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Surfing the Pipeline
Comparing pipeline databases

m First case study “Amgen” done in 2000

m Follow-on case studies in 2003: epilepsy, COX-2
inhibitors, TAP

m Updated epilepsy and TAP case studies in 2006

m HER-2 inhibitors — 2008 (in conjunction with
Barbara Gilmore)
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Drug Pipeline Databases
The leading players

m Pharmaprojects - Informa (PJB)
m R&D Focus -- IMS Health
m R&D Insight — Wolters Kluwer Health (Adis)

m |[Ddb/Thomson Pharma — Thomson Reuters
(Current Drugs)

m [ntegrity — Thomson Reuters (Prous Science)
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Drug Pipeline Databases
Compare the differences in...

m Coverage — number of compounds retrieved by
each search.

m Content — information provided for each
compound by each database.

m Updating — how compounds change in each
database over time.
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Case study: HER2 inhibitors
Search strategies

m Searches done in April and June 2008

m PP: pharmacological activity = ErbB-2
tyrosine kinase inhibitor (KI-TYE2-AN)

m RDF: text contains “HER?2"
m RDI; mechanism of action = HERZ2 inhibitors

m TPharma/IDdb: Action = Erbb2 tyrosine
kinase receptor inhibitor

m Integrity: Action = HER2(erbB2) inhibitors

Case study: HER2
Search results

m Records retrieved April 08 June 08

m Pharmaprojects 77 7
m R&D Focus 76 80
m R&D Insight 35 39
m Thomson Pharma 60 62
m Prous Integrity 130 136
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Case study: HER2
Identifying unigue compounds

Common
Drug Synonyms Drug Name Database
MADL, HERZ2 neu, InNexus | DXL 702 DL yo2 IMS ReD Facus
126
P DXL-702 DXL 702 FJB Pharmaprojects
DXL-702 DL 702 FProus Integrity
128 Compounds
Research programme: DL 702 DL yo2 Adis RED Insight
anti-HER2 monoclonal D702
129 T
antibodies - InNexus
Biotechnology

“Generate Common Drug Names” tool automatically
matches product names and synonyms
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Case study: HER2 (June 08)
273 unique compounds in 394 records
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Case study: HER2
Coverage by development phase

O Discontinued
O No Development
Reported

O Preclinical/Discovery

O Clinical

@ Launched

PP RDF RDI TP Int

BizInt Smart Charts 2008

Case study: HER2 inhibitors
Search strategies

m Also searched the HER2 target tree
(primary target = HER2 or HER2/NEU) in PP

PJB Pharmaprojects: pjb_her2_mech_jun0g
Product | Pharmacological Activity | Target Names | Search Strategy

PX-104.1 ErbB-2 tyrosine Kinase inhibitor - w-erh-b2 erythroblastic Mechanism
(KI-TYE2-AN) leukaemia viral oncogene
1 Immunostimulant (M-AG) homologue 2,

nenrimlinhlastima

PJB Pharmaprojects: pjb_her2_jun08 target search
anti-ErbB-2 MAbs, | ErbB-2 fyros Product | Pharmacological Activity | Target Names | Search Strategy
Enzon (KI-TYE2-AN 2B-1 CD16 antagonist (CD-16-AM) w-erh-h2 erythroblastic leukaemia viral Target
2 oncogene hamologue 2, neurafglioblastoma
derived oncogene homologue (avian)
1 Fefragment of lgG, low affinity llla, receptar
(CD1E)
PKI-166 EthB-2 tyros Fefragment of lgG, low affinity llb, receptar
(KI-TYEZ-AM (CD18k)
ErbB-1 tyros)
(KI-TYE1-AN ABY-002 Mot applicahle (MAY w-erh-b2 erthroblastic leukaemia viral Target
2 oncogene hamologue 2, neurafglioblastoma
el derived oncogene homologue (avian)
AE-37 ErbB-2 tyrosine kinase inhibitor  w-erb-b2 enghroblastic leukaemia viral Target
3 (KI-TYE2-AN) oncogene homologue 2, neurofglioblastoma
T helper cell stimulant derived oncogene homalogue (avian)
J (LYM-TH-AG) H
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Case study: HER2 inhibitors
Search strategies - Pharmaprojects

m Used the compare user comments feature to
evaluate compounds retrieved by target vs.
pharmacological activity/mechanism

Pharmacological Activity I Target Hames I Search Strategy
Immunostimulant {IM-AG) v-erb-b2 ervthroblastic Target
leukaemia viral oncogene
homalogue 2,

neuro/gliohlastama
derived oncogene
homaologue {avian)
ErbB-2 tyrasine kinase inhihitor — v-erb-b2 eryvthroblastic Mechanism

(KI-TYEZ-AN)Y leukaemia viral oncogene JAlsaolf
ErbB-1 tyrosine kinase inhibitor ~ homologue 2, Target
(KI-TYET-AM) nedrafgliohlastama
Endothelial growth factar derived oncogene
receptor kinase inhihitor homaologue {avian)
(KI-GFEM-AM) epidermal growth factor
receptar (enthrablastic
leukaemia viral (v-erh-h) M

Case study: HER2 inhibitors
Search strategies - Pharmaprojects

Mechanism,
31 Target, 32
Mechanism
/Also:/ Target,

46

BizInt Smart Charts 2008

© 2008 BizInt Solutions, Inc.
www.bizcharts.com



Surfing the Pipeline: Drug Portfolio Analysis

Presented at SLA 2008 Annual Conference

Seattle, 18 June 2008

Case study: HER2 inhibitors
Search strategies - Pharmaprojects

FJB Fharmaprojects: PP - HERZ2 searched by mech and target

| Search Strategy

ErbB-2 tyrosine kinase inhibitor oncogene homologue 2, neurofglioblastoma

Mechanism

oncogene homologue 2, neuro/glioblastoma
derived oncogene homologue {avian)

membrane-spanning 4-domains, subfamily A, Mechanism

Product | Pharmacological Activity |
INSM-18 Insulin like growth factor 1 antagaonist | insulin-like growth factor 1 receptor
(GF-IMN-1-AM) v-erb-h2 enthroblastic leukaemia viral
& (KI-TYEZ-AM) derived oncogene homologue {avian)
IGF-1 receptor tyrosine kinase
inhibitar (K- GFINT-AN)
anticancer MAbs, | CDZ20 antagonist (CD-20-AN)
Xencor-2 ErbB-2 tyrasine kinase inhibitor member 1
84 (KI-TYE2-AM) v-erb-h2 enthroblastic leukaemia viral
T-3100 Gncogene inhibitor (ORCOG-AR) w-rmye myelocytormatosis viral oncogene
a5 ErbB-2 tyrosine kinase inhibitor homologue (avian)
(KI-TYE2-AM) v-erb-h2 enthroblastic leukaemia viral
hye inhibitor (MY C-AN)
7]

Why were these compounds not retrieved by the target search?

oncogene homolague 3 (avian)

Mechanism
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Case study: HER-2
RDI - “missing records”

m Strategy: mechanism of action = HER2 inhibitors
m AE-37: mech = immunostimulants

m BMS 690514: mech = Epidermal growth factor receptor
antagonists, Protein-tyrosine kinase receptor antagonists

m CAB 051: mech = Epidermal growth factor receptor antagonists
m E 75: mech =T cell stimulants
m HER-2 Protein AutoVac: mech = Epidermal growth factor

inhibitors, Immunostimulants

JNJ-26483327: mech = Epidermal growth factor receptor
antagonists, Protein tyrosine kinase inhibitors
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Case study: HER-2
Conclusions on coverage variation

m Different compounds are retrieved from each

database because

m A search of any single database will retrieve
only 20-40% of the unique compounds.

m Searches will need to be revised to identify

“missing” records,
HER-2.

of differences in indexing.

especially for topics like
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Case study: HER2

Updated and Added Records

Number of Updated Records (Apr08 - Jun 08)

24

O Prous Integrity
Compounds

m Adis R&D Insight

O Thomson Scientific
IDdb

O IMS R&D Focus

W PJB Pharmaprojects
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Case study: HER-2
Coverage Variation - “Reference Rows”

Row Status

CAS Mumber

Phase Il Clinical | ErbB-1 tyrosine kinase inhibitor 430081-18-2
31 [EHI Trial (KI-TYET-AN) 430081-17-1
3.2 | INT 32337 ErbB-2 tyrosine kinase inhibitor {enantiomer)
(KLTYE2-AN)
X 1.1
Phase I/l ErbB-1 tyrosine kinase inhibitor | 4300B1-18-2
(KETYET-AN) . 470n81.17_1
il ErbB-2 tyrosine kinas [% Records
¥ o e (KETYEZ-AN) Record an Publishier ebsite
s b CIIU L IEE) Phase 3 Clinical | EGFR (HER1
erbB1) Inhibitors.
HERZ {erbB2) Inhibitc|  Calumn Propertis. ..
Chioose from the rules below to determing how the Reference Row cell for this nhibitors of Signal
| i b el of Sig: Row Properties...
column will be selected. Transduction Pathway
- Add Row |
Phase Il Anficancer
" Most recently updaled record EGFR famiy tyrosine | Hide Row CirleH 1
« i receptor inhibitor
dintedlRhes s yrocing Yinase|  Hihlcht cels CtrkeL
" Most content in cell inhibitor Highlight raws Chrl+Shft+L
" Database preference [Adis AED Insight
P IMS FiD Focus : cut ctt —
Thomson Pharma Phase Il Epidermal gn:wﬂ'! facl  copy ChC
Prous Integrity receptor antagonists
Infarma Pharmaprojests HERZ inhibitors
Protein tyrosine kinas|  Font, .
inhibitors.
Signal transduction pz  Quick format ol
inhibitors
Mo Development | protein kinase inhil
0K | Cancel Help Reported tyrosine kinase inhibit
signal iransduction inl
About.

Case study: TAP
Coverage Variation - “Reference Rows”

1 |A108401
» K E
P A EATET AT 881 ADDOR (USA) | Frecimical FEmale nfertity
i I
. 2.1 | Unchanged ||[21 | PP 27338 ey
22 |Updated_||[22 | RDI 10088 e,
23 | Added 23 | Int2601737 = = = T
I N I— e L =
3| ACWLIID | AGWTAT0 Tomagol analog | Hanvaro Decontnuedl) | Angiogeness Bioma
> 2.1 | Unchanged || 3.1 | int 161078 AGM-1470 University inhibitor (ANGG-AN} | Sarcoma
3.2 | Unchanged || [3.2 | RDI 1587 NSC-842042 | (USA) Endothelial growth | Pancreas tumor
33 |Updated ||[23 [ROF AG-1470 Takada {Japan} factor antagonist | Prostate tumor
AGM-1883 (GF-EN-AN) Uterine cervix
34 | Unchanged || [24 | PP 18400 Fiveiiont st | e
35 | Updated | |[35 | 1D DR2ss1 factor antagonist | Microsporidial
(GF-FB-AN) infection
Breast tumor
Carcinoma
Cancer
Lung tumor
Brain tumor
Kaposis sarcoma
Renal tumor
] = e = = =
4| Asoprsnil Reference Row | [3.1 | RDF asopriznil Jenapharm | Phase 3 Clinical | Selectve endomelrios:s
» Jas7 {Germany) Progesterone hormone
32 | 1D DR34T: Recaptor Modulators | deficiency
3.3 | INT 223488 (SPRM) fbroids.
=] 34 | ROF 2010181 = e =] =] =
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Surfing the Pipeline
Keep in mind...

m Drug pipeline records are not abstracted from a
reference document (as with patents)

m Each record is an editorial view of the
compound based on a range of sources.

m Each publisher has a unique background and
focus.

m 10-20 editors at each publisher are maintaining
several thousand active compounds.
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If you'd like to discuss these results in more detail,
visit us in Booth 1400 in the exhibit hall.

Slides available at:
www.bizcharts.com (“Smart Talk”)
Or email “diane @ bizcharts.com”
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