
NOVARTIS EXHIBIT 2053 
Par v. Novartis, IPR 2016-01479 
Page 1 of 16

C.D. Johnson and C.W. Imrie

Pancreatic Disease
Basic Science and Clinical Management

With 82 Figures

Springer 
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


NOVARTIS EXHIBIT 2053 
Par v. Novartis, IPR 2016-01479 
Page 2 of 16

 

----_-.-__-,.:;-:magma-:-

C.D, Johnson, M'Chir, FRCS

University Surgical Unit
Southampton General Hospital
Southampton, UK

C.W. Imrle, BSC, MB, FRCS

Royal Infirmary
Glasgow, UK

British Library Cataloguing in Publication Data
Pancreatic disease: basic science and clinical management
1. Pancreas — Diseases 2. Pancreas - Cancer 3. Pancreatitis
I. )ohnson, C.D. (Colin David), 1952' II. Imrie, C.W.
(Clement William)
616.3’7
lSBN 1852337117

Library of Congress Cataloging-in-Publicaiion Data
Pancreatic disease: basic science and clinical management] C.D. )ohnSOn and
CW. lmrie (eds).

p. ; cm.
Includes bibliographical references.
lSBN 1-85233-711-7 (alk. paper)
1. Pancreas—Diseases. I. Title: Pancreatic disease in the twenty-first century, ll.

Johnson. C. D. (Colin David), 1952- III. Imrie, C. W.
[DNLMz l. Pancreatic Diseasesvdiagnosis. z. Pancreatic Diseases~etiology. 3. Pancreatic
Diseases—therapy 4. Therapies, lnvestigational.Wl 800 P1892 2004]RC857iP3225 2004
616.'3’7—dc21 2003054423

Apart from any fair dealing for the purposes of research or private study, or criticism or
review, as permitted under the Copyright, Designs and Patents Act 1988, this publication
may only be reproduced, stored or transmitted, in any form or by any means, with the
prior permission in writing of the publishers, or in the case of reprographic reproduc-
tion in accordance with the terms of licences issued by the Copyright Licensing Agency.
Enquiries concerning reproduction outside those terms should be sent to the publishers.

lSBN 1-85233—711-7 Springer-Verlag London Berlin Heidelberg
Springer-Verlag is a part of Springer Science+Business Media
springeronline.com

© Springer—Verlag London Limited 2004
Printed in Singapore

The use of registered names, trademarks, etc. in this publication does not imply, even in
the absence of a specific statement, that such names are exempt from the relevant laws
and regulations and therefore free for general use.

Product liability: The publisher can give no guarantee for information about drug
dosage and application thereof contained in this book. In every individual case the
respective user must check its accuracy by consulting other pharmaceutical literature.

Typeset by EXPO Holdings, Malaysia
283830643210 Printed on acid-free paper SPIN 10900925 

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


NOVARTIS EXHIBIT 2053 
Par v. Novartis, IPR 2016-01479 
Page 3 of 16

Neuroendocrine Tumours

 
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


NOVARTIS EXHIBIT 2053 
Par v. Novartis, IPR 2016-01479 
Page 4 of 16

l Epidemiology of Pancreatic Neuroendocrine Tumours
Helen Doran. John‘P. Neoptolemos, Evelyn M.l.Wi||iams and Robert SuttonW

Pancreatic neuroendocrine tumours are rare neoplastic growths of endocrine

pancreatic tissue with both neural and endocrine features, frequently causing clin~
ical syndromes from uncontrolled hormone secretion.” Those tumours that cause
such syndromes have been classified as ‘functional’ whilst those without obvious
hypersecretion have been classified as ‘non-functional’.“3 However, ‘non~
functional’ tumours secrete various peptides and, proteins, including chromo-
granins, plasma levels of which can be used as tumour markers.‘-"4 There are a
number of well recognised syndromic tumours, the commonest being insuli'noma
and gastrinoma, although many gastrinomas arise in the duodenum (see
Table 1.1). A minority of patients presenting with pancreatic neuroendocrine
tumours have one of four inherited disorders producing tumours at many sites:

multiple endocrine neoplasia type 1 (MEN-U5, von Hippel-Lindau disease6 (see
Ch. 12), neurofibromatosis7 and tuberous sclerosis.3

Incidence and Prevalence

Autopsy Series

Pancreatic neuroendocrine tumours have been found in 0.1—1.60/0 of autopsies in
unselected series.10 This wide variation is likely to be attributable to varying
methods of identification; systematic sectioning of the pancreas in transverse
blocks 0.3A0.S cm thick, with subsequent thorough examination of all slides made
from each block, will give higher figures. In one autopsy series using meticulous
identification the percentage with pancreatic neuroendocrine tumours was 10%.16
However, as in other endocrine glands, many tumours are smailadenomas that are
slow growing and without significant hormonal effects, and so do not present
during life. In a 25 year study of 11 472 autopsies conducted in Hong Kong, pancre-
atic neuroendocrine tumours were identified in only 10 cases, only one of which

had presented during life.m Another study suggests that tumours not presenting in
life are more likely to occur in the body and tail of the gland, and contain more
pancreatic polypeptide than any other hormone.18 Such studies have helped to
develop our understanding of natural history, but provide limited insight into clin—
ical features. 
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TIMI 1.1, Principal clinical features of less rarc types of pancreatic neurocndocrine tumours Tumour
lnxulinnma
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Sumatostutinoma

Nnn it'ndrmnlc pancreaticltt‘tln‘olttll‘ct mo tumour

Symptoms
Confusion, sweating. dizziness,
weakness, unconsciousness,
relief with eating
_Zollinger- Ellison syndrome of
severe peptic ulceration anddiarrhoea
Necrolytic migratory erythema,
weight loss. diabetes mellitus.stmnatitis, diarrhoea
Verna—Morrison syndrome of
profuse watery diarrhoea with
marked hypnkalacmia
Symptomatic chnlclithinsis;
weight loss; diarrhoea andsteatorrhoea

Symptoms from pancreaticmass and/or liver metastases

Diagnosis
Inappropriate insulin secretion
during hypogiycacmia from up
‘to 72 h fasting
Elevated serum gastrin when
patient oil all acid suppressiontreatment

Elevated serum glncagon. Otherhormones can be elevated

Hypochlorhydria, +
hype rcalcaemia; elevatedserum VIP
Elevated serum somatostatin

A variety of hormones may be
clevatcd. including
clrmmogranins

Malignancy
[0% of patients developmetastases

Metastases develop in 50%
of patients; likelihood
correlated with size of primary
Metastases develop in 60% or
more patients

Metastases develop in up to
70% of patients; majority found
at presentation.
Metastases likely in about 50%
of patients

Metastases develop in up
to 50% ct patients

Survival
Complete resection cures most
patients

Complete resection results in
10 year survival of 90%; less likely
if large primary
More, favourable with complete
resection: prolonged even withliver metastases
Complete resection: five yearsurvival of 95%;
with metastases: 60%
Complete resection associated
with five year survival of 95%;with metastases, 60%
Complete resection associated
with five year survival of atleast 50%

smotunlatlzuauvd
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