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Experimental Pharmacology

Include Literature Results |¥| Include Patent Results
Pharmacological Activity ¥ |"P isome proliferatar-actiy tor activation, inc] (index’ AND »
Value v('EC-s0" Greater than vlfzo0 | AND »
| (index) AND »

Optional Valus k

reater than

reater than or equal to
Product sz than | Structure Search
ess than or equal to
[JLead CumpuundsDUnder Active Development stween

ot betwesan |

Select Valus v | Cindex” AND »

Optional Value r | | {index” AMD »

Optional Value ¥ | | {index” AND »
Reference

Select Valus ¥ | | (index) AND »

Optional Value b | Cindex’ AND »

Optienal Value r | | (index) AND »
Patent

Select Valus ¥ | | (index) AND »

Optional Value o | (index) AND »

Optional Value ¥ | | {index” AMD »
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« Al Experimental Activity &2 &l =

- ME22 2H=E S8 0189 Boy 54t
— HZ& EUH AIE 22 MOA, Bt 243}, vivolvitro G0 & 2 244
20ld etat

- Chefst e X0}
— Experimental Activity ( 5-HT1A Receptor antagonism, in vivo )
— System '
— Activity/Effect (S‘J'Stem: In vivo )
— Target/Condition/TOXiCity @Ction: antagonism )

(Target: 5-HT1A Receptor )
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A A A} — Experimental Activity or filter by range

: Experimental Pharmacology Search ... I +

[ TNete g (= (= =Ts I 170986 in Experimental Pharmacology

Experil I Phar logy Search R It 12345678910 [Mext=][Last==>]

Guery = Include Literature R its = AHD Include Patent R Its = AHD Value = LESS THAMN OR EQUAL TO 00001 AHD Parameter = "IC-50" AND Unit = M
Drug Name Biomarker |Mechanism |Ex imental |Ph acological |Material Method P t Details i i
of Action A ity ctivity mﬂ Filter by Statistics
[ Hap4pT Chelating Mitogenesis, SK-N-MC Dye assay 1C-50 1.00 £ Ref. 1 b Biomarker
Agents inhibitian hurnan 1.00 3 ExBerimental Activity
geelLllsroblastoma ni Systern

Activity/Effec

[™ {+)-(2R* 35* 11bR*-Dihydrotetrabenazine 5-HT Doparming Striaturn, Radicactivity assay IC-50 15 . o
Reuptake reuptake, bovine Z.00 Target! Condition/Toxicity
Inhibitars inhibitian nM b Pharmacological Activity

Vesicular
Monoarming .
Transpaorter [diisteria]
2 (MMAT2) b Method
Inhibitors I Reference Type
[~ (+1-(2R* 35* 11bR*)-Dihydrotetrabenazing 5-HT Serotonin Serotonin SERT HEK 293 human T En b Productin Studies
Reuptake Transpaorter transporter affinity embryonic b Drug Mechanism of Action
Inhibitors (SERT; 5-HTT) kidney cells = 5
VYesicular affinity, IN transfected with m Filter b}f Statistics # Administration Route
RO Ourman 1 I Dose Regimen
b Experimental Activity U
Sustarn

Activity/Effect
Target/ ConditionfToxicity
Pharmacological Activity

Filter by Value Range

Activity: Activation, Agonism,
Inhibition, etc.

Parameter
mMaterial
Biomarkers
Method

Reference Type
Product in Studies

Target/Condition/Toxicity: PPAR
Gamma,

Drug Mechanism of Action
Administration Route

R A A

Dose Reginen

Diabetes, Cytotoxicity etc.
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) select Parameter & Units - Mozilla Firefox -0 x|

wltEEREs g htbps: ffintegrity. thomson-pharma. comyinkeqgrity fmbs)fpk_exp_lisk, ﬁ

Select Parameter & Units - E % E|’ _i_ al ﬁ E O'“ A—I _U_l' al’ [:] | E-I

In arder to provide & meaningful graphical display of the content you need to fiter the selected {j E—IH
recards dovwn to a single parameter and unit. Please select a parameter and unit from the lists
faelany:
2S ot =Xt= 2 UIet0IEHE
12 _ =
Select Parameter Select Lnit - —
f - Bl o| 5t AlEl 22 9|
Select Parameter Tl =268 BA = —

EC-50 (1971 0 |
WEC (13
BEC-5013)

Done [}

) Select Parameter & Units - Mozilla Firefox - 10| x| C= o —
-EE U222 AENA IHet0lH
(e e = = htbps: ffintegrity. thomson-pharma, comfintegrityomlbxsliplk_exp_list, ﬁ /\—| EH
Select Parameter & Units —
In order to provide a meaningful graphical display of the content you need to fiter the zelected - —_)él' § O |‘ 9_| —+— I|- i [-:I’ _C,>_| UEd /‘él %‘I
records down to a single parameter and unit. Flease select s parameter and unit from the lists — - — - =
bl = ol Dl
HBA = —
EC-50(157) | ESelect Unt il
Select Unit
oA (3]
Done A
s
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1:x10 E-14 to 110 E-13
| Horizontal Wertical Pie Chart
110 E-13to 1x10 E-12 Display Display Display

1x10 E-1210 1x10 E-11

1=10 E-11to 110 E-10 ¥Yiew Subset(s)

Print Chart

Q-
Standard Scale

1x10 E-10+to 1x10 E-2

1=10 E-9 to 1x10E-2

dsedo T o i o

1x10 E-7 to 1x10E-&

1x10 E-6 to 1=10E-5

1x10 E-5 to 1=x10E-4

1=10 E-4 to 1x10E-3

1x10 E-3 to 1x10E-2

1=10 E-2to 1=10E-1

1x10 E-1 to 1x10ED

Note: Standard 1}
logarithmic

AHEE BHE s

1x10E0Q to 1x10 E1

OOO0OoOOoo0ooOoOgemoOoO

1x10E1 to 1x10EZ

1=x10E2 to 1x10E3

1x10E32 to 1x10 E4

O

1x10 E4 to infinity [

muﬂ & 1z 18 24 30 35 42 42 54 o0

Source: Thomson Reuters Integrity
Copyright 2010 Prous Science. all Aghts reserved.
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— Validated, Candidate

Target Name

[ HIF1A variant 1 Gene Major Condition V |C |E| GenBank: NM_D01530
- C 1 Entrez Gene: 3091
ancer KEGG: 3091
™ Hypoxia-inducible factar 1-alpha el Majar Conditian VICIE gg'EIsslPHr;; %EII_SDIHEM 1L3E. 118C
(HIF-1alpha) {isaform 1 Cancer 12 |4 ' ' ' ' '

Cardiovascular Disorders
Dermatological Disorders
Endocring Disorders 1
Eye Disorders z
Hermatologic Diseases

Immunological Disarders

Metabalic Diseases 1
Musculoskeletal and Connective Tissue

Disorders 1
Meurological Disarders 1

Other disorders (Systemic disorders) 1
Renal Disorders
Respiratory Disorders 1

THOMSON REUTERS 9




Links

; " | I Target Condition
Majar Candition \ VICIE Er?tT'EzanGkE:nEm;agngm B Taget Mechanisms of
Cancer a1 prer nnne Artinn

- — Walidated Conditions: A karget associated with the mechanism of action of one or more
Major Condition \ products that is under active development in preclinical or clinical phases or is registered  fhscape
Cancer 1| ot launched For the condition in question,

— Validated: A target associated with the mechanism of action of one or more
products under active development in preclinical or clinical phases or is registered
or launched for the condition in question.

— Candidate: A target associated with one or more products previousiy reported to
be under active development in preclinical or clinical phases but no longer under
active development for the condition in question.

— Exploratory: A target associated with one or more products undergoing Biological
Testing for the condition in question.
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3. Target 244 A} C| A+0!

B 2

—_ O

rir

o« H=S3otE 2AE HOD| &
Targetscapes
— AR Yeo Xzdd9cz 14
- Images & Pathways M+ 4
— Scientific Animations 2 ¥ & HH
— Ol0|Z22e & HEA
« Conditions )| 814

- HSHE Ecl 2L A8
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DescriptionFunetion Hypoxia-inducible factar-1alpha (HIF-1alpha) is a requlatary subunit of the heteradimeric transcription factor HIF-1 that med

Targetscape

Scientific
Animations

Related
Mechanisms

11

ti arite and chennie hypnia. HIF-1 alnha stirnlates nikeie azide (MO peaductinn by arfivating induchle NO synthase (iINOS)
uprequlation of oxvgen-dependent expression of genes associated with blood wessel formation, inluding erythropoietin and
factor (WEGF). HIF-1alpha has been detectzd at high levels in several human tumars where it uprequlates genes that pramot
HIF-1alpha is a therapeutic target for the treatment of macular degeneration, diabetic macular edema and cancer,

Cancer Eye Disorders
@ Breast Cancer Targetscape @ Macular Degeneration Targetscape
Musculoskeletal and Connective Tissue Disorders

@ Prostate Cancer Targetscape ~
0 Rheumatoid Arthrits Targetscape 1 (Intercellular Crosstalk)

@ Lung Cancer Targetscape
& Glioblastoma Targetscape

@ Owarian Cancer Targetscape

HIF-1alpha-Induced Signaling Pathway

B Collapse 4l ® Expand 4l V/ 16 Coniions

[ Heuralogical Disorders
: d ( & Conditions

‘-Resp\ratory Disorders -
g E 11 Conditions

Fl-Canliuvastular Disunlers
[#Hematologic Diseases

g---RenaI Disorders E (Wiew Drugs

[#Endocring Disorders

-Dermatological Disorders
[ usculoskeletal and Connective Tissue Disorders

-Immunologica\ Disorders
‘-Metabohc Diseases
-Cancer C (View Drugs)
‘-Egre Disorders

[ Other disorders {Systemic disorders)

Hypazia Inducible Factor 1 alpha (HIF falpha) Inhibitors ; Hypexia Inducible Factor 1 alpha (HIF lalpha) Activators
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« Ji& = Targetscape 2 &I =

. I Diabetes Targetscape

— List of Targets

Insulin

1T1BHED =
resistance

ADRBIR
AN
BRAIN GF
CHI-R

[ CNTF
CPTH
SIETH pppry

Glucose consur gl
GAN

G
o GLP1R

— Legend

View All Targets

(s e (Ao 15

Glucose levels

| Diabetes Enlmeile

Copyright SAL orits i All i

Exfracelhdar Eukaryclic Plasma hembrane Walidated Target Recombinant Molecule
btracelda o ProkaryolicMenkrane {Vial CelWal | TNF0 | Non Valiated Tergel Firacelldar Effect
| Eukryctc Nuciear Membrane ———» Posiive Effect Extracelliar Effect
! ———— gt et Relsted Canciton / Sympitom
: a 1 ']
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Experimental Pharmacology ‘Options Menu’2l Al 01l =

Convert Molar units to Grams

E-”—-ﬂl;EE)—l mOIar El-_?_lg gramS gi l:l'_:ljoﬂ Ejl G;E] Export Center

i?gﬂ Integrity Reports I

Mg aMs B 80 S0 By S Ey—
ul Coure ACawl

All Related
Information via

T3
n

Quick Search

Calculate
Mean /Median Yalues

Unify Parameter to
Mon-Log Forma

Unify Parameter to
Log Form

Convert Molar Units
to Grams

References

Patents

Printer Friendly
Format

[fm
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4. Others - Experimental Activity 27| &

*Results view change

Experimental Pharmacology Search Results 12345878510 [Next=][Last=>
Drug Name |Biomarkers Mechanism |Experimental (“harmacological Parameter

of Action  |Activity Activity
[" Olanzapine 5-HT24 5-HT1A Receptor G-Protein (receptor-linked) CHO Chinese [355]- EC-50 6.22 £ Ref. 23

Antagonists  agonism, IN activation, induction hamster ovary GTPgammaS 3.50 uM

Dopamine D2 VITRO cells transfected  binding aszay

Antagonists with human 5-HT1A

receptor

*SAR view change

Experimental Activity: Hierarchical view of Experimental Activity,

Pharmacological Activity: Peroxisome proliferator-activated PPARgamma receptor activation, induction Pharmacol Ogica| ACtIVIty, and Parameter.

Parameter: EC-50

Mechanism of
Action
PPARGamma COS monkey kidney
Agonists cells (5Y40-
transformed)
transfected with

0 0
@\ % N humian receptor
]
0 = a
N
1]

Drug Hame & Structure Material b Details

Transactivation assay

[T 273353 1. 300 utd
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