VCell Pathway Commons Tutorial

Using an external database
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To use the Pathways Commons database, click “Pathway Comm”.
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| wsort |

Open Web Link

Select only one object (e.q. species, reaction, simulation) to view fedit properties.

INECTED (astfh234)




: MHDEL:!:MDd_EIl MoVersion) (NoDate) -- VCell £.0 (bui

File View Server Tools Help

! Reaction Diagram | () Reactions | (7 Structures | () Species | 7 Molecuies | ) Observables

- Physiology
I ecton Diagram) K] O el |=| ®EASIax & o o i
. Reactions (0)
- Structures (1)
@, Species (0)
-2 Molecules (0)
... Observables (0)
Applications (0)
Parameters, Functions and Units
+- Pathway

vCell DB | BioModels.net| Pathway Comm | Sabio

= Search
eqgfr |[ Search ]

To search Pathway Commons, type under Search
and click “Search”.
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.
Object Properties | Problems (0 Errors, 0 Warnings) |

+4* Signaling by EGFR [Reactome, Homo sapiens]

Select only one object (e.q. species, reaction, simulation) to view fedit properties.

To filter your search, type under “Filter”
i I‘ and it will automatically search all names
sgnaing by E | zow within Pathway Commons.
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Search |

| Delete || Pathway Links + |

+4+ Signaling by EGFI [Reactome, Homo sapiens] I
.
T Object Properties | Problems (0 Errors, 0 Warnings) |

e —— e ——— ; = sl tion) to view fedit properties.

The green text tells you where the pathway comes from and
the red text tells you what species the pathway occurs in.
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Select only one object (e.q. species, reaction, simulation) to view fedit properties.

To learn more information about a pathway,
click the pathway and “Open Web Link”.
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- = C A [1 www.pathwaycommons.org/pc/record2.do?id=485564

"2 Apps For guick access, place your bookmarks here on the bookmarks bar. Import bockmarks now...

Find Pathways Find Molecules

PCI’rhWCI T e
C o mm O r] S Current filters: All Organisms, All Data

Sources. Set filters.

Your internet browser will open to the online Pathway
Commons database, where you can read resources about
Send us your feedback. Sign up for Pathway Commons a specific reactions, pathways and molecules within a
particular pathway.

Home | Data Sources ‘ Download | FAQ | Web Service | About

Data Source: Pathway: Signaling by EGFR

= Reactome, Release:
38 [20-5ep-11] Reviewed: Muthuswamy, S, Heldin, CH, 2008-02-28 15:20:51 more

Biochemical Reactions (5) || Catalysis Reactions (3] | | Sub-Pathways (5] | | Molecules (216)
eactome

Showing 1-5 of 5
Organism: - i i - i i - Reactome

= Homo sapiens

Synonyms:

= Epidermal Growth : . i i p-BY- Reactome
Factor Receptor
(EGFR) signaling

Reactome

Cytoscape:
@ View in Cytoscape

Links:

» catayzeo by EGF:EGFR dimer

4. EGF:EGFR — EGF:EGFR dimer Reactome
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| Delete || Pathway Links + |
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Select only one object (e.q. species, reaction, simulation) to view fedit properties.

To begin the process of importing a pathway, click
on a pathway and click “Preview”.
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To filter entities by
type, click “Type”.

Signaling by EGFR. [

| Delete || Pathway Links + | Search | i
|
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| Object Properties | Problems (0 Errors, 0 Warnings) | () Pathway Preview |
Signaling by EGFR v

Entity Name Type Impnrlzd?

Gab1:Grb2 binds to EGF:Phospho-EGFR biochemical reac...
Stabilisation of RAF by further phospharylation biochemical reac...

CBL binds to GRBE2 biochemical reac...

Sprouty lures cytosolic CBL away from EGFR biochemical reac...
Dephosphorylation of PAG by SHP2 biochemical reac...
AKT phosphorylates BAD biochemical reac...

= Filter IP3 binds to the IP3 receptor, opening the endoplasmic reticulum Ca2+ channel hiachemical reac...
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Signaling by EGFR. [
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Signaling by EGFR

Entity Mame

Type -~

CEL binds to GREZ

biochemical react. ..

! To search for a specific entity, type the name of the entity next to “Search”.
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| wsort |
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Open Web Link ]
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| ‘ Import « |

[ Preview ] [
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| Object Properties | Problems (0 Errors, 0 Warnings) | () Pathway Preview

signaling by EGFR

Entity Mame

To import specific entities, click the entities
and click “Import” > “Selected Only”.
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Search |CBL binds to

[ Preview
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To view imported pathways, double click
“Pathway” and click “Pathway Diagram”.

[ Group ][ Delete ][ Physiology Links - l Search |
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Select only one object {e.q. species, reaction, simulation) to view fedit properties.
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BioPAX Smmary | @W”T'! To reorganize pathways,
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Select only one object {e.q. species, reaction, simulation) to view fedit properties.
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To view information on a specific entity, click
on the entity and view “Object Properties”.
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Mame CBL_HUMAN (double-didk lookup)
Role(s) Participant

Comment FUNCTION: Participates in signal transduction in hematopoietic cells. ...
¥ref UMIPROT: ASKMPS
¥ref UMIPROT:PZ2681
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- Drag your cursor over all entities and release your cursor to finalize.
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Click “Physiology Links” > “Import into Physiology”.
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To add species to a pathway, click on a specific
species. Click “Pathway Links” > “Edit Pathway
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Edit pathway links by checking or unchecking the Link boxes,

Link

Entity Name

CBL:GREZ

CBL_HUMAN

I S Y
|

To link a species to an entity, check a box in the

“Link” column, next to the entity’s name.

| Show linked.nathuaentities ool

To finish linking a
species to a pathway,

click “Close”.

Signaling by EGFR. [
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B To begin importing an entire pathway, go to “Pathway Preview”
and clear “Search” of any text.

Tignanng Dy EGI

|
Entity Name | Type
|

Gab1:Grb2 binds to EGF:Phospho-EGFR biochemical reac...

Stabilisation of RAF by further phospharylation biochemical reac...
CBL binds to GRE2 biochemical reac...
Sprouty lures cytosolic CEL away from EGFR biochemical reac...
Dephosphorylation of PAG by SHP2 I biochemical reac...
AKT phosphorylates BAD I biochemical reac...

IP3 binds to the IP3 receptor, opening the endoplasmic ri:iculum Ca2+ channel biochemical reac...
|

~=! Filter o . i i
|signalir1g by E ’ d of 319 [ [k
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[ Preview | [ Import = ]
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To select all entities on a page, hit “ctrl+a”.

]
v |

| Object Properties | Problems (0 Errars, timm} | ) Pathway Preview

[ Preview

Signaling by EGFR

Entity Name
Gab1:Grb2 binds to EGF:Phospho-EGFR
Stabilisation of RAF by further phosphaorylation
CBL binds to GRE2
Sprouty lures cytosolic CBL away from EGFR
Dephosphorylation of PAG by SHP2
AKT phosphorylates BAD

3 binds to the IP3 receptor, opening the endoplasmic reticulum Ca2+ channel

Imported?
biochemical reac... ™|
biochemical reac. .. | a
biochemical reac...
biochemical reac...
biochemical reac...
biochemical reac...

biochemical reac...

fld d 1-2000f319 [ [pl

Search |:I To import entities, click “Import” > “Selected Only”. |_

Import =
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AT T RE- 1 dirner
P H H = BL (EGFR:CBL)
= Forkhead bax brans[ [ RIG1_HUMAN Jclecplasm] |TE=Fo

A
ase of ¢ From intrac L:active AKT T EGFR binds EGF ligand g e

F:p-6¥-EGFR EGFip-SY-EGFRIGREZ: fFoY-GABL SHP
Ulin ackivpbes
Activabed RAF] comples:MEKT o 3

2 _HUMAN

|
1_HUMARN

piE phoso EGFR kinase

s15REps15:Clathrin
rmakekramer

k-1:MEK 1

b1 phosphorylation b
aked TRks

[evkosal] oF
L [ F

E{ Adenvlate cyclase (MgZ+ cofackor) E P.N ted

- init

TORCZ comple:x = = lathrin-coated vesicles

PE4 phospharylates CREE [HUMA i

RAG:RAF 2, delta

: > £ 21ahB1
; recepktor fiospho-ERE-Z dimer
EGF:E = ake

BAD_HUMAR

51

lakes P erization of phospho-[Coc4z |4
FR:p-%¥371-CBL:CINGS: Endophilin: Epsin:Eps15R:E

If a pathway is extends to multiple pages, click the right
arrow icon to view the next page. Press “ctrl+a” on your
. keyboard and click “Import” > “Selected Only”.

walsignaling by EGFR [ 1

—=! Filter
|signalir1g byE

[ Preview

[ Group « ] [ Delete J [ Physiology Links I Sealch |
. 4

| Object Properties | Problems (0 Errors, 0 Warnings) | () Pathiay Preview
naling by EGFR

Entity Mame Type -~

EGF:Phospho-EGFR. complex

EGF:p-8'-EGFR.:p-Y371-CBL:CIN85:Endophilin:Epsin:Eps 15R.:Eps 15 complex

CAMP :PEA regulatory subunit complex
GREZ:Phospho-GAB1 complex
Adenylate cydase (Mg2+ cofactor] complex
RAS:RAF complex
DMA physical entity
. n N T =

4 4 201-3190f315f b§ M
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IOMODEL: BioModell (NoVersion) (NoDate) -- VCell 6.0 (build 3) e

File View Server Tools Help

> #’ Reaction Diagram

- Reactions (1)

E} Structures (1)

'-':"'_, Molecules (D)

.. Observables (0)
Applications (0)

Parameters, Functions and Units

= Pathway

> kdd Pathway Diagram

) Pathway Objects (369)
: BioPAX Summary

| vcell DB | BioModels.net | Pathway Comm | Sabio

=l Search

walsignaling by EGFR [ 1

¥ Pathway Diagram || ™) Pathway Objects ;

=l Filter

signaling by E

Open Web Link

)

| Click “Pathway Objects” to organize
the entities into list form

KA W & s st AHN REL o
&k Q Ww AR et W Bl S oan W

EGF:ip-A F1:5HP
: tgd‘iﬂq APZEL_HUMAMN
] sEAD T

el )
A0aM metalloprotease [plasma membrane]

SIM1 [cvkosol]
PR

4 | 1]

[ Group ] [ Delete ] [ Physiology Links - l Search

. 4
Object Properties | Problems {0 Errors, 0 Warnings) | £ Pathway Preview|

Select only one object {e.q. species, reaction, simulation) to view fedit properties.

[ Preview ] [

| 134.1MB | 272 [ T

| COMMECTED (astth234) |
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OMODEL: 'Mllndell [NoVersion) (NoDate) -- VCell 6.0 m_

File View Server Tools Help

E1- Physiology

> #* Reaction Diagram

- Reactions (1)

- Structures (1)

'@- Molecules (D)

.. Observables (0)
Applications (0)
Parameters, Functions and Units
- Pathway
> #r pathway Diagram

3] Pathway Objects (369)

i [Z| BioPAX Summary

Pathway Entity

Type

AKT phosphorylates p21Cip1 and p27Kip1

binchemical reaction

AKTS1_HUMAN

protein

IKKA_HUMAN

protein

Sprouty lures membrane-bound CEL aw...

binchemical reaction

Active AKT [plasma membrane]

protein

Phosphorylation of EGFR. by SRC kinase

binchemical reaction

THEM4_HUMAM

protein

EGF:p-0Y-EGFR:GREZ:p-5Y-GAB1:5HP2

complex

FDKL:AKT:PIP3

complex

Phospho-AKT [plasma membrane]

protein

AKT phosphorylates IKKalpha

binchemical reaction

CBL binds and ubiquitinates phospharyl...

binchemical reaction

| vcell DB | BioModels.net | Pathway Comm | Sabio

~= Search
|egﬁ |[ Search ]

MEK1:ERK-1

complex

IP3 receptor [endoplasmic reticulum me. ..

physical entity

-

i4

4 201-3190f319 b M

| Group - ‘ | Delete ‘ | Physiology Links - | Search |

Signaling by EGFR. [

Object Properties | Problems (0 Errors, 0 Warnings) | () Pathway Preview |

Select pnly one object (e.q. species, reaction, simulation) to view fedit properties.

Click a Pathway Object to find
more Object Properties

—=! Filter
|signalir1g byE

| wsot |

[ Preview ] [ Open Web Link ]

ECTED (astth234)




OMODEL: EiD!ﬂDdEll [NoVersion) (NoDate) -- VCell 6.0 {bljﬂﬂ?_

File View Server Tools Help

Linked Physiclogy Objects

Pathway Entity
Reaction;CEL_binds_to_GREB2_cl;

CEL binds to GRE2 biochemical reaction
CBL binds and ubiquitinates phosphoryla. .. (biochemical reaction

> #* Reaction Diagram

- Reactions (1)

- Structures (1)

- species (4)

-2 Molecules (0)

.. Observables (0)
Applications (0)

Parameters, Functions and Units
- Pathway

> #r pathway Diagram

3] Pathway Objects (369)

i [Z| BioPAX Summary

| vcell DB | BioModels.net | Pathway Comm | Sabio

~=! Search
et |

[j Use “Search” to find a specific

pathway entity, type in the name -m—’-bl Search | CBL binds

-‘;.
of the object next to “Search”.
T —

Select only one object {e.q. species, reaction, simulation) to view fedit properties.

rnings) | 0 Pathway F‘re'u'iew|

—=! Filter
|signalir1g byE

[ Preview




ODEL: BioModel1 (NoVersion) (NoDate) - VCell 6.0 (il 3) - —

File View Server Tools Help

BioModell
= Physiology
> #* Reaction Diagram
- Reactions (1)
- Structures (1)

>@- Molecules (D)
:

To select all pathway
entities on a page,
press “ctrl+a”

) Fathway Ubjects [569)

‘- [#] BioPAX Summary

| vcell DB | BioModels.net | Pathway Comm | Sabio

~= Search
|egﬁ

=

S

CBL:SPRY1/2

Gab1:Grb2 binds to EGF:Phospho-EGFR

Stabilisation of RAF by further phospha...

Protein kinase C (alpha, gamma, delta) ...

CBL binds to GRB2
MEKZ:

Sprouty lures cytosolic CBL away from ...

GR. ABL:PIK3IR1
TRIB3_HUMAN
Active AKT [cytosal]
Beta-Pix
C4_HUMAN
L4A1_HUMAN

complex

biochemical reaction
biochemical reaction
protein

biochemical reaction Reaction:CBL_hinds_to_GRB2_c0;
complex

biochemical reaction
complex

protein

protein

complex

protein

protein

4 4 1-2000f319 [ [k

e =

-~

Signaling by EGFR. [

[Gow~ | [k | [ Physoogyiis~ | | search |

il

Object Properties | Problems (0 Errors, *wm} | © pathway Preview|

Select only one ob]'ect {e.g. species, re#’oni simulatinni to view‘edi t properties.,

To import pathway entities
into your physiology, click
“Physiology Links” > “Import
into Physiology...”

—=! Filter
|s.ignaling byE




MODEL: B.lﬁﬂndeu [NoVersion) (MoDate) -- VCell E.UTM_

File View Server Tools Help

> #* Reaction Diagram
- Reactions (1) complex -
, @, Structures (1) CDCa20 I(III'I'IPIEH—I— EI

, ) Species (4) ( biochemical reaction
-2 Molecules (0) ' : '
... Observables {0) @ Warning: -
Applications (0)
Parameters, Functions and WUy y_h‘
= Pathway ._
.. > pathway Diagram Reaction: 'CBL binds to GRB2' =>

(@) Pathway Objects (369 == 'CBL_binds_to_GRB2_c0'

BioPAX Summary Species: 'CBL_HUMAN' =>
=> 'CBL_HUMAN_c0'

The following pathway object{s) have been associated with object(s) in the physiology modek

Species: 'GRB2' ==
=> 'GRB2_c0'
| VCell DB | BioModels.net | Pathway G =>'s3'

=1 Search Species: 'CBI:GRBZ' == 0of313 b [l
|egfr == 'CBL_GRB2_c0D'

They will NOT be converted to the physiology model. :I

Signaling by EGFR. [

[ o ]
I

VCell will automatically notify you if anything you have selected to
import into your physiology has already been imported. Click “OK’.

—=! Filter
|signalir1g byE

[ Preview

MECTED (astfh234)




OMODEL: ETD1I|DdE|1 [NoVersion) (NoDate) -- VCell 6.0 {buﬂﬂ'?!'—'

File View Server Tools Help

> #* Reaction Diagram
- Reactions (1)

- Structures (1)

- species (4)

-2 Molecules (0)

R

= Ea H

-

keyboard to finalize.

i Path

@ Import into Physiclogy

Cihiscts

Interaction Type

Entity Type

3
g
E’ i
3

Gab1:Grb...|Conver...|Gab1:Grb2 bin... |biochemical r..

Gabi_...

Gab1:Grb...|Reactant [GRE2:GAB1:PIP3 |complex

GREZ_...

Paral any black text, type in a value and press “Enter” on your

—feniten. Sesieer BESwnf BOSR vnew

EGF_p...

complex

EGF_p...

yl... [small molecule

_1 pho...

Stabilis. ..

I small molecule

ATP_ci)

@8] Fathway Ubjects [569)
i [Z| BioPAX Summary

| vcell DB | BioModels.net | Pathway Comm | Sabio

~= Search
|egﬁ |[ Search ]

Stabilisati... |Reactant |RAS:RAF: 14-3-3 |complex

RAS R...

Stabilisati... [Product |Activated RAF... |complex

[SPRN IS Y N (TS e e e e e

Activat...

[~ O e

Dol vmd ATND el 1 L

£}

plalaalaalala sz

&y

l4 4 1-2000f330 [

Signaling by EGFR. [

—=! Filter
|signalir1g byE

)L

T = T

Object Properties

[ Preview

E! To finish importing a pathway into your physiology, click “OK”.

Select only one object (e.q. speces, reaction, simulation) to view /edit properties.
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OMODEL: BioModel1 [MaVersion) (NoDate) -- YCell 5.0 (build 3) E——

File View Server Tools Help

BioModell

= Physiology

- $* Reaction Diagram
- Reactions (71)
2 Structures (1) The following pathway object{s) have been coverted in the physiclogy model:

. Species (175)
- © Molecules (0) Species:  'CBL_SPRY1_2_c0'

~ () Observables (0) Spedies:  'CDC42_GTP_c0'
Applications (D)
Para I'I'IEtEI'S, Functions and Units 'Ga hl_GI‘h2_h-II'HiS_tD_EGF_PI'HJSPhD_EGFR_(ﬂr
- Pathway
> #r pathway Diagram
, f_'j Pathway Objects (369) i 'Protein_kinase_C__alpha__gamma__delta___ cytosol__c0'
i [Z| BioPAX Summary

'Stabilisation_of RAF_by_further_phosphorylation_unidentified"

'"MEK2_ERK_2_c0'

'Sprouty_lures_cytosolic_CBL_away_from_EGFR_c0'

'GRE2_GAB1_PIK3R1_c0'
| vcell DB | BioModels.net | Pathway Comm

~= Search
|egﬁ

"TRIB3_HUMAN_cD'

4 1-2000f319 [ [k
| E i ‘Active_AKT__ cytosol__cD'

walsignaling by EGFR [ i 'CBL_Beta_Pic_c0'

'"KCC4_HUMAN_cO'

NRAA1_HUMAN_c0' VCell will automatically notify you of what species
'Dephosphorylation_of_PAG) and reactions have been successfully imported
'PHLP1_HUMAN_c0' into your physiology model. Click “OK”.

'AKT_phosphorylates_BAD cD'

on_factor nucleoplasm__ D'

—=! Filter
|signalir1g byE

[ Preview




— '-'
DMODEL: BioMadel1 (NoVersion) {NoDate) -- VCell 6.0 [build 3) s

File View Server Tools Help

BioModell
C1- Physiology
- Reactions (71)
- Structures (1)
- Spedies (175)
- Molecules (0)
.. Observables (0)
Applications (0)
Parameters, Functions and Units
- Pathway
> #r pathway Diagram
- Pathway Objects (369)
BioPAX Summary

| vcell DB | BioModels.net | Pathway Comm | Sabio

~= Search
|egﬁ |[ Search ]

walsignaling by EGFR [ 1

—=! Filter
|signalir1g byE

[ Preview

! To view reactions in list

+» Reaction Diagram @. Reactions

form, click “Reactions”.

yt tPﬂ_ s%s  HA e

Delete Pathway Links +
.

Object Properties | Problems {0 Errors, 0 Warnings) | £ Pathway Preuiew|

Select only one object {e.q. species, reaction, simulation) to view fedit properties.
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File View Server Tools Help

/- Physiology
> #’ Reaction Diagram
‘::-‘ ATP_c0 +MNR4A1 HUMAN_c0 -= ADP_c0 + NR4A1_HUMAN 0
e St""'ft“""—"‘ (1) KS6B2_HUMAN _c0 + ATP_c -> KS682_HUMAN_c0 + ADP_c0
g ﬂ;::h[sli:: ATP_cO + Forkhead_box_transcription_factor__nudeoplasm__c0 - Phospho_Forkhead_box_transcription_factor__nudeoplasm__c0 + ADP_ 3
) Observables (0) BAD_HUMAN_c0 + ATP_ci -> BAD_HUMAN_c0 + ADP_c0
£ Applications (1) ATP_c0 + CREB1_HUMAN_cD -> CREB1_HUMAN_cO + ADP_c0

GSK3_ cytosol_ o +ATP o0 -> p_59_21 GSK3_ cytosol_ cD + ADP_c0
MDMZ_HUMAM ¢ + ATP_c -= MDM2_HUMAN 0 + ADP_cO
ATP_c0 + AKTS1_HUMAN 0 -> ADP_c0 + AKTS1_HUMAN_c0
Tuberin_c0 + ATP_c0 -= ADP_c0 + Tuberin_c0

| :f» Reaction Diagram | 2 Reactions | ) Structures | ) Spedes | 7 Molecules | ) Observables

@ Parameter Estimation
Parameters, Functions and Units
[+ Pathway F
¥ [i To view a reaction’s kinetic type and forward and reverse rate

vCell DB | BioModels.net | Pathway Comm . . . . .
| | constants, click a reaction and view “Object Properties”.

—=| Search 1
|egﬁ |[ Search ]

walsignaling by EGFR [ 1

Problems (0 Errors, 0 Warnings) | 9 Pathway Preuiew|

Reaction Mame |AKT_phosphorylates_TSC2__ inhibiting_it_c0 |

Kinetic Type [Mass Action [pM/s] (recormmended for stochastic application) - ] [ Convert to [molecules.s-1] ]

Mame Description Global Expressic Units I
reaction rate (RF- Tuberin o0 - ATR ¢ - Kr- ADRP o0 - Tuberin_ o0 ) pM.s-t
forward rate constant 1.0 g1, M-t

reverse rate constant 0.1 5 i,uM-t

Tuberin_c0 Species Concentration Variable pM

ATP _cO Species Concentration Variable pM

—=! Filter
|signalir1g byE

ADP _cO Species Concentration Variable pM

[ Preview Annotation and Pathway Links

ECTED (astth234) -EEEEH' 239, 2MB




OMODEL: ETD1I|DdE|1 [NoVersion) (NoDate) -- VCell 6.0 {buﬂﬂ'?!'—'

File View Server Tools Help

> #* Reaction Diagram
- Reactions (71)

- Structures (1)

- Spedies (175)
- Molecules (0)
.. Observables (0)

Pathway Objects (3 To create a new deterministic application, click
BioPAX Si “ . . ” “ ” «“ 2 R HPR
OTRRAImMmEAN 1 “ppplications” > “Add New” > “Deterministic”.

| vcell DB | BioModels.net | Pathway Comm | Sabio

~= Search
|egﬁ |[ Search ]

Signaling by EGFR. [

—=! Filter

|! Add New || Delete | | Mare Copy Actions w | Search |

Object Properties | Problems {0 Errors, 0 Warnings) | £ Pathway F‘re'u'iew|

|signalir1g byE

[ Preview

Select only one object {e.q. species, reaction, simulation) to view fedit properties.
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OMODEL: EiD!ﬂDdEll [NoVersion) (NoDate) -- VCell 6.0 {bljﬂﬂ?_

File View Server Tools Help

] BioModel1 Protocols | #2 simulations | | Parameter Estimation |
£ Physiology —
> #* Reaction Diagram
- Reactions (71)
- Structures (1) feL_Human_co
8 Spedes (175) frez_0
- Molecules (0) e
... Observables (0)
- Applications (1)

To specify conditions for
species, double click the new
application and click
“Specifications” > “Species”.

DLOCOIS

| 5_trisphosphate_cO

- _q{(-’ Simulations ATP_c0
i @ Parameter Estimation RAS_RAF_14_3_3_CD
Parameters, Functions and Units

Mt

Activated_RAF1_complex_cd
ADP_c0

unidentified_protein_tyrosine_kinase_c0

| vcell DB | BioModels.net | Pathway Comm | Sabio

HIHIHHIHIHHIHH{

- Search 5PYZ_HUMAN_c0
|egﬁ |[ Search ]

Search |

Signaling by EGFR. [

-
Object Properties | Problems {0 Errors, 0 Warnings) | £ Pathway F‘re'u'iew|

Select only one object {e.q. species, reaction, simulation) to view fedit properties.

—=! Filter
|signalir1g byE

[ Preview




> #* Reaction Diagram
- Reactions (71)
- Structures (1)
- Spedies (175)
- Molecules (0)
.. Observables (0)

iy 113

To select all species on
a page, press “ctrl+a”
on your keyboard.

|ﬁ: Parameter Estimation
Parameters, Functions and Units

-, Geometry | 4° Specifications | protocols | #2 Simulations | [ Parameter Estmation |

Spedes | Reaction | Network

| vcell DB | BioModels.net | Pathway Comm | Sabio

~= Search
|egﬁ |[ Search ]

Signaling by EGFR. [

—=! Filter
|s.ignaling byE

=)

T
—

CBL_HUMAN_cD
GREZ_c
CBL_GRBZ_c0

[~
Ll

GREZ_GAB1 PIP3
EGF_p_&Y_EGFR_c0

_1 phosphatidyl_1D_myo_inositol_3_4 5_trisphosphate_c0

RAS_RAF_14 3 3 0

Activated RAF1_complex_cd
ADP_c0

unidentified_protein_tyrosine_kinase_c0

..uF"I"'" _HUMAN_cO

El

HW

[ Preview

Object Properties | Problems {0 Errors, 0 Warnings) | () Pathway Preview

selectorly one of TO Simultaneously give multiple species the
same initial condition, right click on
selected species and hover your cursor over
“Initial Condition”. Type a value and press
“Enter” on your keyboard to finalize. For
this tutorial, the value “1” was used.
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OMODEL: BioModel1 [MaVersion) (NoDate) -- YCell 5.0 (build 3) E——

File View Server Tools Help

7 Structures (1)

- () Species (175)
f:} Molecules (0}
) Observables (0)

= Applications (1)

Parameters and Functions | Predefined Constants and Math Functions | Model Unit System

vCell DB | BioModls.net | Pathway Comm | Sahin

To view parameters and
functions, click “Parameters,
Functions and Units”.

Defined In: [ | Global Reactions and Rules Applications Type: Parameters || Functions

Defined In:

Mode! / Reaction(CBL_binds_to_(RE2_c0)

forward rate constant =

Mode! / Reaction(CBL_binds_to_dRB2_c0)

reverse rate cnnsEnt@

Model / Reaction{Gab1_Grb 2_I:uinIs_b:u_EGF_Phu:usphD_EGFR_::IZI]I

forward rate constant

Madel I."F‘.Ea|:1:i|::u|'|l[IGa|::u1_I13r|::?__t:uinIs_b::n_EIGF_Pl'urc:us|:|I'u::u_EIGFR_E[ZI}I

reverse rate constant

Model ,"Reacﬁu:un(Stal:uiIisaﬁu:un_u:ufll.ﬁ.F_I:uy'_ﬁ_lrﬁ'uerJ:uhu:usphu:urylaﬁnn_unidenﬁﬁed]l

forward rate constant

Model ||rREEEﬁDI‘l{513bi|iSaﬁﬂI'|_DfIQ.ﬁ.F_by_furﬂ‘lEFJ:lhDSp|‘|Dr'5.|'|aﬁDI'|_LJI'|idEI'|ﬁﬁEd}I

reverse rate constant

Model / Reacﬁu:un(5|:|ru:uutg.-'_lures_be:usnliu:_CBL_away_fru:um_EGFR_u:D]l

forward rate constant

Model / F‘.eau:ﬁnn{S|:|rnuty'_lures_be:nsnliu:_CBL_away'_frnm_EGFF‘._cD}l

reverse rate constant

Model / Reaction [DEpl'u:usphu:urylail:un_u:uf_F‘AG_l:uy_SHF‘Z_EIZI]I

forward rate constant

Model [ F‘.eau:ﬁnn{DEphnsphnrylatl:n_nf_PAG_by_SHPz_cD}

reverse rate constant

Model / Reaction{AKT_phosphoryietes BAD_cO)

Mndal /| Reartinnl KT nh - . 7
| Check off the boxes next to “Defined In:” and
I “Type:” to narrow your search.

forward rate constant

reveres rate ronetant

F

I1-zuu of318 b Bl

Add Mew Global Parameter ] Delete Global Parameter(s) Search |

il

Object Properties | Problems {0 Errors, 0 Warnings) | £ Pathway Preuiew|

—=! Filter

|signalir1g byE

[ Preview

Select only one object {e.q. species, reaction, simulation) to view fedit properties.




OMODEL: ETD1I|DdE|1 [NoVersion) (NoDate) -- VCell 6.0 {buﬂﬂ'?!'—'

File View Server Tools Help

7 Structures (1)

- () Species (175)
".E:} Molecules (0}
) Observables (0)

= Applications (1)

| Parameter Estimation
= Pathway
#» pathway Diagram
- Pathway Objects (369)
BioPAX Summary

Parameters and Functions | predefined Constants and Math Functions | Model Unit System

il
| vcell DB | BioModels.net | Pathway Comm | Sabio

~= Search
|egﬁ |[ Search ]

Defined In: Global Reactions and Rules Applications

Type: [J|Parameters [ | Functions

Defined In:

Mame

Model f Reaction(CBL_hinds_to_GRB2_c)

Kf

forward rate constant =

Model f Reaction{Gab1_Grb2_binds_to_EGF_Phospho_ EGFR_ci)

kf

forward rate constant| =

Model / Reaction{Stabilisation_of RAF by further_phosphorylation_unidentified)

kf

forward rate constant —

Model / Reaction{Sprouty_lures_cytosolic_CBL_away_from_EGFR._ci)

kf

forward rate constant

Model [ Reaction{Dephosphorylation_of PAG_by_SHPZ_cO)

kf

forward rate constant

Model f Reaction{AKT_phosphorylates BAD_c0O)

Kf

forward rate constant

Model / Reaction(Transient_dissociation_of 14 3 3_upon_Ras_binding_c0)

kf

forward rate constant

Model f Reaction{IP3_binds_to_the IP3 receptor opening_the endoplasmic_retic)

kf

forward rate constant

Model / Reaction{(EGFR_activates_FLC_gammal_by_phosphorylation_EGF_p_&Y¥_EGFR_F)

kf

forward rate constant

Model [ Reaction{AKT_phosphorylates_PRAS40_cO)

kf

forward rate constant

Model / Reaction{CBL_mediated_ubiquitination_of CINS5_EGF_p &Y _EGFR_p_Y¥371_CE)

Kf

forward rate constant

Mndel ! ReartinnlTnhihitinn af GRE? he calmodolin onbnoses o0
m |

Kf

frrward rate ronatant

F

Signaling by EGFR. [

—=! Filter
|signalir1g byE

[ Preview

[ Add Mew Global Parameter ] | Delete Global Parameter(s) | ISearch |kf

. 4
Object Properties | Problems {0 Errors, 0 Warnings) | £ Pathway F‘re'u'iew| 1

Select onl bject orm .
Seet ey an= onE {1 To search for a specific name, type in a name next to “Search”. I




ODEL: 31%[,([&.71 WEW

File View Server Tools Help

7 Structures (1)
-7 Species (175)
2 Molecules (0)
. - Observables (0)
EI Applicaﬁnns (1)
L =n "'f# Applicationd

To select all constants on
a page, press “ctrl+a”.
& Pathway

#» pathway Diagram
- [T Pathway Objects (369)

-

Parameters and Functions | Predefined Constants and Math Functions I Model Unit Svsta'n|

Defined In: Global Reactions and Rules Applications Type: Parameters

m-—
i forward rate constant &8

Kt
Kt forward rate ccm.,t.:nt

Functions

Madel / Rea I:||Ilsahr:|r1_r:|’r_F._:5.F_I:|y_11Jrﬁ'1v.=_-r _phns;hnrylatcm_unidenﬁﬁed]
Madel / Reaction(Sprouty_lures_cytosolic_CBL_away_from_EGFR_c0) forward rate constant
Model [ Reaction(Dephosphorylation_of PAG_by SHPZ2_c0) forward rate constant
Model / Reaction(AKT_phosphorylates_BAD_c0) Kf forward rate constant
Model / Re

Madel / Rea

ction(s forward rate ccm.,t.:nt

action(Transient_dissodation_of 14 3 3 upon_Ras_binding_c0) Kt forward rate constant
ction(IP3_binds_to_the IP3

_receptor forward rate constant
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