skip area (cecal patch), as illustrated in this image.



Ulcerative colitis. Quiescent 
disease may appear granular with 
areas of punctuate erythema.



Pseudopolyps in ulcerative colitis.  These 
are mucosal remnants associated with 
intervening areas of ulceration.



Italian Crypt 
Distortion



Paneth cells: normal distribution



Ulcerative 
Colitis, 
distal 
colon



Ulcerative Colitis



Ulcerative 
Colitis



This post-inflammatory polyp has an interesting shape



Ulcerative Colitis



Ulcerative colitis. Biopsy 
fragments from the same 
topographic area typically 
show similar findings with 
the same degree of 
inflammation and injury.



Diagnostic Criteria for Crohn’s 
Disease

Major Criteria: Patchy mucosal inflammatory infiltrate; 
often histiocyte-rich; submucosal inflammation; microscopic 
skip areas; cryptabscesses; cryptitis; granulomas.
Minor Criteria: Crypt distortion usually milder than in 
ulcerative colitis; normal goblet cell population; Paneth cell 
metaplasia; pyloric metaplasia; lymphangiectasia
Clinical Characteristics; Progressive course; loose stool; 
affects terminal ileum/ right colon; frequent sparing of 
rectum; skip areas; “cobblestone” mucosa; anal/perianal 
fissures & fistulas; aphthous ulcers. Anti Saccharomyces 
cerivisiae antibodies are of some diagnostic value.



Ileal Stricture

Normal 
Cecum



Crohn’s Disease, Stricture



Fistula



Crohn disease.  There 
is minimal acute 
inflammation in this 
biopsy, but note the 
granuloma in the 
superficial submucosa. 



Finding prominent, well-
formed, or necrotizing 
granulomas should 
prompt a search for 
microorganisms rather 
before suggesting the 
possibility of Crohn 
disease.  This patient 
had gastrointestinal 
histoplasmosis.









Histoplasmosis



Histoplasmosis



Strongyloides stercoralis
Hyperinfection in the setting of 
immunosuppression can lead to the 
presence of Strongyloides stercoralis
dissemination throughout the body with high 
mortality



Strongyloides 
rhabditiform larvae





Sneaky strongyloidiasis – the 
cases that separate the women 
and men from the girls and boys 
– note that there are plenty of 
eosinophils



See anything?



See anything?





Icky Sushi/Sashimi Issue
Anasakiasis (taken from CDC website)
“Anisakiasis is a parasitic disease caused by anisakid nematodes (worms) that can invade the 
stomach wall or intestine of humans. The transmission of this disease occurs when infective larvae are 
ingested from fish or squid that humans eat raw or undercooked. In some cases, this infection is 
treated by removal of the larvae via endoscopy or surgery.”



Anasakiasis



Anasakiasis, Eosinophil-rich 
abscess in resected small bowel





Anisakiasis is a 
parasitic disease 
caused by anisakid 
nematodes (worms)



Chronic granulomatous disease
• Rare genetic immunodeficiency

• Defects in subunits of NADPH (nicotinamide dinucleotide phosphate) oxidase enzyme complex 
in macrophages
• Unable to kill intracellular organisms due to impaired superoxide generation
• Extensive granulomatous response

• X‐linked or autosomal recessive

•Recurrent bacterial and fungal infections
• GI tract involvement in up to half of patients (may be presenting sign in up to 17%)+

• Diarrhea, abdominal pain, constipation, weight loss, FTT

+Winkelstein JA, Marino MC, Johnston RB Jr, et al.Chronic granulomatous disease. Report on a national registry of 368 patients.Medicine (Baltimore).2000;79:155–169













Back To 1989



Sex, Lies, and 
GI tract biopsies



Case 
• 33 y/o HIV+ male presents to the ED with  rectal pain for 
2-3 days.  Not relieved by sitz baths.  Associated with 
urgency and yellow discharge. No fever, no nausea and 
vomiting. No penetration or trauma to the rectum in the last 
few months. 
• CT of abdomen/pelvis showed:

• A rectal mass that appears to be extending through 
the wall and along the pelvic sidewall, and is abutting 
the prostate. 

• No lymphadenopathy. 
• Indeterminate hypodensities in the liver of uncertain 

etiology but could represent metastatic deposits. 



Case 1
Colonoscopy showed  erythema, edema,  friability, and loss of vascular 
pattern  in the rectum to approximately 12 cm.  No mass identified.  
Remainder of the colon normal.



Case 2



Diagnosis?



Chlamydia Proctitis

Laboratory testing from a rectal 
swab required to confirm. Urine 
testing often negative in patients 

with chlamydia proctitis (LGV 
proctitis)



Syphilis, CDC 
2016







Chlamydia, 
CDC 2016







Syphilis and Chlamydia Proctitis: 
Patient Presentation is diverse

• Rectal bleeding
• Anal pain
• Tenesmus
• Anal discharge
• Fever, chills, nausea, vomiting, weight loss
• Pruritus
• Rarely asymptomatic
• Perianal ulceration
• Imaging studies may show a “rectal mass”



Endoscopic findings
• Ulcers (may be large)
• Mass lesion
• Abscess
• Fissures, anal fistulae
• Histologic features for syphilis and 

chlamydia proctitis looks about the same 
so lab testing is needed



Case 
• 34 y/o HIV + male who presents to ER with rectal 
pain exacerbated by BMs that started 3 weeks 
prior to presentation.  Pain started w a “burning 
sensation” and then progressed to the formation of 
a “mass”.   + 30 pound weight loss.  No rectal 
bleeding, abdominal pain, pain with urination, or 
fever. +nausea and vomiting
• Marked tenderness on rectal exam. Rapid HIV 
test +.  
• CT impression sigmoid colitis.



Case 
• Flex sigmoidoscopy showed mucosal 
friability and ulceration in the rectum.



Case

Low power appearance: too “blue” for rectum.



Case 1

Crypts may be shortened but overall still look like “test tubes in a rack”. 



Case 
• RPR on this admission 1:128, FTA-ABS 
4+.
• Infectious disease physician doubtful of the 
possibility of “syphilis in the colon”.  
Requested a silver stain. 



Case 1



Case 
• Patient’s symptoms improved after 
antibiotic therapy.



Case
• 45 year old white female presents with rectal bleeding 
and anal pain.
• Previously diagnosed with hemorrhoids and then 
ulcerative colitis (UC).
• Symptoms did not respond to UC treatments.
• Re-presented with worsening bleeding and pain.



Case: Clinical DDx
Malignant neoplasm
Diversion/diverticular associated colitis
Inflammatory bowel disease 







Case
• Clinical demographics did not quite match demographics 
of this process. 
• After discussing the unusual histologic features with the 
clinician… 

• Patient was an HIV+ male to female transgender/MSM with 
several high-risk factors for STI proctocolitis



Case

Photomicrograph courtesy of Drs. Lois Elder and Carlos Nousari



Case

Photomicrograph courtesy of Dr. Carlos Nousari



Case: Clinical course

RPR 1:1024
FTA-Ab- reactive
T. pallidum IHC noncontributory on GI biopsy.
Patient was treated for syphilis and all symptoms and 
endoscopic abnormalities resolved.



Rectal tonsil: 23 y/o male with blood per 
rectum and rectal ulcer. Proximal biopsies 
normal 

2012



Rectal tonsil: manifestation of chlamydial 
infection?

Cramer et al. The Rectal Tonsil – A Reaction to Chlamydial infection? Am J Surg Pathol.  March 2009. pp 483‐485.

24 y/o female with rectal “mass”
Chlamydia trachomatis identified via immunofluorescent test, culture, and PCR. 



Follicular cervicitis

Photographs courtesy of Dr. B. Ronnett.



STI Proctitis – Syphilis 
Immunostain

- The syphilis immunostain is negative in 
many cases of syphilis proctitis and (of 
course) negative in chlamydia proctitis 
(lymphogranuloma venereum proctitis). 

- Some patients have both
- Clinical testing is needed.



T. pallidum Immunohistochemistry 
(IHC)



Syphilis immunostain.  When using this 
preparation in perianal skin and anal orifice 
biopsies, it is unwise to use DAB 
(3,3' Diaminobenzidine) as the indicator or a 
positive test as this leads to brown staining, 
which appears similar to normal melanocytic 
processes.  As such, it is prudent to use AEC 
(3-Amino-9-Ethylcarbazole) which results in 
red staining of the organisms.  In this case, 
the red colored structures are syphilis 
organisms whereas the delicate brown ones 
are melanocytic processes.



Syphilis immunostain.  
This is a negative 
preparation – the cells 
show melanocytic 
processes.









Syphilis 
gastritis



Syphilis 
gastritis



Syphilis gastritis



Syphilis 
gastritis



Syphiis hepatitis in same 
patient as the one with 
syphilis gastritis



Syphilis 
hepatitis



Syphilis 
hepatitis



Intestinal 
spirochetosis
is not an STI



Colonic spirochetosis, Warthin Starry stain. The anaerobic intestinal spirochetes 
Brachyspira aalborgi and Brachyspira pilosicoli seem to be responsible for most 
cases of spirochetosis. B. pilosicoli colonizes the intestinal tract of many animal 
species, especially pigs, and can be found in approximately 30% of fecal 
samples from persons in developing countries. 



Colonic spirochetosis. – it cross-reacts with the syphilis immunostain!!



Most important differential 
diagnosis for STI proctitis is 
with inflammatory bowel 
disease



Arnold	CA	et	al.	Am	J	Clin	Pathol.	2015	Nov;144(5):771‐81.		PubMed	PMID:	26486742.	



STI COLITIS

Arnold	et	al.	Sexually	Transmitted	Infectious	Colitis	versus	Inflammatory	Bowel	Disease:
Distinguishing	Features	from	a	Case	Controlled	Study.	Am	J	Clin	Pathol.	2015	Nov;144(5):771‐81.		PubMed	PMID:	26486742.	



CROHN DISEASE

Arnold	et	al.	Sexually	Transmitted	Infectious	Colitis	versus	Inflammatory	Bowel	Disease:
Distinguishing	Features	from	a	Case	Controlled	Study.	Am	J	Clin	Pathol.	2015	Nov;144(5):771‐81.		PubMed	PMID:	26486742.	



ULCERATIVE COLITIS

Arnold	et	al.	Sexually	Transmitted	Infectious	Colitis	versus	Inflammatory	Bowel	Disease:
Distinguishing	Features	from	a	Case	Controlled	Study.	Am	J	Clin	Pathol.	2015	Nov;144(5):771‐81.		PubMed	PMID:	26486742.	



Uncharted 
territory: 

Gonorrhea 
proctitis







Case 4
Courtesy of Dr. Aatur Singhi at UPMC



Courtesy of Dr. Aatur Singhi at UPMC



Courtesy of Dr. Aatur Singhi at UPMC



Gonorrhea proctitis
• There is limited literature regarding the microscopic appearance of 
gonorrheal proctitis.
• Compared to patients with syphilis, biopsies from patients with rectal 
gonorrhea are more often normal. 

• McMillan et al. report normal biopsies in 10/18 (55%) with rectal 
gonorrhea vs. 3/10 (30%) pts with rectal syphilis.

• A subsequent study by some of the same authors similarly 
reports normal biopsies in 33 out of 57 (57.9%) biopsies in 
patients with rectal gonorrhea.

• Endoscopic appearance may be normal.

McMillan, A. & Lee, F.D. Sigmoidoscopic and microscopic appearance of the rectal mucosa in homosexual men. Gut 22, 
1035-1041 (1981).
McMillan, A., McNeillage, G., Gilmour, H.M. & Lee, F.D. Histology of rectal gonorrhoea in men, with a note on anorectal 
infection with Neisseria meningitidis. J Clin Pathol 36, 511-514 (1983).



Always Assume that Patients 
Lie

Sexually transmitted proctitis!



Thank you


