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appears in a journal

ic databases (1/3

The same article as it

appears in the MEDLINE database

Far reprine oftiers, please (Nts e feprints@expert-reviews. com

for autoimmune disease?

Expert Rev. Vaccines 3(4), 347-350 (2010)

Volker
Schirrmacher, PhD

Neuenbeimes o 260, Tamor cells can express unique tumor
o120 Hertaberg, antigens that can fanction as refection
Germany antigens  and are characteristic of
Pl+83622128540  the individual tumor. In addition, they
vachirmacherckfzde  expeess normal self-antigens since they
are derived from normal cells. Usually,
the immunogenicity of wmor cells
.., their capacity to mount an immune
response in the autochthonous host) is

Mot o2z, low To increase this capacity, tumor
8120 Feidelberg, immunologists try to introduce danger
Germany signals (D) into tumor cells to achieve
proumeradtz de vaccination effects.

¥...tumor immunologists try to

introduce danger signals inta
tumor cells to achieve
vacdnation effects.”

An important question we raise in this
editorial is thar, if there is @ risk in this
approach, could aucimmue disesse be
induced against the self-antigens of the
vaccine. To avoid such a risk, pharma
companies try o develop cancer vaccines
on the basis of defined tumor antigens
only. However, this approach is cumber-
some, can lead to selection of immune-
escape variants and, acconding to 3 recent
analysis, has not been clinically effective
in randomized controlled studies (2. By
several whole-cell tumor v.
cines, which contained unique tumor
antigens wgether with normal selfanti-

Danger signals in tumor cells:

a risk factor

“All these observations suggest that the CD24-Siglecs pathway ...
protects the host against autoimmune disease while maintaining
its capacity to fight infection.™

in the light of recent data deciphering 2
regulatory pathway for intracellularly

induced DS

Danger signals: pathogen-
assodated molecular patterns &
damage-assodated molecular
patterns recognized by pattern-
recognition receptors

A major paradigm in current immano-
logical thought is the notion that antigen
stimulasion alone i not sufficient for the
induction of T-cell-mediaied immune
responses. This i also valid for respanses
against tumor antigens and against self
antigens. Classically, descriptions of
immune responses arase from the idea
hax the immune system can discriminare
sdlf from nonself and activates immu-
nity only when a foreign invasion (akes
place. In an astemp o berter account for
some phenomena 35, for example, stzrile
inflammation processes, Matzinger has
propased the model of DS 1. Accosding
10 this, immune activation is the result of
recognition of danger by evalutionarily
conserved cellular recepeors hat are called
patern-recagnition recepiors (PRRs) 4]
These include TollJike receptors, mucleo-
tide-binding domain leucine-rich
containing receptors, ike RNA
helicases (RLHs), and C-type lectin recep-
tors (CLRs) 15). Molecular elements from
pathagens that dicic an immune response

RIG:

Here, we evaluate the risk of ind

of unwanted antiself react -

EXPERT ot ntaly 1o satmint T
VI by employing whole-cell tumor vaccines
R’EVIEWS modified by DS. This will be carried out

ed molecular
patterns (PAMPs). for example. lipopoly-
sacchasides. They induce, through recog-
nition PRRs, inflammatory and adaptive
immune responses 151, This is the basic
principle of adjuvants, mostly composed

www expert-revisws.com 101S86/ERYI01S O Expen Reviews Lid ISSN 1476.0584 7

Search Results

Passive content

1.0

Unique Identifier
Record Owner
Status.

Authors

Authors Full Name
Title

Source
Abbreviated Source
NLM Journal Name

Publishing Model

NLM Journal Code
Journal Subset
Country of Publication

MeSH Subject Headings

Registry Number/Name
of Substance

I1SSN Electronic
ISSN Linking
Digital Object Identifier

Publication Type

Language

Date Created

Year of Publication
Entry Date

Update Date

* Ovid Full Text

20370543

From MEDLINE, 2 database of the U.5, National Library of Medicine.
MEDLINE

* Find Citing Articles

Schirrmacher V. Fournier P.
Schirrmacher, Volker. Fournier, Philippe.
Danger signals in tumor cells: a risk factor for autoimmune disease?.
Expert Review of Vaccines. 5(4):347-50, 2010 Apr.
Expert Rev Vaccines. 9(4):347-50, 2010 Apr.
Expert review of vaccines
Journal available in: Print
Gitation processed from: Internet
101155475
IM
England
Animals
*Antigens, Neoplasm / im [Immunology]
*Autoimmune Diseases / et [Etiology]
“Autoimmune Diseases / pa [Pathology]
Cancer Vaccines / im [Immunology
Cancer Vaccines / tu [Therapeutic Use
Humans
“Meoplasms / im [lnmunology]
Neoplasms / pa [Pathalogy]
Risk Factors

ignal Transduction / im [Immunology]

0 (Antigens, Neoplasm). 0 (Cancer Vaceines).
1744-8395

1476-0584

hittp://dx. doi.org/10.1586 en.10...
Editorial.

English

2010 Apr

20100407

2010

20101104

20121211

T PDF (953KB) ;g + My Projects ig) + Annotate

Active content

ontent “fields”
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Danger signals in tumor cells: a risk factor
for autoimmune disease?

Expert Rev. Vaccines 3(4), 347-350 (2010)

Volker
Schirrmacher, PhD

Nevenheumer foid 280,
G120 Hewdelbery.
Germary
pfoumeraditz o

EXPERT
ReviEWS

“All these observations suggest that the CD24-Siglecs pathway ...
protects the host against autoimmune disease while maintaining
its capacity to fight infection.™

Tumor cells can express unique tumor
antigens that can fanction as rejection
antigens  and are characteristic of
the individual tumor. In addition, they
express normal self-antigens since they
are derived from normal cells. Usually,
the immunogenicity of wmor cells
.., their capacity to mount an immune
sespone n the autockthonous hos) i
low. To increase this capaciey.
mmnelogae wy 1 toduce danger
signals (DS) into tumar cells to achieve
vaccination effects.

H

¥...tumor immunologists try to

introduce danger signals inta
tumor cells to achieve
vacdnation effects.”

An important question we raise in this
editorial is thar, if there is @ risk in this
approach, could aucimmue disesse be
induced against the self-antigens of the
vaccine. To avoid such a risk, pharma
companies try o develop cancer vaccines
on the basis of defined tumor antigens
only. However, this approach is cumber-
some, can lead to selection of immune-
escape variants and, acconding to 3 recent
analysis, has not been clinically effective
in randomized controlled studies (2. By

es,
anigens wgclhcr with nosmal self anci-

in the light of recent data deciphering 2
regulatory pathway for intracellularly

induced DS

Danger signals: pathogen-
assodated molecular patterns &
damage-assodated molecular
patterns recognized by pattern-
recognition receptors
A major paradigm in current immano-
logical thought is the notion that antigen
stimulasion alone i not sufficient for the
induction of T-cell-mediaied immune
responses. This i also valid for respanses
against tumor antigens and against self
antigens. Classically, descriptions of
immane reponses ae fom che ces
ne system can discriminate
+af fom nonself and actvaes i
nity only when a foreign invasion (akes
place. In an astemp o berter account for
some phenomena 35, for example, stzrile
inflammation processes, Matzinger has
propased the model of DS 1. Accosding
0 this, immune activation is e resuk of
recognition of danger by evalutionarily
conserved cellular recepeors hat are called
paiters-recopnition
These include T

containing receptors,
hlicases (RLHs), and C-type lectin recep-

Rs) 5. Molecular lements from
pathagens that dicic an immune response

Fiere, we evaluate the risk of ind
of wnwanted antiself reac
ing eventually to autcimmune disease)
by emplaying whole-cell rumor vaccines
modified by DS. This will be carrial out

ction

ed molecular
patterns (PAMPs). for example. lipopoly-
sacchasides. They induce, through recog-
nition PRRs, inflammatory and adaptive
immune responses 151, This is the basic
principle of adjuvants, mostly composed

www expert-revisws.com 101S86/ERYI01S
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Active content!

The same article as it
appears in the MEDLINE database

1.0

Unique Identifier

Record Owner

Status.

NLM Journal Name

Publishing Model

20370543

From MEDLINE, 2 database of the U.5, National Library of Medicine.|

MEDLINE

Expert review of vaccines.

Journal available in: Print
Citation processed from: Internet

NLM Journal Code 101155475
Journal Subset M
Country of Publication __fozland
MeSH Subject Headi Animals

*Antigens, Neoplasm / im [Immunology]
*Autoimmune Diseases / et [Etiology]
“Autoimmune Diseases / pa [Pathology]
Cancer Vaccines / im [Immunology]
Cancer Vaccines / tu [Therapeutic Use
Humans
“Neoplasms / im [Immunology]
Neoplasms / pa [Pathology
Risk Factors

ignal Transduction / im [Inmunology]

Registry. /Name:
of Substance

I1SSN Electronic
ISSN Linking
Digital Object Identifier

Publication Type

Language

Date Created

Year of Publication
Entry Date

Update Date

0 (Antigens, Neoplasm). 0 (Cancer Vaccines).

17448295

1476-0584

hittp:/J d.doi.org/10.1586/ erv.10...
Editorial.

English

2010 Apr

20100407

2010

2010104

20121211

* Ovid Full Text

Link: Full-text, Browser format

Link: Full-text, PDF format

) PDF (953K8) Jli . My Projects L + Annotate

Active content
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based searching
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v’ Systematic reviews

B. Natural language

based searching Basic Search
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v" Swift results/anchors

C. Strict language
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Basic Search

Searching fields

Multi-Field Search

1.0
Unique Identifier 20370543
Record Owner From MEDLINE, a database of the 1).5. National Library of Medicine.
Status MEDLINE
Authors Schirrmacher V. Fournier P.
Authors Full Name Schirrmacher, Yalker. Fournier, Phitippe.
Title Danger signals in tumor cells: a risk factor for autoimmune disease?.
Source Expert Review of Vaccines. 9(4):347-50, 2010 Apr.
Abbreviated Source Expert Rev Vaccines. 9(4):347-50, 2010 Apr.
NLM Journal Name Expert review of vaccines
Publishing Model Journal available in: Print
Citation processed from: Internet
NLM Journal Code 101155475
Journal Subset L1

Country of Publication  England

MeSH Subject Headings g Animals
*Antigens, Neoplasm / im [Immunology
*Autoimmune Diseases / et [Etiology]
utoimmune Diseases / pa [Pathology
Cancer Vaccines / im [Inmunology]

Cancer Vaccines / tu [Therapeutic Use]

Humans

*Neoplasms / im [Immunology]
Meoplasms / pa [Pathology]

Risk Factors

*Signal Transduction / im [Immunology’

Registry Number/Name

of Substance 0 (Antigens, Neaplasm). 0 (Cancer Vaceines).
ISSN Electronic 1744-8395
ISSN Linking 1476-0584

Digital Object Identifier http://dx.doi.ora/10.1586/erv. 10...

Publication Type Editorial.
Language English
Date of Publication 2010 Apr
Date Created 20100407
Year of Publication 2010
Entry Date 20101104
Update Date 20121211

1) POF (953KB)

1.0
Unique Identifier 0370543
Record Owner From MEDLINE, a database of the 11.5. National Library of Medicine.
Status MEDLINE
Authors Schirrmacher V. Fournier P.
Authors Full Name Schirrmacher, Yalker. Fourrier, Philippe.
Title Danger signals in tumor cells: a risk factor for autoimmune disease?.
Source Expert Review of Vaccines. 9(4):347-50, 2010 Apr.
Abbreviated Source Expert Rev Vaceines. 9(4):347-50, 2010 Apr.
NLM Journal Name Expert review of vaccines
Publishing Model Journal available in: Print
Citation processed from: Internet
NLM Journal Code 101155475
Journal Subset M

Country of Publication|  England
MeSH Subject Heading| ~ Animals

*Antigens, Neoplasm / im [Immunology
*Autoimmune Diseases / et [Etiology]
*Autoimmune Diseases / pa [Pathology]
Cancer Vaccines / im [Inmunology

Cancer Vaccines / tu [Therapeutic Use]

Humans

‘Neoplasms / im [Immunology]
Neoplasms / pa [Pathology]
Risk Factors

‘Signal Transduction / im [Immunology]

Registry Number/Nam{

of Substance 0 (Antigens, Neoplasm). 0 (Cancer Vaceines).
ISSN Electronic 1744-8395
ISSN Linking 1476-0584

Digital Object Identifis http://dx.doi.ora/10.1586/erv. -

Publication Type Editorial.
Language English
Date of Publication 2010 Apr-
Date Created 20100407
Year of Publication 2010
Entry Date 20101104
Update Date 20121211

(953KB)

1.0

Unique ldentifier 20370543

Record Owner From MEDLINE, a database of the 1.5. National Library of Medicine.
Status

Authors
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Title
Source
Abbreviated Source Expert Rev Vaccines. 9{4):347-50, 2010 Apr.
NLM Journal Name: Expert review of vaccines
Publishing Model Journal available in: Print
Gitation processed from: Internet
NLM Journal Code 10155475
Journal Subset M

Country of Publication  England
MeSH Subject Headings  Animals
*Antigens, Neoplasm / im [Immunology
*Autoimmune Diseases / et [Etiology]
*Autoimmune Diseases / pa [Pathology]
Cancer Vaccines / im [Inmunology

Cancer Vaccines / tu [Therapeutic Use]

Humans

"Meoplasms / im [Inmunology]
Neoplasms / pa [Pathology]
Risk Factors

‘Signal Transduction / im [Immunology]

Registry Number/Name

of Substance 0 (Antigens, Neoplasm). 0 {Cancer Vaccines).
ISSN Electronic 1744-8395
ISSN Linking 1476-0584

Digital Object Identifier http://dx.doi.ora/10.1586/erv. 10...

Publication Type Editorial.
Language English

Date of Publication 2010 Apr-

Date Created

Year of Publication 2010 l
Entry Date

Update Date 20121211

1] PDF (953KB)
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based searching

Natural language
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based searching
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Syntax:
limit <n> to ed=YYYYMMDD-YYYYMMDD
Where:
<n> corresponds to the executed search
ed corresponds to the Medline field ,,Entry Date“

YYYYMMDD corresponds to the searchable date format

i.e. YYYY (Year)
MM  (Month)
DD (Day)

e.g. 20110331 corresponds to 30th March 2011
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The power in bibliographic databases (3/3) Date limits - Help

The use of ,,Limits* to narrow down a search by date range is
only possible using the Command Line Syntax. For assistance

Umentat

> Extemal Ful Text Command Line Syntax

O l ' l
I I I I Outputting Search Results . .
See ] n e e p ceo rE e Command line syntax lets you enter shortcut commands into the command line, bypassing the use of the icon bar.

> Emailing Results

> Exporting Results <term>.xy. Runs a search for the word or phrase (term) through the field indicated by the two-letter short code
> Citation Style (xy). For example, the command line syntax: heart.ab. runs a search for the term heart through the
abstract (ab) field of the database. For a complete list of fields and short codes for any database, refer
Saving Searches and Alerts o the database field guide.
> Saving Searches
> Creating an Autoalert <term>.xy,yz. Runs a search for the word or phrase (term) through the fields indicated by the two-letter short code
> Adding to My Projects (xy,yz). For example, the command line syntax: heart.ab, ti. runs a search for the term heart through
the abstract (ab) and title (ti) fields of the database. For a complete list of fields and short codes for
Ovid Universal Search any database, refer to the database field guide.
e ot oty [..c/<dbshortende> Switches your current search session from one database to another (the one indicated by the database
Results or short code in the command). For example, the command line syntax: ..c/psyc reopens your current
> Adding to My Projects use <dbshortcode» session in the PsycINFO database. Also, the command line syntax: use psyc reopens your current
session in the PsycINFO database.
%“,]ggﬁf;'g To find the short code of any database, refer to the database field guide.
O r B ORI FEEED If you want to use the word use as part of your search term, you must enclose the entire term in
B quotation marks. For example, to search for the term tobacco use, you must type: “tobacco use™.
oo oo Browsing Journals & Books Otherwise, OvidsP displays a syntax error message
Journals@O0vid
> Journals A-Z Lr<n> yrex Limits the results of set number (n) to a specific publication year or range of publication years. For
> Viewing Journal Table of Contents exampla, the command line syntax: ..1/5 yr=2004 restricts the results in set five to only those rasults
> Working with Images from 2004. To restrict results to a range of publication years, separate the years you want to cover
2 g el Sl (inclusively) with a hyphen, as in the command line syntax: ..l/5 yr=2000-2004 which restricts results

> Managing eTOC Subscriptions

> Adding to My Projects from set five to the range of publication years from 2000 to 2004.

limit n to <dblimit> Limits the results of set number (n) to the database-specific limit indicated. For example, the

Browsing Books command line syntax: limit 5 to latest update restricts results from set five ta only those results from

> Browsing Books@Owid the most recent update of the database. For a list of database-specific, command-line limits, refer to

> Working with Books@0Owid Full the database field guide.

Text

> Qutputting Books@Ovid <term>/ In databases with a controlled vocabulary this command searches a known subject heading directly,

> Searching Books@0vid bypassing mapping. For example, eye/ retrieves records with the known subject heading eye without

> Adding to My Projects taking you to the Mapping Display Page. Results appear immediately in your search history.

hd Introduction to Command Line Searching (45 min)
ta e a e eX SeSS] O n Expand your search efficiency and precision through the use of Command Line language. This
] course includes a detailed explanation of Boolean and positional operators, truncation and ex —

wildcards, the use of brackets, as well as the most popular quick search commands.

http://www.ovid.com/webapp/wcs/stores/servlet/content_service_Training_13051_-1_13151
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The power in bibliographic databases (3/3) Pate limits - Fields

X Field ,,Date of Publication* (DP):
Not suitable for date ranges due to the format‘s lack of consistency.

DP Date of Publication [Phrase Indexed]
1878 jan.dp.
The Date of Publication (DP) field consists of the date of publication for a citation, in the format YYyY MMM DD (1950 dec 3). The Month and day
are not always present. This field is also displayed as part of the Source (SQ) field.

v Field ,,Entry Date* (ED):

Suitable and recommended due to the format‘s consistency.

ED Entry Date [Phrase Indexed]
20091117.ed.
The Entry Date (ED) field contains the issue (year, month and day) in which the document was indexed as a MEDLINE (R) record. This index
appears in the format YYYYMMDD.
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Research and clinical care in motion Cost and efficacy drivers

Toxicity challenge Efficacy challenge

Adverse drug reactions Depression
Schizophrenia

Cardiac arrhythmias
Asthma
Diabetes

4th leading cause of death

Osteoporosis
Hepatitis C
Alzheimer disease

Therapeutic areas

Cancer (all types)

T T T 1 T
0 15 30 45 60 75 90

Efficacy rate with standard treatment (%)

Figure 1. The dual toxicity/efficacy challenge associated with the current drug-development model.
Adapted with permission from [3,6,7].

Source: Market access challenges in the EU for high medical value diagnostic tests,
Personalised Medicine (2011), 8(2), page 138
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3 billion CHF
>2.5 years

2002

Project

1 million CHF

60 days

<CHF 10,000

I Days

2008

Human Genome James Watson's

Genome

Today

<CHF 1,000

In future

Cost and time involved in gene-sequencing

Personalised Healthcare gets down
to the molecular roots of disease

What makes Indwiduals so similar and at the same time so unique? And what exactly
goes an n the body when peaple are healthy or sick?

ek maly
nporiam anaeoe. M rllentegs war o vy

o
OB4A) In1ha pary 1050 a1t 3 SaquUaNcIng of 1 55K a0 15 T CANCOE TG 17T CV O somo
aman ganom 2 e Dagnmng of 16

o resach ks
ganomics o [— hve
ol Lraluraerti of clssases m tha mokcufar kel comman 1 P —— ——
e ep—

Dynamic “p(l)aying field”

thssuss Wi thizss consions dspky major diarances
o

e ran

o 3w thes ancoerage cancar B okco smek,
Fachzion orvinuses. AdSuicnal, I 53 2o pychoio-

Roche Personalised Healthcare
Small differences, big effects

Source: Roche Personalised Healthcare, Small differences, big effects, Roche 2011
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Research and clinical care in motion Regulation impacts searching

Pharmacoselance
|
MMeoecal Wribng I >
L | 4

Medical writer
information seeking
and handling is driven
by regulations
and processes.

Source: Pharmacovigilance Medical Writing
A Good Practice Guide, Wiley 2011
(Available on Books@0Ovid)

EU REGION US REGION

Pre-Clinical Research

CTA Submission IND Submission

o~ [
- e + IND Annual Report
EDEL R Clinical Development g |
mica CVE iJ| CT or DSUR

MAA Submission NDA Submission
+

CTD Module 2.5.5;
Overview of Safet

CTD Module 2.5.5;
Overview of Safety
CTD Module 2.7.4; j

)
M CTD Module 2.7.4;

SCS

t ¢

5

£
qPstR___ )

PSUR

'y
L

Post-Marketing

5
}i

SBR u

)

3 PSUR Addendum

-
3 Ad-hoc Safety Reviews,
=
AeRMp )
' =

3 “Risk-Benefit Analysis

Kev: EU = Enropean Union; US = United States; IND= Inve: » MAA= Markcting Authe
Drug Application; non Tech Clinical Safery; R
Intcgrated Summ PSUR= |

g dging Report; PADER= Periodic
Experience Repont. clopment ) rial wizalion

*Although RMPs and Risk-Benifit Analyses are pan of the MAA and IND submissions, they can be updated throaghout the products
post-marketing period.
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Individualized Mediciners

personaliFed medicine. ti.

personali#ed medicine.ab.

personaliFed medicine.mp.

personali#ed medicine.mp. [mp=title, abstract, original title,
name of substance word, subject heading word, keyword heading
word, protocol supplementary concept, rare disease supplementary
concept, unigue identifier]

Torb

| Remove Selected | ‘ Save Selected | | Combine selections w‘iﬂ‘i:| And | ‘ or |
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Thank you for your time... Contact information

For more information and further assistance on how to use
specific features on OvidSP such as Export Selected to
Powerpoint as demonstrated on this slide, please see the
OvidSP Resource Center or contact the trainer directly:

Michael Fanning

Training Manager

Wolters Kluwer Health (Medical Research)
Ovid Technologies GmbH

Leipziger Platz 7

10117 Berlin

t: +49-(0)3085 77990
£+ +49-(0)30 85 77 99 99
m: +49'(0)1 70 788 09 36 Figure 2 . Structural features of RecQ DNA helicases.

Sit down, relax and unwind: structural insights into RecQ
helicase mechanisms. Killoran, Michael; Keck, James

e: michael.fanning@wolterskluwer.com Nucleic Acids Research. 34(15):4098-4105, September 2006.
. © Copyright Oxford University Press 2006. Published by
w: http://www.ovid.com Oxford University Press.
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