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Classic Old School Celiac Diseas
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Clinical Correlation is Mandatory

HLA testing:absence of HLA DQ2 and DQ8
essentially excludes celiac disease

Serologic tests:
Anti-tissue transglutaminase 1g&old standard)
Anti-endomysium IgA antibody
Anti-deaminated gliadin peptide IgA
[Anti-gliadin IgAc no longer recommended]

IgA deficient individualgquant IgA level)
Anti-TTG 1g&old standard)
Anti-DGP IgG

RubioTapia A et al. ACG Clinical Guidelines: diagnosis and management of celiac dise
Am J Gastroenterol 2013; 108:65%.



Complete Villous Flattening
with Crypt Hyperplasia

CELIAC DISEASE

Autoimmune enterocolitis

Viral enteritis (rare cases)

Tropical sprue (rare cases)

Common variable immunodeficiency (rare cases)
Medication (sartan) induced enteropathy
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Clinical History

32 year old male with abdominal
distress and diarrhea

Endoscopic findings:
Esophagus & stomach normal

Flattening and decreased folds in the 2nd
and 3 parts of the duodenum

Scalloped folds in the 2"d part of the
duodenum




Moderate villous blunting and crypt hyperplasia




Increased intraepithelial lymphocytes
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No Knowledge of Celiac Panel Results

Upper Gl endoscopic biopsies, duodenum:

- Duodenal mucosa with moderate villous
blunting and increased intraepithelial
lymphocytes. See comment

Comment: Celiac disease is a diagnhostic
consideration. Correlation with serologic
tests results Is necessary.




Pathologist is Aware Celiac Panel is Positiy

Upper Gl endoscopic biopsies, duodenum:

- Duodenal mucosa with moderate villous
blunting and increased intraepithelial
lymphocytes, consistent with celiac
disease.
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Rule out celiac disease
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Whether the celiac panel is:
- not known
- negative
- positive

Upper Gl endoscopic biopsies, duodenum:
Duodenal mucosa without diagnostic abnormality.
See comment.

|

Comment: Sections of these large and well
oriented biopsies reveal that the duodenal villi are
long and slender and there Is no increase In
iIntraepithelial lymphocytes.




Malabsorptive Disorders
Morphologic Patterns

1. Complete villous blunting with crypt
hyperplasia

2. Lesser degree of villous blunting with
crypt hyperplasia (focal or diffuse)

3. Villous and crypt shortening (mucosal
atrophy)

4. Normal mucosal architecture
+/-ndi sti ncti ve f e




Marsh Classification
Gastroenterology 1992; 102:330-54.

Type 0T Normal architecture; no increase in IELs

Type 117 Normal architecture; > 40 IEL

Type 271 Crypt hyperplasia, normal villi; > 40 IELs

Type 371 Crypt hyperplasia & villous blunting; > 40 IELs
Type 41 Crypt & villous atrophy




Modified Marsh Classification

ne O Normal architecture; no increase in IELs

ne 1 Normal architecture; > 25 IELs

ne 2 Crypt hyperplasia, normal villi; > 25 IELs

ne 3 Crypt hyperplasia, villous blunting; > 25 IELs
3a i mild villous blunting

3b T subtotal villous blunting

3c 1 total villous blunting

Type 4 Crypt & villous atrophy

Oberhuber G et al. Eur J Gastroenterol Hepatol 1999; 11:1185-94.



Current Treatment of Celiac Disease
by Marsh/Oberhuber subtype

Type O - Gluten free diet for symptomatic patients?
ype 1 - Gluten free diet

Type 2 - Gluten free diet
y

ne 3

3a - Gluten free diet

3b - Gluten free diet

3c - Gluten free diet

Type 4 - Gluten free diet (? and immunosuppression)

You donot have to give a
(unless it will make your clinician love you)
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Lymphochyvtes' 100 epithehal cells

Veress B et al. Scand J Gastroenterol 2004; 39:138-44,

Asymptomatic normal volunteers
Cutoff of 20 IELs / 100 enterocytes

Lagsn®

H&E CD3
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ROC-king onwards: intraepithelial lymphocyte

counts, distribution & role in coeliac disease
mucosal interpretation

Rostami K, et al. Gut 2017;0:1-7. doi:10.1136/qutjnl-2017-314297
Cutoff of 25 IELs/100 enterocytes
| ROC (RECEIVER OPERATING CHARACTERISTIC) GRAPH
IEL 1.00
COUNT SENSITIVITY
100+ 0.754
; 0.50-
—
50+ —
— 0.00 .
_____ - — O.bO 0.125 0.:‘)0 0.175 1.60
Lo o e e B 1- SPECIFICITY
— ) 3 celiac disease pts below cutoff (false negative)
0- - E— 12 control patients above cutoff (false positive)
DISEASE éDNTRC}LS CDELIAC.DISEASE
(n=203) (MARSH Ill LESIONS)
(n=198)









Diagnosing Mild Enteropathy Celiac Disease: A Randomized, Controlled

Clinical Study
GASTROENTEROLOGY 2009;136:816-823

KALLE KURPPA,* PEKIKA COLLIN *% MERVI VILJAMAA " KATR HAIF»-']IILA,” PAN SaVALAINEN,T JUKKA PARTANEN *
Kalla LAURILA, Y HEINI HUHTALA Y™ Kalda PAASIKIVIH MARKKL MAKLY and KATRI KAUKINEN®S

Suspicion of CD  n=145

EmA- or othar exclusion

) > criteria n=75
EmA+ and Marsh I-lll  n=70
Duodenal biopsies
L J L 4
Marsh |-l Marsh [l
Study group CD-group
n=23 n=47
randomization
l l v
Gluten-containing Gluten-free diet Gluteni-free diet
diet n=10 n=13 n=A47

!

Gluten-free diet
n=10
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Villous height erypt depth ratio

TAm

"

Serum tissue transglutaminase antibodies (U)

]
L

Basaling ARer gluten After GFD Baseline  Atter GFD™ Baseline After GFD™
Bessline After glutes After GFD  Baseline  After GFD® Beseline  After GFD™

Gluten-group GFD-group CD-group Gluten-group GFD-group CD-group

Study group Contral groups
Mon-C0 group
Gluten group (nh = 10} GFD group (n = 1.3) =0 grodp n = 47) (h =34
Baseline  After gluten  After GFD Baselina After GFD Baselina After GFD Baselina
03+ |ELs, cell fmim
Median g18 62 47 g2a 415 g3 S0F 32
Range 3779 JE-E4 2E—GE 37134 24-103 34-124 15-133 11-62
af + IELs, cell/rmm
Median azd 38 22 44a 24° 458 300 24
Range 20-50 2166 1434 1663 1458 14-104 E-E9 T—47
& + |ELs, cell/mm
Median 19.1% 230 140 19.18® 21 78 19 He 17 .1¢ 21
Range 128-38% 140-363 B85-202 70518 8.4-318 Lo-h46 62515 0-24 8
HLA-DR eXprassion, no(#4)
Enhanced B9 (2 TS (TE) LG (B3) 13713 (102 VA2 (BE) 42742 (10mE 29544 (V1) 2038 (B3

Narrmal 19 (1) 2/9(22)  A/6 (1T} 0713 [0) 512 (42) 0742 [0) 12741 (29) 1838 (47)




Celiac Disease without Villous Atrophy in Children: A Prospective Study

Kalle Kurppa, MD, Merja Ashorn, MD, PhD, Sari Iltanen, MD, PhD, Lotta L. E. Koskinen, PhD, Paivi Saavalainen, PhD,
Outi Koskinen, MD, Markku Maki, MD, PhD, and Katri Kaukinen, MD, PhD

(J Pediatr 2010,157:373-80).

Table I1. Baseline and follow-up data on the 17 children who were endomysial antibody positive with normal small-bowel
mucosal villous morphology at baseline

n

Baseline Follow-up
Sex Age,years Main symptom EmAtiter TG2-abU Marsh grade Intervention Symptoms EmA TG2- abU  Marsh grade

1 F 6 Abdominal pain 1:1000 33.2 1 Gluten Remained 1:1000 406 3

2 M 10 Asymptomatic! 1:500 28.2 1 Gluten None 1:500 >120.0 3

3 F 11 Abdominal pain 1:200 >120.0 1 Gluten Remained ND* ND* 3

4 M 11 Abdominal pain 1:200 30.4 1 Gluten Remained 1:200 1125 3

5 F 10 Diarrhea 1:50 5.0 1 Gluten Remained 1:500 13.9 3

6 F 17 Abdominal pain 1:5 47.0 1 Gluten Remained 1:500 >120.0 3

7 F 6 Flatulence 1:5 9.4 1 Gluten Remained 1:50 15.2 0

8 F 13 Abdominal pain 1:5 <5.0 0 Gluten Remained 1:50 <50 3

9 F 11 Diarrhea 1:1000 52.5 1 GFD None 1: <5 <5.0 ND*
0 M 4 Weight loss 1:200 13.6 1 GFD Alleviated 1: <5 <50 ND*
M1 M 5 Abdominal pain 1:100 10.3 1 GFD None 1: <5 <50 ND*
12 M 13 Diarrhea 1:100 5.2 1 GFD None 1: <5 <5.0 ND*
13 F 5 Abdominal pain 1:5 7.4 0 GFD None 1: <5 <5.0 ND*
14 F 15 Abdominal pain 1:100 16.3 0 ND° ND ND ND ND
15 M 10 Abdominal pain 1:50 6.4 1 NDf‘ff ND ND ND ND
16 F 16 Poor growth 1:50 5.5 1 ND’(% ND ND ND ND
17 M 11 Weight loss 1:5 <5.0 1 ND* ND ND ND ND




Patchy villous atrophy in adult patients with
suspected gluten-sensitive enteropathy:
is a multiple duodenal biopsy strateqy appropriate?

A. D. Hopper', S. S. Cross?, D. S. Sanders’ EndOSCC)py 2007, 39:-2719-)24




Sensitivity to detect most severe lesion for biopsy regimes (n = 56)

Two Three Four Five  quad prox quad dist
(1,2) (1,2.3) (1,2,3,7)(1,2,3,6,1{2,3,4,5) (6,7.8,9)

Number of biopsies taken (biopsy positions in brackets)



Duodenal Bulb Bionsies in Celiac Disease: A Multicenter Study
J Pediatr Gastroenterol Nutr, Vol. 47, No. 5, November 2008
*Margherita Bonamico, *Enmina Thanasi, *Paclo Mariam, *Raffaella Nenna,
*Rita Pia Lara Luparia, TCristiana Barbera, TIsabella Morra, TPietro Lerro,
{Graziella Guariso, §Costantine De Giacomeo, Serenella Scotta, || Stefano Pontone,
*+Francesco Carpino, **Fabio Massimo Magliocca, and the Societd Italiana di Gastroenterologica,
Epatclogia, € Nutrnzione Pediatrica

One biopsy of duodenal bulb and four of the distal duodenum I

Patients (no.)  Group 1A (16)  Group 1B (20)  Group 1C (629)

Type 1 (%) 1 (6.25) 1 (5) 23 (3.67)
Type 2 (%) 1 (6.25) 0 19 (3.02)
Type 3a (%) 1 (6.25) 1 (5) 76 (12.08)
Type 3b (%) 4 (25) 5 (25) 240 (38.15)
Type 3¢ (%) 9 (56.25) 13 (65) 271 (43.08)

CD = celiac disease; group 1A: only bulbar lesions; group 1B: lesions
patchily distributed; group 1C: diffuse lesions.









Coeliac disease: to biopsy or not?

Norelle R. Reilly, Steffen Husby, David S. Sanders and Peter H. R. Green

{ Symptomatic group j ( Asymptomatic or at-risk group j
N N
( Anti-TG2 positive )—Db ( Not coeliac disease :] 4—0[ HLA or anti-TG2 positive)
Yes J Yes
N ( : h
Anti-TG2 level >10x ULN Anti-TG2 level <10x ULN
k l, - /
e ~
EMA positive No -
HLA positive ) > Biopsy or histology positive}
‘l’es,l YESI lNo
[ Coeliac disease ) ( Coeliac disease ) [ Not coeliac disease )

Reasons for avoiding biopsy
» General anaesthesia is often required for children and adolescents undergoing endoscopy (C)

* Cost of a no-biopsy diagnosis is generally less given the elimination of procedural and pathology
costs (A, C)

* In childhood, gastrointestinal cancers are exceedingly rare and usually would be obvious on the
basis of clinical evidence (C)

* Avoidance of procedural risks, such as rare anaesthesia reactions or aspiration pneumonia (A, C)
* Excellent specificity for the diagnosis of coeliac disease when serological, genetic and symptom
criteria from guidelines are met (C)

A, pertains to adult populations; C, pertains to children.



