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e The Clinical Knowledgebase (CKB) This button brings you to a
the home page . Powered by Genomenon clickable dlsplay of the genes This button brings you
available in CKB BOOST™., to a list of associated

CKB is a dynamic digital resource for interpreting complex cancer genomic profiles. Join thousands of clinicians and CKB help documents

researchers across the globe, saving time and finding valuable information that connects cancer variants to therapies
and clinical trials.

Basic Search
Request Content @

Explore by Gene

Explore by Variant
P Y News

CKB BOOST™ can be searched
on through gene, gene variant, Oct 14, 2024 - Attention CKB
drug class, drug, and tumor type. Explore by Drug CORE users, it's time for the update

Additional advanced searches to the CORE gene list! This quarter
includ itz el h d Explore by Indication/Tumor Type we are highlighting the tumor
Include clinical trial search an suppressor genes. If you have any

evidence search. questions or comments, please don't

Advanced Search hesitate to reach out to us
at ckbsupport@genomenon.com.

Explore by DrugClass

Thank you for the continued support
of CKB!

Clinical Trial Search

Evidence Search

May 8, 2024 - Genomenon acquires
CKB! CKB is now part of
Genomenon, unlocking
unprecedented insights into the
genome. Read the full
announcement here.
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Basic Search

Explore by Gene

Explore by Variant

Explore by DrugClass
Explore by Drug

Explore by Indication/Tumor Type

Advanced Search
Clinical Trial Search

Evidence Search

* Clicking on the “Explore by Gene” button will bring you to a page where you can search for content
related to all the genes in CKB.

* Clicking on the “Genes” link in the toolbar will bring you to a clickable list of genes with available
content.



Explore By Gene

MNews Genes Drug Clazsas About Terms of Use - Hr-|p - ;

Find by Gana

* Start '.'”Jir'.'_] a geng name o di=|_'|d',l Qeng.
+ Select one gene and click "Submit’ to go to the next page.

* O seanch fora gens wia [ CGene Grd

Gene Symbol

BR

ABR | MDB

ACTE | BRWS1 | FS1TPIEF1

BACAT | BRCAI | BRCCT | BROVCAT | FANCS | IRIS | PNCAL | PPPIRS2 | PSCF | RMFS3E

BRAF | B-raf | B-RAF1 | BRAF1 | NS7 | RAFB1
BRCAZ | BRCCZ | BROVCAZ | FACD | FAD | FADA | FANCD | FANCDT | GLM3 | PNCAZ | XRCC11

BROTI BRD& | CTY | SPGF21
ZFP35LY | Berg2é | BRF1 1 <MGT | ERF-1 1ERFT | RNIF162B | TIST18

AP A PP ) PR A g | L I A e i A L LT I s s L

BRAF | B-raf | B-RAF1 | BRAF1 | N57 | RAFB1
Gene Description:

BRAF, serine/threonine-protein kinase B-raf, is a member of the Raf family of serinefthreanine protein kinases, which signals through tha MAF kinase pathway to regulate cell proliferation and cell growth (PMID:
24737949, PMID: 29540830). BRAF mutations and fusions have been identified in a variety of cancers, including, colorecta’ (PMID: 30122982), lung (PMID: 29723495), thyroid (PMID: 12570315), and melanoma
(PMID: 24737949), and a rumber of mutations have alse been demanstrated to confer drug resistance (PMID: 27478040)

Typing in the search box will trigger a drop-down list of genes. Genes in CKB are given HGNC approved names, but

associated synonyms are also available for searching. Click on the desired gene name to select for searching. This will
bring you to the “Gene Detail Page” for the selected gene.
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*  The header of the page contains data relevant to the gene, as well as a link out to the NCBI Gene page (Entrez ID), chromosom e and map location, the canonical
transcript, and its role in cancer. There are also visuals for types of variant protein effects and variant impact for the se lected gene.
* Below, there are 4 tabs related to different areas of content:
* The ‘Gene Variants  tab lists all annotated gene variants associated with the selected gene.
*  The ‘Category Variants’ tab lists all annotated category variants associated with the selected gene.
*  The ‘Molecular Profiles’ tab contains all molecular profiles (which contain one or more gene variants) associated with the selected gene.
* The ‘Gene Level’ Evidence tab lists all annotated evidence associated with the selected gene.
* All pages also incorporate filtering and sorting capability to enable easy content searching.



Explore By Gene

Gene Variant Tab You can filter on any relevant text here.

In this example, we’ve filtered on 600,
/ which will restrict the display to
variants containing “600”

Gere Yarisnts (E0) Category Varisnts (EE) Moleculsr Profles ELE) Gene Leve! Evidence EE0D

\ Fihesing and Saming

Filter rows: 400

Showing 110 25 of 25 entries (fftered from 281 total entries)
. Variants associated
Anrpriated
with drug with drug resistance
Wariant Irmpaet Protein EHect Variant Description Resistance ) Ny - i
will have "Y” in this
column.
|
s gamed fumgton - aredeted BRAF L5174V Lt within tha protein knase dermain of the Beaf protein (UniPretaigl. L3914V o predicted 1o besd o o gair of Beaf Turtion o indscated ¥ /
by maderate nerakis of Mak snd Erfk phodphandatan in culturs, snhancad demarratesn when axprasied in o wik BRAF VA00E, and i aisocuned
with resistance 1o Raf inkibitors (PMID: 29880583
m FIEEEN g PP BRAF T52%1 is a gateloeoper mutation that lies withen the protein kinase domain of the Braf protein (PMID: 2053841E). T5E29 has beon demonstrated ¥
to confer resistance 1o Raf inhibitors in the context of BRAF VADOE (PMID: 20538418, but has not been biochemically characterized ano therefors,
its effect on Braf peotein function & unknown (PubMesd, Dec 2020)
D564_TSHdup duplication gan of function BRAF D594 _T5%dup (a0 referred to as T599_VEDDinsDFGLAT) resul®s in the irsertion of six amino acids in the protein kinsse domwain of the Bral
protein batween aming acics 579 and 800 (LiniProtorgl BRAF DE94_T5%cup results in inoessed oolory formaticn and downatrean Mak and Erk
actiration in cultured cally (PMID: 17297294)
m [yttt i EY loas of hanction - prodicted BRAF G58R kit withir the protein kinase domain of the Bral grotein, withn the DFG metif (PMID: 19735675) G596R redults i impained Braf kinase
activity and decreased Mok and Erk phesphorylation, including in the prosence of BRAF V0OE, is not transforming in culture and does not promote
tumor formation bn mouse medels, bt resulis i sctivetion of B in the presence of CEAMF (P8O0 T9TISATE PRID: 2AETEIT 15, however, in another
study demonatrates simdar cell peoliferation and vability levels to wild-type Braf (PMID: 25533785), and is predicted 1o confer a loss of function to
tha Braf prodein
missenss loss of function BRAF T5%% lies within the protein kinase domain of the Braf protein UniProtongl. TS%9A does not result in increassd MEK or ERE. phosphonyglation
ardd does not transsctivate CRAF (PRI Z2504007), and demonstrates decreased transformation sbility compared to wild-type Braf in coll culture
[PMID: 29533785) | |
]

The Gene Variant tab lists gene variants for the selected gene, their impact on the protein (corresponding to variant
type), their effect on the intrinsic activity of the protein, and an annotated description. Links in blue will navigate to
outside content. Content can be sorted or filtered. Clicking on the blue “gene variant” buttons will bring you to the
Gene Variant Detail Page.



Explore By Gene

Gene Variants m Category Variants m Malecular Profiles Gene Level Evidence m

\ . Filtering and Sorting @
Category Variants Tab

Filter rows:
Showing 1 to 32 of 32 entries
Associated
with drug
Wariant Impact Protein Effect Variant Description Resistance
unknown gain of function BRAF Class 1 variants are BRAF variants that activate BRAF and downstream signaling in a dimerindependent, RAS-independent manner (PMID:
28783719, PMID: 24343582),
unknown gain of function BRAF Class 2 variants are BRAF variants that activate BRAF and downstream signaling in a dimer-dependent, RAS-indapendent manner (PMID:
28783719, PMID: 24343582).
m unknown loss of funiction BRAF Class 3 variants are BRAF variants that demonstrate low or no BRAF kinase activity, but activate dewnstream signaling through CRAF
activation, in a dimer-dependent, RAS-dependent manner (FMID: 28783719).
missense unknawn BRAF T241X indicates any Braf missense mutation that results in replacement of the threonineg (T) at amine acid 241 by a different amino acid.
Q57X missense unknown BRAF Q257X indicates any Braf missense mutation that results in replacement of the glutamine (Q) at amino acid 257 by a different amino acid.
PI&TX rrissense unknawn BRAF P34TX indicates any Braf missense mutation that results in replacement of the proline (P] at amine acid 347 by a different amine acid.
PAOEfs frarmeshift lass of function - prr:dic‘bcl:l BRAF P403fs results in a dﬂan.g-c in the aming acsd SECUeTICR of the Braf protein hl:ginning at aa 403 of ?45&, |il|:|:||}l rcsuhing in premature truncation

of the functional pratein (UniProt.arg). Due to the loss of the pratein kinase domain (UniProt.org), P4031s is predicted to lead 1o a loas of Braf
protein function,

RA&ZX missense unkrawn BRAF R442X indicates any Braf missense mutation that results in replacement of the arginine (R) at amino acid 462 by a different amino acid.

The Category Variants tab displays all category variants associated with the selected gene. Category variants can be classified as functional and/or
positional. Functional category variants include act mut and inact mut. Examples of positional variants include exon, codon, and short form
frameshifts. Category variants can include member variants and can be used to identify relevant efficacy evidence. For more information about
category variants, click here.



https://ckbhome.jax.org/about/categoryVariants

Explore By Gene

Showing 1 to 383 of 383 entries

Gene Variants @

Molecular Profile

Category Variants 9

Molecular Profiles €CE)

Protein Effect

N

Gene Level Evidence @

Molecular Profile Tab

Treatment Approaches

Filter rows:

Filtering and Sorting @
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MEK2 Inhibitor

MEK2 Inhibitor
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MEK2 Inhibitor

MEK2 Inhibitor

MEK2 Inhibitor
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LY3009120

LY3009120
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The Molecular Profile tab displays all molecular profiles associated with the selected gene, which can contain one or more gene variants. If
appropriate, any related treatment approaches are listed. Treatment approaches are either Drug Classes or individual Therapies that have been
assigned to variants based on evidence from the literature. Clicking on these buttons will bring you to the “Profile Treatment Approach Detail”

page.
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The Gene Level Evidence tab displays all annotated evidence associated with gene variants in the selected gene. Links
in blue go out to PubMed for the associated references.
There are multiple ‘Evidence Types’ . The majority are “Actionable”, meaning there is an association between a gene variant and therapy.

Other evidence types are :“Prognostic” (variant association with disease outcome), “Diagnostic” (variant association with disease
diagnosis), “Risk Factor” (germline variant association with risk of disease onset), and “Emerging” (variant as a potential therapeutic target).

The last two columns of the ‘Gene Level Evidence’ tab includes the evidence level and inferred tier for the evidence annotation based on
the AMP/CAP/ASCO guidelines for somatic variant reporting. The corresponding molecular profile is inferred based on the specific
annotation but could have a higher inferred tier depending on the evidence.
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Basic Search

Explore by Gene

- Explore by Variant

Explore by DrugClass

Explore by Drug

Explore by Indication/Tumaor Type

Advanced Search
Clinical Trnal Search

Evidence Search

* Clicking on the “Explore by Variant” button will bring you to a page where you can search for content
related to a gene variant.




Explore By Gene Variant

Find by Gene Variant

# Start typing a gene variant name to display gene variant.
+ Select one gene variant and click “Submit’ to go to the next page.

Gene Variant
HI.‘arr |'-.-|"‘: Il"| to select one or more vanants

BRAF VE00E

BRAF V&00E (gain of function)

BRAF VS0OE/K (gain of function)

BRAF V500E (gain of function)
Gene Description:

BRAF, serine/threonine-protein kinase B-raf, is a member of the Raf family of serine/threonine protein kinases, which signals through the MAP kinase pathway to regulate cell proliferation and cell growth
(PMID: 24737949, PMID: 29540830). BRAF mutations and fusions have been identified in a variety of cancers, including, colorectal (PMID: 30122982}, lung (PMID: 29729495), thyroid (PMID: 12970315),
and melanoma (PMID: 2473794%), and a number of mutations have also been demonstrated to confer drug resistance (PMID: 27478040).

Gene Variant Description:

BRAF VS00E (previously reported as V599E) lies within the activation segment of the kinase domain of the Braf protein (PMID: 15035987). VA0OE confers a gain of function to the Braf protein as
demenstrated by increased Braf kinase activity, downstream signaling, and the ability to transform cells in culture (PMID: 15035987, PMID: 29533785).

Typing in the search box will trigger a drop-down list of gene variants. Gene variants in CKB follow HGVS

nomenclature. Click on the desired gene variant to select for searching. This will bring you to the “Molecular Profile
Detail Page” for the selected gene variant.
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& BOOST

Molecular Profile Detail

Gene Variant Description
Profle Name SRAF V600E

Gene Variant Detai BRAF VB00E (gain of furction) /

BRAF VOOOE (previously reported & VSS0E) es within the ectivation segment of
- the kinase domain of the Braf prote:n (PMID: 15035987). VE0OE confers a gan of
Relevant Treatment Approaches BRAF Inhibitor  fLretion 1o the Brat protein a3 demonstrated by creased Drof kinase activity,  w (Pan)
donrstosan signading, and the abiity 1o transform calls in cultues (PVID
16035987, PMID: 29633785%)

Filteding and Sortng O

Filter rows
Showing 1 to 323 of 323 entries
Relevant
Molecular Indication/Tumor Treatment
Profile Type Response Type Approaches Therapy Name Approval Status Evidence Type Efficacy Evidence References
colorectsl cancer senstive BRAF Inhibitor FOA aporoved - On Actonable In a Phase Il BEACON CRC) trnal that supported FDA approval, denal
Comgpanion Braftow (encoradenib) and Erb@tux [cetuwamab) comb nation treatment
SAANN
Diagncstic (n=113) resulted i improved median overal survivel (£.4 v3 5.4 months, 31566 X%

HR=0.60, p<0.001), confirmed response rate (20% vs 2%, p<0.001), and
median progeession-free survival (4.2 vs 1.5 months, HR«0 40, p<0 001)
compared to control in=107) in patents with matastat ¢ colorectal

To view the gene variant description, hover over the variant button next to Gene Variant Detail in the header.
Below, there are 7 tabs related to different areas of content:
*  The ‘Variant Level Evidence ‘ tab lists all annotated evidence that includes only the gene variant in the molecular profile.
*  The ‘Complex Molecular Profile Evidence’ tab lists all annotated evidence that includes the gene variant plus one or more other variants in the molecular profile.
*  The ‘Extended Evidence’ tab lists all annotated evidence that includes the category variant(s) in which the gene variant is a member.
*  The ‘Gene Level Evidence’ tab lists all annotated evidence associated with the gene.
*  The Treatment Approach Evidence’ tab lists all the annotated evidence related to the Relevant Treatment Approaches listed in the header under Gene Variant Detail.
*  The ‘Variant Associated Clinical Trials’ tab lists all the trials that include the gene variant as a variant requirement.
*  The ‘Gene Associated Clinical Trials’ tab lists all the trials that include a any variant in the associated gene.
All pages also incorporate filtering and sorting capability to enable easy content searching.




Explore By Gene Variant
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Variant Associated Clinical Trials Fkoring anel Sorting ©

Filter renws
Shoa rg 1 B7 af 87 antries
Recruitmant Caovered Other
Clinieal Trial Phase Therapies Title Status Coauntries Cauntrias
i a
NCTOI0ERIO] Priass B Selumetinib in Treating Youwng Patientss With Becurrent ar Befractory Low Grade Actioe, not
Glioma recTuiting
NCTO1659151 Phase 1l Viemurafenib With Lymphodepletion Pus Adoptive Cell Transfer and High Dose IL-2 Active, not
Metastatic Melanoma recruting
MNCTO1 709252 Prase I vemurafenib Mecadjuvant Trial in Locally Advanced Thyraid Cancer Active, not
FECrubing
MCTO1711632 Prigss Il BRAF Inhibitor, Vemurafenils, i Fatients With Relapmed or Relrac oy Hairy Cill Btives, nal
Leukemia recrmting
METOT 740648 Priase | Trametinib, Fluorouracil, and Radiation Therapy Before Surgerny in Treating Patients Active, not
With Stage (111 Recal Cancer recialing
MNCTOTFAB1I4D Prigss | Vamuraferb in Chi'dren With RecurmentPelrac tary BHAF Cene VHUUE (BRAFYSIOC)- Stie, ol
Mutant Gliomas recruiting
MNCTOZN34190 Phase I Efficacy and Safety of the Combination Therapy of Dabrafenib and Trametinib in Active, nol
Subjects With BRAF VE00E- Mutated Rare Cancers recruting

The Variant Associated Clinical Trials tab displays clinical trials that include the selected gene variant as a variant
requirement. NCTID buttons navigate to the 'Clinical Trial Detail Page’. Recruitment status updates daily.
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Gene Assocated Clinical Tria ;m

Gene Associated Clinical Trials

Filtaring and Sorting O

Filter rows
Showing 110 309 of 309 entries
Racruitmant Covarad Othar
Clinical Trial Phase Tharapies Title Status Countries Countrias
i &
NCTO1089107 Fhase bl Selurmetinit in Treating Young Patients With Recusrent or Refractory Low Grade Active, not
Gliema PeLFuTting
WCTO1 206045 Fhasa Il Molacular F':J.‘In:':g and r.)'l_:ﬁl‘.ﬁl,: fhgra:;-y far Advanced Nan-Small Call I,.l"-:__: Actve, not
Cancer, Sma'l Cell Lung Cancer, and Thymic Malignancies reCuiting
NCTO1436658 Phasa | A Phade | Swidy of Oral LGXE1E in Adult Patientzs With Acvaroed or Metastatic Active, not
BRAF Mutant Melanome recruiting
#h = S 5 o Pl AR - P 2 - .
WCTO1E43408 HLEE ] A Fhase b/l Study of LGXETR in Combination With MEK142 in Adult Patients With Active, nok
BRAF Dependant Acvanced 5o'id Tumors recruiting
s [ £ ! LT 'y P AT 4 . - b &
MCTO1E5T55 1 hase | Study of KLEES With Vemurafenib for Patents With Unresectable BRAF Mutated Active, not
Stage 1AV Malanoma recruiting
NETO1EED151 Phase Il Vemurafenib With Lymphodepletion Plus Adoptive Cell Transfer and High Dose IL-2 :'!-r_twr_': ot
Metastatse Melanoma reciuling

The Gene Associated Clinical Trials tab displays clinical trials that include any gene variant specific to the gene for the
selected gene variant. NCTID buttons navigate to the 'Clinical Trial Detail Page’. Recruitment status updates daily.
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To view the gene variant detail page, click on the gene variant button next to ’Gene Variant Detail’ in the top header
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Gene Variant Detail
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The header includes the variant description, the category variants in which the specific gene variant is a member, and to the right, the variant reference transcript and
a second tab with other relevant transcripts. There are three tabs below the header.

* The ‘Evidence’ tab lists all the evidence annotations specific to the gene variant selected and includes both single and complex molecular profiles.

* The ‘Extended Evidence’ tab lists all the evidence annotations specific to the category variant(s) in which the selected gene variant belongs.

* The ‘Molecular Profiles’ tab lists all the molecular files that include the selected gene variant.
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Evidence Search

Clicking on the “Explore by Drug Class” button will bring you to a page where you can search for
content based on drugs. Drug classes can be explored through the ‘Drug Class’ grid found on the top
header next to ‘Genes’. Drug classes are named based on the drug target.
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Typing a drug target (i.e. BRAF), will trigger a drop down list. Click to select the desired drug class.
This will bring you to the “Associated Evidence and Clinical Trials “ page for that drug.
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Typing a drug target (i.e. BRAF), will trigger a drop down list. Click to select the desired drug class. This will
bring you to the “Drug Class Detail“ page for that drug. There are three tabs on this page.
* The ‘Drugs’ tab lists all the drugs that are members of the selected drug class.
* The ‘Profile Treatment Approaches’ tab lists all the molecular profiles that include the selected drug
class as a treatment approach.
* The’Associated Evidence’ tab lists all the evidence that includes a drug that is a member of that drug
class.
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Advanced Search
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Evidence Search

Clicking on the “Explore by Drug” button will bring you to a page where you can search for content
based on drugs.
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Typing a drug term, including trade name or synonym, will trigger a drop down list. Click to select

the desired drug. This will bring you to the “Associated Evidence and Clinical Trials “ page for that
drug.
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Below the header are two tabs related to different areas of content:
* The ‘Associated Evidence’ tab displays all efficacy evidence associated with selected drug, similar to what is
displayed with gene.

* The ‘Clinical Trials’ tab displays all clinical trials associated with the selected drug, alone or in combination
therapy.
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Clicking on the “Explore by Indication” button will bring you to a page where you can search for
content based on disease terms.




Explore By Indication

Fimd By Indication

= Start typing a disease term to display indication (00 Term)
« Select one DO term and click "Submit’ 1o go to the next page

Indication
breast cancer
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disease of cellular proliferation > cancer > organ system cancer > thoracic cance| Parent term [east carcinoma | Child terms

disease of cellular proliferalion > cancer > organ Syslem cancer > thoracic cancer > f = braast carcinoma > bilate

disease of cellular proliferation > cancer > organ system cancer > thoracic cancer > breast fancer =

dizease of cellular proliferabion > cancer > organ system cancer > thoracic cancer > bgeasl cancer = breast carcinoma > bilateral breast cancer = synchronous bilateral breast
Carcinoma

dizease of cellular proliferation > cancer > organ systemn cancer > thoracic cancer > bieas] cancer > breast carcinoma > breast adenocarcinoma

disease of cellular oroliferation > cancer > organ svstem cancer > thoracic cancer > breast cancer > breast carcinoma > breast adenocarcinoma > acinic cell breast carcinoma e

Typing in the indication search box will bring up a drop down list of disease terms. Disease terms in
CKB are incorporated from the Disease Ontology (http://disease-ontology.org), which is a
hierarchical disease ontology, composed of parent terms (ex. “breast cancer”), and child terms (ex.
“synchronous bilateral breast carcinoma”).

Select a term from the drop down list to begin the search. Results returned will pertain only to the
indication searched, and not “child” terms (those beneath the chosen term in the hierarchy).
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There are 2 tabs on the returned results page : ‘Associated Evidence’ and ‘Clinical Trials’, which
display results pertaining to the disease term searched, similar to the results for “Explore by Drug”.
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Explore by Drug

Explore by Indication/Tumor Type

> Advanced Search

Clinical Trial Search

Evidence Search

There are two “Advanced Search” options, which allow the user to search on multiple search
parameters simultaneously. The ‘Clinical Trial Search’ returns clinical trials that match the search
term, and the ‘Evidence Search’ return matching annotated evidence. Clicking on either of these
buttons will bring you to the search page.
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Advanced Clinical Trial Search

+ Select at least ong input (i.e, Gene Variant, Drug, or Indication/Tumar Type) to retrieve clinical trials that match specified input(s)
# Multiple values can be selected for State.

« Search ONLY supports covered countries (i.e. United States and Canada).

o Click 'Submit’ 1o go to the next page and wview list of clinical triaks.

Info @
Gene Variant
EGFR LB53F (gain of function] <=t (Gene Variant Se|ected )
Drug
Indication/Tumer Type In this example, all other

terms are left blank

Include child terms as well as the indication itself based on the Disease Ontology hierarchy

Phasze

Country

State (Country is required in order to search by State)

Submit

The Advanced Clinical Trial Search enables the user to search for clinical trials based on ‘gene variant’, ‘drug’, ‘indication’, clinical trial
‘phase’, ‘country’, and/or ‘state’. A user must select at least one attribute from either ‘gene variant’, ‘drug’, or ‘Indication/Tumor Type’
to search on. Selecting only a ‘gene variant’ will return all clinical trials that match that gene variant, regardless of all other attributes.

Once you have selected the desired search terms, click ‘Submit’ to begin the search.
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Advanced Clinical Trial Search Results

Search Parameters
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The header of the Advanced Clinical Trials Search Results page lists the search parameters. Fields left blank in the search will be blank in the header. Clinical trial results will pertain to the searched
terms.

When gene variant is used as a search parameter, the results page will have 2 tabs: “Directly Associated Clinical Trials’ and ‘Gene Associated Clinical Trials’. The ‘Directly Associated Clinical Trials *
tab will display clinical trials with ‘variant requirement’ matching the searched variant. The ‘Gene Associated Clinical Trials ‘ tab will display all clinical trials with variant requirements related to the
Gene of the searched variant. Searches lacking gene variant selection will not have a “Gene Associated Clinical Trials ‘ tab.

Clicking the white clinical trial button will bring you to the “Clinical Trial Detail” Page, which contains more detail about the trial, including specifics on variant requirements.
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Zlinical Trial Detail

For this trial, patients are required to
have an EGFR activating mutation, and

€= i+ could include EGFR exon 19 del or
EGFR L858R.

L vy e

The Clinical Trial Detail page lists additional information about the clinical trial, curated from clinicaltrials.gov, including the sponsor
and variant requirements. The specific variant requirements are listed in the table. Requirement types can be “required” (variant is
required for enrollment), “excluded” (variant is excluded from enrollment), “partial” (variant is required or excluded for a subset of the
enrollment population).

The second tab ’'Locations’ lists the locations of the trial, which are imported from clinicaltrials.gov.
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Advanced Clinical Trial Search

s Select at least one nput (i.e Gene Yarant, Drug, or Indication/Turmoar Typs) to retrigwve clinical trials that match spec fied input{s)
= Multiple values can be selected for State.

= Search OMLY suppons covered countries (l.e. United States and Canada)

o Click "Submit’ to go to the next page and view list of clinical trials
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Submit

Users can also search using multiple attributes. Typing in each box will trigger a drop-down list of terms from which to select. Results returned will relate to ALL items
selected (‘AND’ searching).

When choosing an indication, users have the option to include child terms (those below the selected term in the hierarchy). To enable this function, click the box below. In
this example, all child terms for “lung cancer” will be searched on in addition to the parent term. Hit ‘Submit’ to begin the search. All results returned will pertain to the
combination of terms selected.
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Search Parameters

Geang Vadiant

EGFR LESER igain of function)
Dvug

il calionTumor Tipees) " =

! U urg carcor pulmanary neuroandocing fumar urg mioed small cell and sguamous cell carcinoma lumg maningioma lurgy sarcoma lurgy hilkam cancar ou'morary blasioma spithe'lal predamirant pulmonany clastoma
pleuropulmonany blagioma dagsic pulmonary blasnioma ATENOAQUAMCUE NG carcinoma Pancoast wmar |rg sgperor fuCUS CARTInOM man bronchus cancor U] CA'C NIMa lurg c'oar ol carciroma king sarcomanokd CatC AomE
nfbagiod-rolaied Uy cane nanna iy el Carcingmn ez nee-gerall ool carcinana hung laergo o'l carcrsamn pulnonany large coll miniroendos e CAIZINCMA Jng combingd large coll neunserdoores Can ASAa

Bt ool REURSENGOLT MY SBTENME Ly Siens g2l coansinema arge ool sargarama with rrabaod phenatype Lirg segul; lange eoll sercinemna Ly squerou soll carcnsma Baalees lung earsingma Lrvg sooult aquannecs coll carenzma

ung non-squamout nanesma | cell carcinoma WMy FOeNCCanc noma FTRUC MRS ILv) sderocgrcroma sgned rng uHg sdendcanc noma S BONGET DROT DA ITOmS ung mut nous CyEtacENoCantinGma bror chiolo-ahvea'sr adenocarcinors

macinous boosch oloalveclar sdenccarcinama mixed musnous aod nonmucinous bronchiolosbmeolar sdenocarciroms monmrcinous beonch cloalves'ar adenccarcinama uTg P Ilany acenccarcinama Jng occult edenocarcincma

3ok aderoceecaoma with mucn producton g nuocss Cadermoid cancinoma ung amad | Cll Cancmoma e at ¢el carcnoma bung ocoult small ol cangingemas Ung QO Rl TyiDe sl o'l Camnome
iy Cosrily Pell T all cor | Al ars eiha !_-u_l wder ool e catc mara 1T i By e

Phase

Cangnitrios

b1

Stane Synonyms

When the “include child terms” button is selected, the header of the results page will list the
selected indication as well as all child terms included in the search.

In this example, ‘gene variant’ and ‘indication’ were used as search parameters. Other fields were

left blank. Results returned will pertain to the gene variant selected AND one of the listed
indication terms.
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Advanced Evidence Search

» Seclect at least one input to retrieve evidence that match input selections.

# Click 'Submit’ to go to the next page and view list of evidences
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Dhrug
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Submit

The Advanced Evidence Search operates in a similar way to the Advanced Clinical Trial Search and
enables the user to search for annotated evidence related to ‘molecular profile’, ‘drug’, ‘indication’,
and/or clinical trial ‘phase’. A user can select one or more of these attributes to search on.

Once you have selected the desired search terms, click ‘Submit’ to begin the search. Results returned
will pertain to all attributes selected.
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The Advanced Evidence Search Results page lists all evidence that matches all search terms. In this

example, evidence annotations that have both the response type: “sensitive” and contains the
molecular profile: “PIK3CA H1047R” are returned.
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