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The Spectrum of NAFLD
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Meurocenine model depicting sites where defects m the negative feedback regulation of
energy balance and glcose production predespose to weight ganm and rsulin resistance
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A Placebo-Controlled Trial of Pioglitazone (Actos)
In Subjects with Nonalcoholic Steatohepatitis

Renata Belfort, M.D., Stephen A. Harrison, M.D., Kenneth Brown, M.D., Celia Darland,
R.D., Joan Finch, R.N., Jean Hardies, Ph.D., Bogdan Balas, M.D., Amalia Gastaldelli,
Ph.D., Fermin Tio, M.D., Joseph Pulcini, M.D., Rachele Berria, M.D., Jennie Z. Ma,
Ph.D., Sunil Dwivedi, M.D., Russell Havranek, M.D., Chris Fincke, M.D., Ralph
DeFronzo, M.D., George A. Bannayan, M.D., Steven Schenker, M.D., and Kenneth
Cusi, M.D.

N Engl J Med
Volume 355(22):2297-2307
November 30, 2006
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Larynx

woice box”
Esophagus
Trachea
"wind pipe"
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Flgure 1. Laryngeal contacl granuioma. 3. KICrOArynQoscopic view ol normal [@yax reyaals e
mucosal covering of falze vocal cord (FUC), true vocal eord {TVE), and posteriar glottis (PG) and
normal caliber ol subploltis ($G). b. Round, pale contact granuloma at level of glottis Tilis mid-
die and anterior alrway. Entire supraglottis and glottis are hyperemic and edematous. o

Figerg £, Mefyx leryngifis, 8. In cacly podtsoior laryngitis, hygaremtia god telangieatasias are seon
throughout supraglottic and glottic larynx. Mucosa averlying posterior gloitis and false vocal cords
shows edema, erythema, and early granulation tissue formation, b, In subglofic lanmgitis, subglotiic
airway is irregular in ghape and has gxlangive mucpsal cohblasloning, Peslarier subglettia aireay
ghows eary granulation figssee formatien, ¢ 10 lla panglottic baryngitis, spvers larpngas! sdems,
hyperemia, erythema, and mocosal hypertrophy are present throughout laryne, Mucosal webbing
ig vigible af antgripr gommisgers, and glollic ppening is slenolic, 4. In spbgloitic steppsis, Jong-

glanding, untrepied gostrocaophageal reflux ein regult in govere, oirqumicrantiol subgletlis slenasls,
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Harding & Sontag, Am J Gastroenterol 2000; 95(Suppl): S23-32.
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Endoscope
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Hatlebakk & Berstad, Clin Pharmacokinet 1996; 31: 386—406.
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Lansoprazole 30 mg once daily
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First 3 days First week First 2 weeks Entire 8 weeks

n=3510 patients with erosive GORD diagnosed by endoscopy randomised to study

Richter et al., Am J Gastroenterol 2001; 96: 3089-98.
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Bardhan, Res Clin Forum 1998; 20: 27—32.
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Calam & Baron, BMJ 2001; 323: 980—2.
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Freytag et al., Atlas of gastrointestinal endoscopy. www.home.t-online.de/home/afreytag/indexe.htm




Martin & Lyons, The Atlas of Gastrointestinal Endoscopy. www.mindspring.com/~atlsouthgastro/stulO1.html
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Freytag et al., Atlas of gastrointestinal endoscopy. www.home.t-online.de/home/afreytag/indexe.htm




Freytag et al., Atlas of gastrointestinal endoscopy. www.home.t-online.de/home/afreytag/indexe.htm
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Isenberg, Soll. In: Cecil Textbook of Medicine. Bennet, Plum, eds. Philadelphia, W.B. Saunders, 1996: 664—6.
Kumar, Clark, eds. Clinical Medicine. Philadelphia, W.B. Saunders, 1998: 237-241.
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I Prevalence of H. pylori seropositivity in bleeding ulcer disease

Prevalence of H. pylori seropositivity in non-bleeding ulcer disease
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Vaira et al., Gastroenterology 1997; 113(Suppl 6): S78-84.
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Logan & Walker, BMJ 2001; 323: 920-2.

Report of the Digestive Health Initiative, Gastroenterology 1997; 113: S4-8.
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Intention to treat
analysis
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Per protocol analysis

LAN: lansoprazole
CLA: clarithromycin
AMO: amoxicillin

MET: metronidazole
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LAN 30 mg bd LAN 30 mg od
CLA 500 mg bd CLA 250 mg bd
AMO 1 g bd MET 500 mg bd

Bazzoli et al., Aliment Pharmacol Ther 2002; 16: 153-8.
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Review of 60 trials; 4329 patients
Ulcer healing rate according to post-treatment H. pylori status

*k%*

95 § H.pylori eradicated
I H. pylori persisted

**p<0.01
*k<0.001

Healing rate (%)

Duodenal ulcer Gastric ulcer

Treiber & Lambert, Gastroenterology 1998; 93: 1080—4.
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1 month

Lansoprazole

15 mg once daily (n=18)

Lansoprazole

30 mg once daily (n=19)
B Placebo once daily (n=19)

(H. pylori status not
mentioned)

***n<0.001 vs either
lansoprazole dose

12 months

Kovacs et al., Aliment Pharmacol Ther 1999; 13: 959-67.
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Seager & Hawkey, BMJ 2001; 323: 1236-9.
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Seager & Hawkey, BMJ 2001; 323: 1236-9.
Silverstein et al., Ann Intern Med 1995; 123: 241-9.
Graham et al., Ann Intern Med 1993; 119: 257-62.

Yeomans et al., N Engl J Med 1998; 338: 719-26.
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Soll, JAMA 1996; 275: 622-9.
Malfertheiner et al., Aliment Pharmacol Ther 2002; 16: 167—80.
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McCullough, 2002, AASLD
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Endoscopic negative patients
treated for 5 days
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Asthmatic patients with GORD (n=118)

Wheezing or

shortness of breath 65

Cough

Chest pain
Heartburn
Regurgitation

Nausea

20 40 60 80
Respiratory and oesophageal symptoms associated with
oesophageal acid events (%)

Harding et al., Chest 1999; 115: 654-9.




