Colyak disi hastaliklarda glutensiz
diyet uygulamalari
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Konusma akisi

* Glutensiz diyet
— Huzursuz bagirsak sendromu
— Dermatitis herpetiformis
— Norolojik hastaliklar
— Romatoid artrit
— Tip1 Diabet mellitus

— QOtizim




Gluten

|| Gluten

Glutenin Gliadin

Gluten hamurun kabarmasini saglar&gidalarin raf
omrunu uzatir

Glutensiz ekmek

mayalanmaz,cabuk bayatlar,sekil verirken zorlanilir



Gluten

* Mide-bagirsak kanali yoluyla kolaylikla
sindirilebilen normal bir proteindir

e Bazi kisiler gluteni sindiremez




Glutensiz diyet

“Ekmegin hastalik tkisi”
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Glutensiz diyet

Glutensiz diyet Glutensiz gida

¢ 10-50 mg 20 ppm ¥
gluten / glin




Colyak hastaligina bagl olmayan
“gluten duyarliligr”
e Elis&Linaker (1978)

— Kronik ishali olan eriskin kadin hasta
— Ince bagirsak bx N
— Glutensiz diyetle kisa sirede dizelme

Elis 4 Linaber BD. Lancet 1978



Huzursuz bagirsak sendromu

* Fonksiyonel bir barsak hastalig

— Muphem bir karin agrisi, karinda siskinlik,
diskilama sikliginda ve diski kivaminda
degisikliklerle seyreden kronik bir hastalik

Siklhik %5-30



Huzursuz bagirsak sendromu

Tani:Roma lll dlcitleri

* Son 3 ayda, her ayin en az 3 gunii karin agrisi ve karin
rahatsizligl hissi yasiyor olmali ve asagidakilerden en az 2
tanesine sahip olmali

— Agrinin diskilama ile gegcmesi

— Agrilarin baslamasinin diskilma sikhginda degisikliklere
rastlamasi

— Agrilarin baslamasinin diski seklinde veya gorinimunde
degisikliklere rastlamasi

Raoguin 4, et al. Gastroenterology 2006



HBS&Colyak hastaligi

e HBS&CH arasinda iliski +

— HBS’li hastalarda, HBS olmayan hastalara gére CH
4 kat fazla

— HBS’li hastalarda CH dislanmali

Ford 4C. et al. et Tutenn Wed 1999



Huzursuz bagirsak sendromu

¥

Glutensiz diyet

Verdu EF. etal. #m § Gastroenterol 2009



HBS&gluten duyarliligi

* Tahililiskili belirtileri olan, CH dislanmis HBS'li
hastalarda AGA pozitifligi %40

* AGA pozitifligi
— Toplumda %12
— HBS ~%17

Raubinen R, et al, Scand ] Gastroeaterol 2000
Sandens DS, et al, Lancet 2001,



GASTROENTEROLOGY 2001;121:1320 1338

Celiac Disease—like Abnormalities in a Subgroup of Patients
With Irritable Bowel Syndrome

ULRICH WAHMNSCHAFFE, R. ULLRICH, E. O. RIECKEMN, and J. D. SCHULZKE
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“Gluten duyarli HBS”

Cift, kor, randomize plasebo-kontrolll arastirma
34 HBS'li (Roma I1l) CH dislanmis eriskin hasta

— Randomize olarak 6 hafta glutensiz diyet
— Belirtiler, fekal laktoferrin, ylksek duyarli CRP, intestinal gecirgenlik

Klinik dizelme
— Glutensiz diyetle %68
— Plasebo %40 (p<0.0001)

Gluten uyari testi
— Klinik bulgularda kotulesme
— Intestinal inflamasyon ya da hasar bulgusu &

Blesiekienclc YR, et al m Y Gastroentenol 2011



A Controlled Trial of Gluten-Free Diet in Patients With Irritable Bowel
Syndrome-Diarrhea: Effects on Bowel Frequency and Intestinal Function

MARLA | VAZQUEZ-ROQUE, "= MICHAEL CAMILLERL" THOMAS SMYRK.2 JOSEPH A MURRAY,' ERIC MARIETTA,"

JESSICA O'NEILL," PAULA CARLSON,' JESSE LAMSAM,® DENISE JANZOW,® DEBORAH ECKERT," DUANE BURTON,'

and ALAM R. ZINSMEISTERF
GASTROENTEROLOGY 2013;144:903-911

e 45 hasta, HBS (ishal baskin)

— 4 haftalik glutensiz diyet (n=22)

* 11 HLADQ2/DQS8-, 11 HLAQ2/DQ8+
— 4 haftalik glutenli diyet (n=23)

* 12 HLADQ/DQ8-, 11 HLAQ2/DQ8+
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Gluten duyarl HBS

- Celiac Disease

Irritable Bowel
ndrome

GBS Gluten Sensitivity



“Glutene duyarli HBS”

* Tani
— HBS’li hastalarda rutin doku grubu bakilsin mi?

e Glutensiz diyet

— Sure?



Dermatitis herpetiformis
(Duhring hastaligi)

Sikhk 0.9-2.7/100 000/yil
20-25 yas, Erkek>Kadin

Glutene karsi duyarhligin goruldugt otoimmuin billoz
dermatoz

— Ekstremite ekstansor yuzlerinde kasintili papulovesikller
lezyonlar

— Deri bx: Subepidermal bazal membranda IgA birikim (+)



Dermatitis herpetiformis
(Duhring hastaligi)

* Doku transglutaminazina karsi ab+

— Epidermal transglutaminaz
* tTG’'ye cok benzer

* CH ile iliskili
— DH’li hastalarda CH sikligi %85
— CH’li hastalarda DH siklig1 %24

Reanata 7, et al. et Die Child 1954
Collin P. et al. Scand 1] gastroenterol 1997



D. Herpetiformis &Glutensiz diyet

* Glutensiz diyetle DH’li hastalarin cogunda
lezyonlar dizelir

* Uzun sureli glutensiz diyetle dermal IgA
yogunlugu azalir

* Glutensiz diyet DH’li hastalarda lenfoma
gelisimine karsi koruyucu

Garisch W), et al. Br f) Dermatel 1994
Frodin 7. at al. Acta Venerol 1951



Norolojik Hastaliklar

* Gluten duyarliliginda gorulen norolojik hastaliklar
— Ataksi
— Periferal néropati
— Miyopati
— Ensefalopati
— Myelopati
— Stiff-man sendromu
— Korea
— Noromyotoni
— Nobet



Norolojik Hastaliklar

Gluten

duyarliligi




Gluten ataksisi

Siklik

— Tum ataksili hastalarin %20’sini
— Sporadik ataksilerin %25ni
— |diopatik sporadik ataksilerin %45’ni olusturur

Gluten ataksisi

Fadjivassdlion M. et al. Brain 2003



Gluten ataksisi

e Hastalarin hepsinde ataksi +
— %60 ‘Inda serebellar atrofi
— Serebellar néronal fizyolojide bzk
— %10’unda GIS belirtileri
— Hepsinde AGA 1gG +
— %22 ‘inde EMA & %56’inde tTg IgA+

e Colyak hastalarina gére daha dusuk titrede +
* tTglg G dahasik +

— %72’'inde HLA DQ2 +
— 1/3’linde biyopsi bulgulari +

Fadjivassdlion M, et al. The (Cencbellum 2008



Gluten ataksisi

e Postmortem

— Serebellumda yamali purkinje hucre kaybi+, serebellar
beyaz cevherde astrositik glosis, T lenfosit agirlikli
infitrasyon +

— Beyin damar cevresinde IgA depositleri+

* GA'li hastalarda jejunal dokuda tTg IgA
depositleri+




Gluten ataksisi&glutensiz diyet

* Glutensiz diyet
— Klinik dizelme+

— Serebellum atrofisinde minimal dizelme +

— Serebellum atrofisinde ilerlemeyi engeller

Fadjivassdion M, et al. 1§ Nearol Verotung Poyctiiatny 2005



Gluten ataksisi&glutensiz diyet

* Glutensiz diyete yanit&ataksi stresi arasinda
iliski var
— Uzun sureli gluten maruziyeti serebellumda

purkinje hucrelerinde geri dontustimsuz kayba
neden olur

Erken tedavi cok 6nemli!

Fadjivassdion M, et al. 1§ Nearol Verotung Poyctiiatny 2005



Gluten noropatisi

* CH'nin J4’linde periferal néropatinin
norofizyolojik kanitlar +

* Periferal ndropatili hastalarin %8’inde CH+

Lavsttaninen L, et al. 1) Newnol Nearosuny Peychiatni 2005
Chin BL, et al. Hewnology 2003



Gluten noropatisi

Idiopatik ndropati

Simetrik sensorimotor aksonal periferal

noropati

Gluten duyarliliginin serolojik belirtileri+

1/3’tnde bx bulgular +

Fadjiassdlion N et al. Musele Venve 2006



Gluten noropatisi

* Enteropati olsun/olmasin
* Glutensiz diyetle

Sensorindronal aksiyon potansiyelinde ve subjektif

periferal noropati puanlarinla anlamli dizelme +

Fadjiassilion N et al. Muscle Nerve 2006



MYOPATHY ASSOCIATED WITH GLUTEN SENSITIVITY

MARIOS HADJIVASSILIOU, MD,' ARUP K. CHATTOPADHYAY, MD.” RICHARD A. GRUNEWALD, DPhil,*
JOHN A. JARRATT, MD.* ROSALIND H. KANDLER, MD.* D. G. RAOQ, MD.*

D. 5. SANDERS, MD,* 5. B. WHARTOM, MD,* and G. A. B. DAVIES-JOMNES, MD" MUSCLE & NERVE  April 2007

Table 1. Clinical and serological characteristics of the 13 patients with myopathy associated with gluten sensitivity.

Age at Gluten-related
onset/gender Other Additional positive Immunosuppressive
(durationin ~ Pattem of  neurological  autoimmune or serological HLA  Serum CK*  Duodenal treatment (on
Case Vears) weakness findings other diseases indi fvpe (IUAL) biopsy gluten-free diet) Outcome
1 38/M (15) Global None High thyroid lgG antigliadinl DQs 2636 Normal MNone (yes) Improved
antibodies
2 64/M (14) Distal Neuropathy High thyroid IgG, IgA D2 959 Enteropathy  Azathioprine (yes) Improved
antibodies antigliadin
3 49/F (18) Global Ataxia, Mone lgG antigliading | DQ2 4380 Enteropathy  Prednisolone (yes) Improved
neuropathy
4 53M(13) Proximal  None Inflammatory IgG, IgA DQz 221 Enteropathy  Methotrexate (yes) Improved
arthropathy antigliadin,
endomysiurr
5 67/F (6) Proximal ~ None Osteoporosis lgG antigliading | DQ2 1138 l Normal MNone (yes) Improved
6 39/F (20) Proximal ~ MNone Hypothyroid MNone done DQz 459 oSy frrproveT—
7 T2/F (10) Global Neuropathy Hypothyroid lgG, IgA DQz 247 Enteropathy  None (yes) Improved
ataxia antigliadin,
endomysiu
8 54/F (13) Proximal  None MGUS; low IgG antigliadin | DQ2 1156 Normal MNane (na) Progressed
vitamin D
9 67/F (8) Proximal ~ MNone Mone lgG antigliading | DQ2 56 Normal Methotrexate (yes) Improved
10 50/F (12) Global Neuropathy Mone lgG antigliadin| | DQ8 108 Enteropathy  None (yes) Improved
11 52/M (6) Proximal ~ None Large T-cell IgA antigliadiny | DQA 982 Normal Methotrexate (yes) Unchanged
granular
leukaemia
12 T6/F (3) Proximal ~ None High thyroid IgA antigliadin} | DQ2 446 Normal Azathioprine (yes) Improved
antibodies
13 16/M (2) Proximal ~ MNone Low vitamin D | IgG, IgA DQz 330 Normal MNone (no) Unchanged
antigliadin)

*lrrnnl. 28 10001 1A



Gluten ensefalopatisi

e Gluten duyarliligi olan kisilerde
— Migren benzeri bas agrilari
— Fokal nérolojik bozukluklar
— MR’da yaygin beyaz cevher lezyonlari

Glutensiz diyetle
eBelirtiler dlzelir

*Radyolojik goruntiide dizelme olmaz, ancak
ilerlemesi durur

Hadjiassdion M et al. § Vearnol Verosung Pochiatny 2005



Multiple skleroz

MS hastalarinda glutensiz diyetin olumlu etkisi +

Fafuer FH. Postipad Wed 1976
Fewson DO Fun Nate Appl Nutn 1954



Multiple skleroz

 MS hastalarinda gluten duyarliliginin arttigina
dair kanit &

— AGA pozitifligi
« MS %10
e Saglkh toplumda %12.5
— MS’li 98 hasta
* AGA pozitifligi: MS %7 &Kontrol % 2
* tTglg G pozitifligi:MS %4 &Kontrolde 0

Glutensiz diyet gluten antikorlari pozitif hastalara

onerilebilir

Peugran 7. Heanology 2004
Stor DB, et al. run MY read Sec 2009



Kati kisi sendromu
(Stiff person sendromul)

e Otoimmun nadir gorulen bir hastalik

— Govde ve ekstremite kaslarinda rijidite ve epizodik
spazmlarla hastanin yasam kalitesini oldukca bozan,
devamli motor Unite aktivitesi ile karakterli bir
tablodur

— Antiglutamik asid dekarboksilaz (GAD) enzimine karsi
olusmus antikorlar +

— Otoimmun hst ile birliktelik +
* %30'unda Tipl DM +



Kati kisi sendromu
(Stiff person sendromul)

e SPS’li hastalarda gluten duyarllllélT

e Glutensiz diyetin etkisi?
— Arastirihyor...

Fadjivassilion N et al. ecta weanol Seand 2011



Gluten and the Small Intestine
i Rheumatoid Arthritis

Henry J. Binder, MD, William M. O’Brien, MD,
Howard M. Spive, MD, and J. William Hollingsworth, M)

JAMA, March 7, 1966 « Vol 195, No 10



66 RA (20-69 yil), hastalik siiresi 2-10 yil, <7.5 mg/glin STR+
antiromatizmal ilac

1 yil, randomize vejeteryan glutensiz diyet&normal diyet

Diyet grubunda
— Klinik bulgularda diizelme (%40.9&%4, p<0.001)
— CRP dizeyinde anlamli disme
— AGA Ig G ve lactoglobulin diizeyinde anlamli azalma
— Radyolojik bulgularda diizelme



Romatoid artrit
« RA

— Dislipidemi +
— Ateroskleroz ve kardivaskiiler hst riskiT

Diyet?

Suadso 4, et al. st Reo Thenpay 2013
Sabari NS, et of. Dheamatol 2014



Research article

Gluten-free vegan diet induces decreased LDL and oxidized LDL
levels and raised atheroprotective natural antibodies against
phosphorylcholine in patients with rheumatoid arthritis: a

randomized study
Ann-Charlotte Elkan, Beatrice Sjéberg, Bjorn Kolsrud, Bo Ringertz, Ingiald Hafstrém and

Johan Frostegard o
Arthritis Research & Therapy 2008,

* RA’li 66 eriskin hasta, randomize
— Vejeteryan glutensiz diyet (n=38 )& normal diyet (n=22), 1 yil

* \ejeteryan glutensiz diyet
— VA, VKI ¥
— Total kolesterol, LDLY
— Okside LDL v
— Antifosforil antikorT
— Hastalik aktivitesini
— B-laktoglobulin ve gliadin ab ¥

Antiinflamatuvar

Ateroskleroza karsi koruyucu

Etki mekanizmasi?



Tip 1 DM

* Tipl DM’lu hastalarda ¢olyak hastaligi sikhgi T

— CH prevalansi
* Tipl DM ‘lu hastalarda %4.4-11.1
e Diabeti olmayan hastalarda %0.5-2



Tipl DM etiyolojinde glutenin rolu var
mi?
e Bugday az tiiketen Asya Ulkelerinde Tipl DM sikhgi 4

 Tipl DM&CH birlikteliginde gn once Tipl DM
gelismekte, CH klinik tabloya sonra eklenmekte



DIABETES/METABOLISM RESEARCH AND REVIEWS RESEARCH PAPER
DMabetes Metab Res Rewv 1999; 15: 323-327.

Gluten-free Diet Prevents Diabetes in NOD Mice

DM sikhigi
— Glutensiz diyet %15
— Standart diyet %68

p=0.00007

DM gelisme siiresi
— Glutensiz diyet 244424 gin
— Standart diyet 197+7

p=0.03




Tipl DM’da glutensiz diyet

* 6vyasinda Tipl DM tanisi alan erkek cocuk, CH-
— Tanidan itibaren glutensiz diyet baslanmis
— Tanida HbAlc %7.8

— Kademeli olarak insulin ihtiyaci azalmis, 20 ay sonra
eksojen insilin gereksinimi kalmadigi gosterilmis

— HbA1c %5.8-6 (insulin tedavisiz)

Glutensiz diyet diabetin remisyon faziniT

Sdldery SN, et al. BIMY Case Report 2012



Type 1 diabetes and celiac disease: The effects of gluten
free diet on metabolic control

Andrea E Scaramuzza, Cecilia Mantegazza, Alessandra Bosetti, Gian Vincenzo Zuccotti World | Diabetes 2013

* Glutensiz diyet
®Glisemik indeks
©VKI
© Glisemik kontrol
© Mikro-makroanjiopatik komplikasyonlar
@ Mikro besin icerigi



Otizim

Sosyal ve iletisim becerilerinin olusmasini etkileyen
gelisim bozuklugudur

— Sikhk 1/88 (ABD, 2012)
— Erkek (3-4 kat)>Kiz

Bu bozuklugun nedeni tam olarak bilinmemektedir
— Genetik&cevresel



Otizm

e Otistik cocuklarda GIS belirtileri %70

e Otistik cocuklarda GIS problemleri %43&
kardeslerinde %4

Gluten Noropsikiyatrik
hastalik

Valicenti M cDermott et al. ! Deu Behau Pediatr 2006
Campbell DB, et al. Peadiatrics 2009




Otizm&Intestinal gecirgenlik

e 21 otistik cocuk& 42 saglikli cocuk

* |ntestinal gecirgenlik artisi
— Otistik cocuklarda %43
— Normal cocuklara hic yok

D 'Edfemia P. et al. Heta pacdiate 1996



Otizim&Diyet

e Gluten&Kazein

— Gluten&kazein metabolizmasinda yetersizlik

 Otistik kisilerde idrarla peptid atiimiT&CSF'de opioid
aktivitesi T

— Gluten&kazein kaynakli peptidler immun yaniti
tetikleyerek GIS inflamasyonuna neden olabilir

* Otistik kisilerde proinflamatuvar sitokinler T

Recctielt KL et al. Dev Brain Dysfunctionl 994
Dyoncuctic %, et al . Nearopocycholbiology2002



“Opioid- Peptid Teorisi”

Bagirsak
L gecirgenliginde T

Kazein&gluten peptidlerinin
dolasima ge¢mesi

idrarla peptid atiliminda
artis

[ Ekzojen opioid etkisi

Proinflamatuvar
sitokinlerde artis

degismesi

[

Beyinde opiod diizeyinin

SSS bulgulan



Research article

Effectiveness of thhe gluten-free, casein-free
diet for children diagnmnosed wwithh autism
spectrum disorder: Based on parental report

Christime M. Penmesi, Laura Cousimno Kleimn Wutritional Neurm sdence a1z

e 387 otistik cocugun ailesi ile 90 soru iceren anket yapilmis
e 293 hasta ¢calismaya alinmis

— 233 hasta glutensiz- kazeinsiz diyet

— 70 hasta kismi diyet ya da diyetsiz
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Research article

Effectiveness of thhe gluten-free, casein-free
diet for children diagnmnosed wwithh autism
spectrum disorder: Based on parental report

Christime M. Penmesi, Laura Cousimno Kleimn Wutritional Neurm sdence a1z

e 387 otistik cocugun ailesi ile 90 soru iceren anket yapilmis
e 293 hasta ¢calismaya alinmis

— 233 hasta glutensiz- kazeinsiz diyet

— 70 hasta kismi diyet ya da diyetsiz

10.0 10.0
W ! ] .
E g0 C—— At least ance per month 2 o0 == Gastrointestinal Symptoms
a ? About every other month S . Mo Gastrointestinal Symptoms
E 8.0 === Two or fewer times per year E 8.0 = Allergy Symptoms
% { |- Never & ~=73 No Allergy Symptoms
= 7.0 ® 70
& 6.0 : = '
F.’ . B . E '5.0
[+]
b 5.0 % 5.0
3 L
E 4.0 s 40
E | . =
s 30 ; £ a0 1 |
£ 20 ; i b 20
z 1.0 i i E 10 |
. [ = |
0.0 ¢ L 0 s ca\ L_L “; e -,.\ -
N = k- N
PO ot o 50" ot® - AC o
e WS o™ e et hﬂ"wt = °\T: " 5:;5_“015
© =y L= ?1\51“‘9 a¢




THE COCHRANE
COLLABORATION®

Main results

@ Gluten- and casein-free diets for autistic spectrum disorder

Two small RCTs were identified (n = 35). No meta-analysis was possible. There were only three sipnificant treatment effects in favour

of the diet intervention;

2002

)

soctl solation, MU)=-3.20 (95% C1-5.20to 1.20), 2= 3.14, p=0.002) ang

overal autstic iraitsJmean difference (MD) = -5.60 (95% C1 -9.02 0 -2.18), 2= 3.21, p=0.001 (Knivsber

overall ability to communicate and incerac_t,]\m

= 170 (95% CI0.50 to 290), z = 277, p = 0.006) (Knivsber 2003). In addition three outcomes showed no sipnificant difference

hetween the treatment and control proup and we were unable to calculate mean differences for ten outcomes because the dara were
skewed. No outcomes were reported for disbenefits including harms.

Authors’ conclusions

Research has shown of hiph rates of use of complementary and alvernative theraptes (CAM) for children with autism including pluten

and/or casein excluston diety Current evidence for efficacy of these diets s poor. larpe scale, pood quality randomised controlled rial

are needed.
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Wheat

A NEW UNDERSTANDING OF WHEAT
ALLERGIES, CELIAC DISEASE, AND
NON-CELIAC GLUTEN INTOLERANCE

DR. STEPHEN WANGEN
THE GLUTEN-FREE DOCTOR

AUTHOR OF
THE IRRITABLE BOWEL SYNDROME SOLUTION

REDUCE OR REVERSE SYRPTOMS IN JUST 14 DAYS!

HE GLUTEN
CONNECTION

HOW GLUTEN SENSITIVITY

MAY BE SABOTAGING

YOUR HEALTH—

SHARI LIEBERMAN, pub,CNS. FACN

WITH LINDA SEGALL

LOSE THE WHEAT, LOSE THE WEIGHT,
AND FIND YOUR PATH BACK TO HEALTH




Gluten Duyarliig
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