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Kinases as drug targets

Registered kinase inhibitors

Gompound Kinase target Cancer target Company
Imatinib (Glivec, ABL 1-2, PD}GER, CML, Ph+ B-ALL, Novartis
Gleevec, STIS71) KIT MML, CEL, GIST
Gefitinib (Treasa, EGFR N3CLC AstraZensca
ZD1839)
Erlotinib {Tarceva, BGFR NSCLC, pancreaatic O8I, Genentech Inc,
O51-774) cancer Roche
Lapatinib {Tykerb, EGFR, EREB2 Breast cancer Glaxo SmithKline
GW2016)
Trasatinib {Sprycel, ABL1-2, PDGFER, CML Bristol Myers
BM-354825) KIT, SRC
Nilotinib (Tasigna, ABL1-2, FDMGER, CML MNovartis
AMNI107) KIT
Sunitinib (Sutent, VEGFRI-3, KIT, RCC, GIST Pfizer
5U11248) IDGER, RET,
CSFIR, FLTA
Sorafenib (Nexavar, VEGFR2, PDGER, RCC Onyx and Bayer
Bay 43-20006) KIT, FLT3, BRAF Pharmaceuticals
Pazopanib (Votrient, VEGFRI-3, RCC GlazeSmithKline
GW-786034) IDGER, KIT,
Everclimus {Afinitor, mTOR RCC Novartis
Rad001)
Temsirolimus (Torizel, mTOR RCC Whreth
CCL-779)
(Fabbro 2012)
recent additions
Vandetanib VEGFR, EGFR, RET thyroid AstraZeneca
Vemurafenib B-RafV600E melanoma Roche/Plexxikon
Regorafenib multiKinase colorectal Bayer
Critozinib ALK, ROS1 NSCLC Pfizer
Bosutinib BCR/ADI CLL Pfizer
Ruxolitinib JAK1/2 Myelofibrose Incyte/Novartis
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N-terminal lobe

orey

C-terminal lobe

cAbl and Gleevec (Noble 2004)

human kinome: 518 protein kinases
+ 20 lipid kinases (Manning 2002)

currently, ~150 kinase targeted drugs are
in clincal development (Fabbro 2012)

most registered kinase drugs target
Tyrosine kinases, with more Ser/Thr
kinase targetd drugs in the pipeline

most kinase drugs target the ATP-pocket

main indication: oncology
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Kinase Inhibitors in the BAYER Development Pipeline

l Cancer / CDK Inhibitor

l Cancer | Mesothelin-ADC I
l Cancer | PSMA BiTE Antibody l
] cancer | PI3Ka/p Inhibitor i

J} Anemia / HIF-PH
I Heart Failure | Partial Adenosine A1 Agonist I
I Heart Failure / Vasopressin Receptor Antag. I
I Heart Failure / sGC Stimulator

Bronchieciasis | Neutrophil Elastase Inhibitor
l Sympt. Uterine Fibroids/ S-PRARt
B Endometriosis / BAY 1026153

‘Hegorafenib 1= a Bayer compound developed solely by Bayer

11, Bayer entered inlo an agreament with Ornyx
Pharmaceuticals, Inc. under whnch Cinyx will recene a royalty
on any fulure global nel sales of |-l.-__;u!.'-|:'-:-r:|.‘: i gncology
** Combined Fhase 1Al
status Febmany 2013
Selection of major Pharma pipeling prajects in clinical Phase 1o il
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Ihddttianal Indications / Sorafenib

Phase |l (8)

Cancer / PI3K Inhibitor

Cancer / Regorafenib®

Cancer /| MEK-Inhibitor

Cancer / Radium-223 Dichloride

*
CHF ! MR Antagonist

PH / Riociguat (sGC Stimulator)
Gram-neq. Pneumonia / Amikacin inhale

Oncology
Cardiovascular Diseases
Women's Healthcare
Hematology
Ophthalmolagy

Others

BRiEER

>

BAYER
E

Phase lll (14)

I'['mrmid Cancer / Sorafenib
IBreast Cancer / Sorafenib
l Adiwant HCC / Sorafenib
l Adiwvant RCC / Sorafenib
I Major Adverse Cardiac Events | Rivaroxaban
m Hemophilia [ peg rFVII™"

Hemophilia / rFVila™*

W Myopic CNV / Aflibercept

W OME / Afiibercept

I Contraception / LCS 16

I W Atrophy | Vaginorm

Submental fat removal /| ATX-101

Lung Infection / Cipro Inhale

Skinand Lung Infections / Tedizolid
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Features of a typical early kinase drug discovery project

UHTS phase

hit-to-lead phase

[ ]

1°uHTS
» Biochemical target kinase assay

Retest confirmation
» Biochemical target kinase assay
» specificity detection control assay

Dose response
* Biochemical target kinase assay
» Off-target assay, selectivity assay
* Mode-of-action assays: competitive
ATP, slow binding

Cell-based mechanistic assay
downstream substrate phosphorylation
or defined cellular phenotype

Cell-based functional assays
proliferation, cytokines, migration etc.

Pharmacokinetics

In vivo efficacy

lead compaound

HTRF-symposium 2013
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3 Mio

30.000

3.000
(HTS-hitlist)

300-1000

300-1000

30-100
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correlation mechanistic — biochemical

cell-based mechanistic assay

1.0E-005

1.0E-006

1.0E-007

1.0E-008

1.0E-009

1.0E-010

1.0E-009
1.0E-008
1.0E-007
1.0E-006
1.0E-005

o
Q
w
e

biochemical kinase assay

specific cell-based kinase assays
are essential for hit profiling during
hit-to-lead phase

integration of cell-based kinase
assays as early as possible, best
case even before hitlist delivery
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Requirements for efficient assay support in HTS A8
and Hit-to-lead phase @ BAYER R

m<>m

automated preparation of

Key objectives for every assay assay-ready plates

(except HCA staining procedures)

- assay-ready plates

cells and reagent

- 1536 well format, at least 384 well dispensing into 1536 well
plates > addition-only

- homogenous addition only
- endpoint assays

- frozen cells

- short

- robust

endpoint detection
with imaging-based
multimode-readers

HTRF-symposium 2013 Bayer HealthCare
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General options for cell-based kinase assays BAYER
R
Western Blot various heterogenous phospho-antibody
low throughput
Incell Western various high content imaging phospho-antibody
ELISA-type various heterogenous antibody pair
Luminex Millipore heterogenous antibody pair
Surefire / ALPHASscreen PerkinElmer homogenous antibody pair
KHTRF Cisbio homogenous antibody pair \
Lanthascreen LifeSciences homogenous phospho-antibody
recombinant cell-line
EFC - Enzyme Fragment DiscoveRx homogenous antibody-free

\Complementation

recombinant cell-line )

Survival assay

Pathway reporter assays

HTRF-symposium 2013

Advanced Cellular
Dynamics / Carna

various

Tyr-kinase activity restores
survival of Ba/F3 cells

downstream gene activation

antibody-free
recombinant cell-line

antibody-free
recombinant cell-line

Bayer HealthCare
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EFC-assays for Tyr-Kinases (DiscoveRX) BAYER

Technology EFC (enzyme fragment complementation) -
é, + Ligand

Active Enzyme Inactive Fragments Active Enzyme i ﬂ
|

R o —-
 § -] X E"
B - —
) . W EA y Y SH2
. i PK & s protein 1? “
e f‘eééﬂgggﬁ
l Activity

SH2
protein d? %)) g
b E Ad
modified from www.discoverx.com

EphB4 cellular kinase activity assayed using an enzymatic protein interaction system
(Wehrman et al. 2013 ADT)

Agonist stimulation Validation with kinase inhibitors Frozen cell and direct assay format
17809 4 Clone #50 A B
1s00d ¢ Clone 28 EFC Enzyme Inhibition 100004
12504 100+ A Dasatinib 8000+
¥ PPZ 1004
é 1000 5 75+ = 60004
750 # Z ™ n_cl m Direct plating
50+ = 4000+ .
500+ 3 504 A overnight
2504 25 2 954 20004
T T T T T T 1 o L) L] L] L 0 L) L) v L) C 1} T T 1 1
10711 10710 10 10 107 10°° 0% 104 41 0 9 8 7 & 5 4 4 8 7 € 5 4 9 8 7 6 5 4
EphrinB2-FC[g/ml] Compound [M] concentration [M] Ephrin-B2 FC (g/ml)

 EFC-kinase technology is suitable for miniaturized frozen cell assays
* limitations: largely restricted to Tyrosine kinases, requires recombinant cells
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TR-FRET systems: HTRF and Lanthascreen BAYER
R

s s
| + .
( L@ = -' 90

-
Detection
s of phosphorylated protein

vi

modified from www.htrf.com

HTRF

» endogenous phospho-protein

» any cell line expressing protein
e antibody pair required
 HTRF-detection at 620/665 nm

HTRF-symposium 2013

Activation Lysis

cell line
expressing GFP-X
(kinase target) A
& - @
Detection of p

phosphorylated protein %

N
; o

modified from www.invitrogen.com

Lanthascreen

overexpressed GFP-phospho-protein
stable cell line or BacMam transient
only phospho antibody required
Lanthascreen detection at 490/520

Bayer HealthCare



HTRF and Lanthascreen assays for
the PI3K / Akt / mTOR pathway

10
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Introducing the PI3K / Akt / mTOR pathway

Insulin or

growth factors
LPA or

chemokines

Ptdins(4.5)P,

Prdins(34,5)F, Prdlins(d,5iP,

Class IB PI3K

|

¢ Apoptosis » Growth
+ Translation
+ Motility + Apoptosls » Cell cycle regulation’
s Transformation + Cell cycle regulation « Glucose metabaolism
+ DNA repair O Adaptor

o PI3K/ Akt pathway is central to cancer formation

 Chemotherapeutic approaches against multiple
targets are in the pipelines

11 HTRF-symposium 2013
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oO00000CO00CO00000
inhibitor
P2k
inhibitor
R&F
irhibitor
AKT
inhititor VR
irfhibitor
TR
inhibitor "—* ERG
« Trastuzumab.
= Mubritinib
+ Pertuzumab
— « Canertinib
s Lapatinib _ — | = Erturmazomak:
|+ EKB-568 || o Vandetanib || « HKI-272.
+ Gefitinib + Bevaczumab®
+ Erlotinib + Pazopanib
+ Cetuimab « BiTI0
+ Paniturnurmab: + ALM7
« tatuzumab + GDCO]
« Mimmo tuzurmak: + GSRIDG9415
« MAb 808 ¢ PY-B6S
« MDH44T « CALIOT
« Perifosine
: « MK2206
. BEZBS__ o QD-002
< BGT226 « X418
« FLTES = —
512G + Rapamydn.
; & CCI7T%
« RADOO]
* AF235T
 AZDB05S
s‘@gﬂ-{);}:
Liu 2009 Nat. Rev Drug Discovery
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Assaying the PI3K / Akt / mTOR pathway

(modified from Carlson 2009)

Growth factor

'y

Lanthascreen study goals:

 Evaluate BacMam Lanthascreen technology
» GFP-Akt @ two sites (pT308 and pS473)

» GFP-PRAS40 @ two sites (S183 and T246)
» test different cell backgrounds

» validate with reference inhibitors

HTRF study goals:

» set up cell-based mTOR kinase activity
assay for HTS

» identify optimal cancer cell background
» validate with reference inhibitors

—> validate HTS-compatibility with
both formats using a miniaturized
384 well focussed screen

12
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Lanthascreen Assay Development

BacMam technology combined with

UE

( — @ ,
_ll"-f
BachMarm virus

Recombinant
baculovirus DMA

i

BachMam virus

Target gene

transfer plasmid 518 insect cells

platecells | anthaScreene

” Cellular Assay

overnight
# —
overnight

BAYER

mammalian
cells

13 HTRF-symposium 2013

GFP-positive cells

cryopreserve g/ thaw & plate cells T

overnight

(modified from Kost 2007, Carlson 2010)
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Lanthascreen — cellular background BAYER
R
Lanthascreen study goals: 100
* Evaluate BacMam Lanthascreen technology - 9:0 | Akt-pS473 W Akt-pT308 —
: Q |
» GFP-Akt @ two sites (pT308 and pS473) 5 8.0 - PRAS40-pT246 = PRAS40 pS183
- GFP-PRAS40 @ two sites (S183 and T246) € 70 -
~ i
« test different cell backgrounds 3 E'g
» validate with reference inhibitors S 4'0 | =
g - -
2 307 -
Cell line Type PI3K Pathway '% 20 7 F-F
mutation 10 /1 -I h ‘I
PC-3 Human prostate PTEN negative 0.0 ' ' B ' ' '
cancer & &' ¥ & > &
3 Q QQ), X Q\Q/g 0’\/
MCF-7 PI-3-Kinase &
mutation
Human breast E545K
cancer
MDA-MB- PI-3-Kinase
453 mutation - MCF7 PRAS40-pT246 selected for
KPL-4 H1047R further optimization work
HEK-293 | Human embryonal WT
kidney
U2-0S Human WT
osteosarcoma

HTRF-symposium 2013
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Lanthascreen — virus efficiency

30% virus
S/IBax =7

10% virus
S/Bax = 2

Akt - pS473 PRAS40 - pT246
—#—Control ~—Insulin 100ng/mL —4—Control = Insulin 100ng/mL
~—#—PI-103 S5pM == nsulin + PI-103 = PI-103 5uM —=<=1Insulin + PI-103
10 10
9 i 9
B 3| 3 s
:E 7| a 7
£ s : E 6/
< s S
o 4 [ 'g 4
£ 3 2 3
5 2| s 2
E 1 £ 1B
A 0 & 0
0 10 20 30 0 10 20 30
% virus % virus
Akt - pT308 PRAS40 - pS183
——Control ~—fi—Insulin 100ng/mL = Control ~——Insulin 100ng/mL
= PI-103 54M insulin + PI-103 -PI-103 5uM —-—Insulin + PI-103
10 10
g 9 E 9
& 8 = 8
=2 7 2 7
R £ &
T 5 Z s
3 5 g5 —=
% 2 | —i '—; 2 —l
E lLmB—N # E 1 X
b 0! & 0
0 10 20 30 0 10 20 30
% virus % virus

>
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1% virus
S/Bax = 9

1% virus
S/Bax = 3

 different virus efficiency: PRAS40 with highly efficient expression (S/B,,,, reached at 1%)
« differences between phosphosites = antibody quality (?)

15 HTRF-symposium 2013
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Lanthascreen — cellular background

PTEN negative l

PC3 cells - PRAS40 pThr246

4000

3500

3000

2500

2000

1500

1000

Lanthascreen ratio

500 -—ﬁé —— X

0

1 3 10 30
Virus [%]

—s—unstimulated —#—Insulin 100ng/mL

PI-103 5uM Insulin + PI-103 ——no cells I

Lanthascreen ratio

4500 m Stimulated

PC3 cells - PRAS40-pT246

o Stimulated + MK-2206

% Stimulated + PI-103

PISK E545K '

>
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l MCF7 cells - PRAS40 pThr246

4000
fe) 3500 /!/i
=
© 3000
= Il i
g 2500 ﬁ—%/ /
5 2000
& 1500
i
S 1000 /f/

— k”“'/ 4
500 p—
r X
0 T T T T
0 1 3 10 30
Virus [%]
—+—unstimulated —#&-Insulin 100ng/mL P1-103 5uM Insulin + PI-103 +nuceﬂl5|

Lanthascreen ratio

MCF?7 cells - PRAS40-pT246

® Stimulated ® Stimulated + MK-2206 m Stimulated + PI-103

YO L P 4 S P PR
FEAPLLTIL S LSS GGG
LS ¥F () (&) (&
ST ¢ PO ECLLECLE FFFLEEL
N & &4

PC3-cells - in contrast to MCF7 - have fully stimulated pathway

cave - different pathway mutations have different impact on basal activation

HTRF-symposium 2013
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Lanthascreen - optimization

e stimulation time

« stimulation temperature

e antibody concentration

» time cell lysis 2 read

« DMSO sensitivity

e Volume 10 pl - 5 ul

e frozen cells

3000 3000
2000 g
2600 RT A 8 e
a
2200 /
{ -
2000 /e 00
1800 {r
00— / 4 Beon
w00 | "
1200 J
/ i

1000 af
800 )
600 A
00— |

a ]

—TTm T | LLLL BRAL S R L R

w 1 By 0w Wl 0 ofiemy MEy P 0

Stimulation RT pThi246 Smuidon 37°C pTI246

PTh308 eThi246
Antikorper

|D12h m4h m6h W 24h

3400—

3200 L

3000—
2500:
2500:
2400—_

Ratio
TS

200—
ZUDO:
1800;
|EUO:-
1400—_

1200—

frozen cells
24h Vorinkub.

frozen cells
ohne Vorirkub.

frisch
transfizierte
Zellen

MK-2206

mTOR-neu

PL103

MK-2206

neuer mTOR

PH103

i
. v
H
|
=t 7
=
3
.| Vv
it
0
pSerd73 PTG L, PTH246 pSert83
B4nM  O2eM @1aM  Q0SaM  EB025nM
§ e
5 2.5 125 0.63 0.31 0.156 4]

LLLE N 1 11 AT/ O O UL |
10% 10* 107 10% 8
KU-0063794 - mTOR-Inhibitor [M]
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Lanthascreen - optimized assay protocol BAYER
R
day 1. seed cells into of MCF7 cells T-flask (frozen or continuous culture)
day 2: transduce MCF7 cells with 1% PRAS40 virus in T-flask
day 3: l harvest transduced cells and prepare cell suspension in medium + 1% FCS

dispense 3 ul (5000 cells/well) into assay-ready MTP containing 50 nl cpd.

2h @ 37C

add 1 pl lysis/detection mix

2h@RT

read TR-FRET

HTRF-symposium 2013 Bayer HealthCare



Lanthascreen - inhibitor validation PRAS40-pT246

Ratio

19

MK-2206
allosteric Akt inhibitor O‘i

N
~ AN
=
/
-N

-

4000

T~

. A
o 30min E %
1000 i
o 1h E !
o 2h
0 TTTT T TTTI T TTTI T TTTTI T TTTI T TTTTI I
10 10° 10°* 107 10° 10°

MK-2206 [M]

potency of pathway
inhibitors depends on
incubation time

Akt and mTOR inhibitors
improved IC50 after 2 h

HTRF-symposium 2013

Ratio

Growth factor . ’
5220 aelt

P

o PIBK

mTOR

R
2000 —| AN
\ E
| . &
.
o 30min hCX p
1000 — I N
m 1h L B
] T g
o 2h
0 HHH‘ T \HHH‘ T \HHH‘ T \HHH‘ T \HHH‘ T TTT
10%° 10° 10°* 107 10°

AZD-8055 [M]

P1-103 '
PI3K kinase inhibitor L \W
4000
SN SN LY
T 1 Ef\
o 30min E
\Ew,,I
& 1h LNy }E
S
] 2h
HHH‘ T \HHH‘ T \HHH‘ T \HHH‘ T \HHH‘ T \HHH‘ 1
10 10° 10® 107 10° 10°
PI-103 [M]
AZD-8055
MTOR kinase inhibitor
(3.
H 2w
RS
? #K/O
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HTRF — assay

HTRF study goals:

» set up cell-based mTOR kinase activity
assay for HTS using pAkt Ser473 readout

» identify optimal cancer cell background
» validate with reference inhibitors

Activation Lysis

Detection

% Anti-Fhospho-AKT-End+ Cryptate ‘ %
\ Fhospho-AKT %

o 8¢
S= =
ﬁ nti-AKT-d2 ’

(from Cisbio product insert)

GBL
SIN1
/)S.Ia \’ T246
P
PRAS40 mTORC2
+P
- “‘m__w 5457

mTORC1

(modified from Carlson 2009)
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HTRF — cell lines

One-plate assay protocol

e« . v > —°
= 2% 22
NS Y /

I & L &

BpL cells + 4 pL supplernented +4pl
+ 4 uL compounds lysis bufter (4X) HTRF®
conjugates

384 well plate 5V

[ncubate ¢h at RT
- e

Eead onan HTRF
compatible reader

culture

O frozen
cells

continuous

O T T T T T T T T T T T T T
107 10° 10°® 107 10°®

AZD 8055 [M]

HTRF-symposium 2013

S/B

HTRF - pAkt-S473

15

10

5 ' -3
PC3

KPL4 MCF7 HEK293

>

BAYER

MCF7 cells strongest S/B
frozen cell assay
suspension cell format
miniaturized to 1536 well

Bayer HealthCare
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HTRF -

day 1.

day 2:

>

optimized assay protocol BAYER

thaw frozen MCF7 cells and prepare cell suspension in medium + 1% FCS

dispense 3 ul (4000 cells/well) into assay-ready MTP containing 50 nl cpd.

30 min @ 37C

add 1 pl lysis buffer

1 h @ RT shake

add 4 pl antibody detection mix

20h @ RT

read TR-FRET

HTRF-symposium 2013 Bayer HealthCare



HTRF — pathway inhibitor validation

18000

16000

14000

12000

Ratio

5000 4

4000 4

2000

0

13000

16000

14000

12000

10000

Ratio

6000

4000

2000 A

1}

10000

8000 4

AKT inhibitor
MK-2206

Te-10 Te-9 Te-8 Te-T Te-B Te-5 Te-4

Concentration ()

IC50 = 635nM

8000

}_HH
HQ.,
By o

B

MTORCY inhibitor
Rapamyain

1e-10 Te-9 1e-8 Te-T 1e-6 Te-5 Te-4
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Concentration (M)

no effect
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Growth factor ’

MCF7 cells

T308Q GBL

rictor

18000

16000 [ ]

14000

H AN

SN

12000 4
i

10000 o

Ratio

a000 4

BO00

1 mTOR inhibitor

0

™1 Ku-0063794

Concentration (M)

IC50 = 163nM

1e-10 1e-9 1e-8 1e-7 1e-6 1e-5 Te-4

18000

16000 ~

14000

12000 ~

Ratio

BO00 4

4000 +

2000 4

o

18000

>

BAYER

10000

8000

PI3K inhibitor
PI-103 -

T T T T
1e-10 1e-9 1e-8 1e-7 1e-6 1e-5 Te-4

Concentration (M)

IC50 = 79nM

16000

14000 4

12000

Ratia

6000 4

4000 4

2000 4

0

10000

8000 4

AZD 8055

MTOR inhibitor

Te-11 Te-10 Te-3 Te-8 Te-7 Te-B Te-5

Concentration {M)

IC50 = 7nM
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Focussed medium throughput screen:

« BacMAM Lantha PRAS40-pT246
e HTRF Akt-pS473

o 24.300 compounds, kinase targeted library
o 384 well single format

s 69 MTPs

« 5 parallel assay runs (Lantha and HTRF)

HTRF-symposium 2013
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Focussed medium throughput screen

TTTT T T TTTI
10 10°

T TTTIT H‘
10°®
AZD-8055 [M]

T T
107

T T
10°

Lantha

T T T
10%

AZD-8055 [M]

07T
1070

T T TTTT
10°

T
107

T T
10°

HTRF-symposium 2013

Sig. / Back.

RZ' Factor

14

12

10

09
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
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shape by assay:
@® HTRF

* Lanthascreen

color by run

5 10 15 20 25 30 35 40 45 50 55 60 65
O— Runt

O Run2
—O— Run3
Run 4

Run 5

—O—
—O—

5 10 15 20 25 30 35 40 45 50 55 60 65
Index

Similar sensitivity of both assays aginst mTORI
HTRF: stable and robust assay performance
Lanthascreen: day-to-day variability in S/B

Bayer HealthCare
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Focussed medium throughput screen BAYER

E
R
Distribution neutral controls: Distribution compounds / donor interference:
220 >
. 10 30 2 O L
5
c 1]
- g § -100 § ;‘ -100
120 g ] ™ L
100 < V“” g E
T S .m0 ®» I .50
80 [ = =]
. 28
40 e é -200 -200
2 g
0 m 250 -250
-60.00 -40.00 2000 000 2000 40.00 801
Ratio (520/ 490 nm) - BacMam LanthaScreen™ Assay

Ratio (665/ 620 nm) - HTRF® Assay

200

1o 30

180

160

140

100

80

50

40

6000 4000 2000 0.00 2000 4000 604

Ratio (665/ 620 nm) - HTRF® Assay

* Neutral controls: similar distribution for both assays
 Compounds: strong interference in BacMAM donor channel
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Focussed medium throughput screen BAYER
R
Lantha common
Assay hits
46is?gecr{oeo:;e ew | 24.228 decr;edrse 1% Lantha HTRF
(1'M & Interference high o
(19%) (1%)
Hits > 30% @ 10 pM 294 15
[ : high low
i Hit rate
available for retest
- - 34 (1.6%) (0.3%)
(12%)\1/ confirmation rate (62%) EartEien rete low hlgh

(12%)  (62%)

Confirmed hits 24 5
[

available for IC50
28 3 11

(31%) l/ confirmation rate l/ (57%)
IC50 hits 7 2 6

HTRF-symposium 2013 Bayer HealthCare
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Summary & Conclusions BAYER

Kinases remain interesting target class in pharmaceutical research

Specific and efficient cell-based kinase assays are essential in pharma
research projects

Homogenous assay systems fit best to Bayers lead discovery platform

Positive experience at Bayer with EFC-technology, HTRF and
Lanthascreen

EFC-technology interesting for Tyr-Kinase uHTS
Lanthascreen technology positioned for secondary testing

HTRF positioned for uHTS and secondary testing

HTRF-symposium 2013 Bayer HealthCare
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