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KEY (@ Approved inindication Approved in other indication (3 Lack of response
Detected ! FDA Clinical trial availability % cfDMA or
Blomarker(s) therapies fs0e paget Amplification e
MSi-High Pembrolizumats Yes DETECTED
Detected ! % cfDNA or Amp
Dostarkmab, Nivokimab,
Nhohumab sipiimumat ATM S1455R -
ATM S1455R Olaparit, Talazoparit Yes 242%
KRAS G120 146%
ATM K2B118s Olaparin, Talazopasih Yes 0.8%
GNAS R201H 10.1%
BRCAZ T30 Nimparib, Olaparib, Rucaparib, Yes o7
Talazoparin KRAS V14l 7.5%
KRAS G120 MNone Yes 146% I HNF1A P21 7.5%
GMAS R20TH Mane Yes 101%
COKNZA RBY £1%
KRAS V141 None Yes 7.5%
ARIDIA R1461° B.0%
COKN2A RBO* None: ¥os B1%
ARIDTA R1461" None Yes 0% ATM K2B110 0.8%
TPE3 RISEH Hone Yes 0.1% ERBB2 P1158P 06% Synanymous Aneration
APC K2050fs None Yes 008 BRCAZ T3033f% 07%
BRAF Ampification MNone Yes Medium (++)
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Summary ¢f Detected Somatic Alteration|s, Immunotherapy Biomarker$ & Associated Treatment Optjons

KEY Approved in indication Approved in othef indication (%) Lack of response

Detected Alteration(s) / Associated FDA-approved Clinical trial availability % cfDNA or
Biomarker(s) therapies {see page6) Amplification
MSI-High ° Pembrolizumab Yes DETECTED

Dostarlimab, Nivolumab,
Nivolumab+ipilimumab

ATM S1455R Olaparib, Talazoparib Yes 24.6%

ATM K2811fs Olaparib, Talazoparib Yes 0.9%

BRCA2 T3033fs Niraparib, Olaparib, Rucaparib, Yes 0.6%
Talazoparib

KRAS G12D None Yes 14.4%

GNAS R201H None Yes 10.5%
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KETEEOWOIE: 1, FDAAROEHOFE 2, RAHROFESE 3, VAFOKREX

Variants of Uncertain Clinical Significance

CDK6 R251M (6.3%), BRCA2 K385N (1.3%), APC S644G (0.9%), EGFR G503C (0.7%), CDK12 MB40V (0.6%), CDK12 R890H (0.6%),

RAF1 CO95* (0.4%), RETI1657T (0.2%), CCND1 T12I (0.2%), ERBB2 A1232fs (Exon 27 deletion) (1.6%), ERBB2 L1131fs (Exon 26 deletion) (1.4%)
The functional consequences and/or clinical significance of alterations are unknown. Relevance of therapies targeting these alterations is uncertain.

REERTHOZER (VUS) ICoWTREBEINET

Synonymous Alterations
ERBB2 P1158P (0.7%), AR ESB6E (0.4%), TP53 S313S (0.4%), TERT R30R (0.3%), ERBB2 D1183D (0.2%)
This seguence change does not alter the amino acid at this position and is unlikely to be a therapeutic target. Clinical correlation is advised.
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DETECTED or NOT DETECTED T~

Synonymous ZE(COWTRHINE T

Additional Biomarkers
Biomarker Additional Details

MSI-High DETECTED
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VAF (Variant Allele Frequency) D24 % A[{R1t L 7= Tumor Response Map

¥ Amplification, deletion &£ VUS 1377 7ARICIEFEENTH Y FEA
X KETIFERETS 2 & TRIBNZERL S 7 7 TRNZPEATIEIEDOADS 7 7RRERY £9

Highest Variant SR
Allele Fraction 24.6%
#®{ED ctDNA £
(maxVAF)
e
_ Detected Alteration(s) / Biomarken(s) % cfDNA or Amp
ATM S1455R 24.6%
KRAS G12D 14.4%
IGMSHmiH 10.5%
KRAS V141 8.5%
IHN‘FM P291fs 7.9%
ICOKNZA RBO~ 7%
ARID1A R1461* 6.8%
BN EETFER e -
[t&{F%] SNV, Indel, fusion —e< | §eraszrriser 0.7% Synonymous Ateration §
(VUSERL) OVAFED HBER S 0%
AR ES66E 0.4% Synonymeus Alteration §
TP53 83135 0.4% Synonymous Alteration §
TERT R30R 0.3% Synonymous Alteration §
TP53 R273C 0.3%
ERBB2 D1183D 0.2% Synonymous Alteration ¥
TP53 R158H 0.2%
APC K2050fs 0.07%
BREINh-EETFER =
(CREGEA L)] VUS BT APC 644G 0.9% Variants of Uncertain Clinical Significance 9
amplification % & VAF Offin¢ [ | | [[emeamionen e
BUWEER
¥ FoREB O ONE
eEhH!l I VAFfE R
eiL: FILT Ry ME % cfDNA : VAF O VUS, &/ =<2 RZEE%HE
EiEFiEE (Amplification) :
3E&RE (High, Medium, Low) & L < I
2% (High, Medium) &
ar—#{ (Plasma Copy Number) % i2#;
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There may be additional trials not listed herg Visit: portal.quardanthealth.com or email clie
the email, for additional trials.

Available Clinical Trials (withih the same state as the ordering physician)
i uardanthealth.com with A00DO000 in the subject line of

Alteration Trial ID / Contact Title Phase Site(s)
KRAS NCT05382559 A Study of ASP3082 in Adults With Previously | Phase 1| Chuo-ku, Japan
G12D Astellas Pharma Inc.,astellas. Treated Solid Tumors Koto-ku, Japan
registration@astellas.com,B00-888-7704 Kashiwa, Japan
Visit portal.guardanthealth.com for trials bt within the same state as the physician's office
CDKN2A NCT05999994 A Master Protocol (LYS00023) That Includes Phase 2| Chuo-ku, Japan
Re0* There may be multiple sites in this clinical|| Several Clinical Trials of Drugs for Children and Kobe, Japan
trial. 1-877-CTLILLY (1-877-285-4559) or,|| Young Adults With Cancer Fukuoka, Japan
Clinicaltrials.gov@lilly.com,1-317-615-
4559
Visit portal.guardanthealth.com for trials bt within the same state as the physician's office
APC NCT04008797 A Study of E7386 in Combination With Other Phase 1| Nagoya, Japan
K2050fs Eisai Inquiry Service,eisai- Anticancer Drug in Participants With Solid Toyoake, Japan
chiken_hotline@hhc.eisai.co.jp Tumor Hidaka, Japan
Koto-ku, Japan
Additional trial sites available
Visit portal.guardanthealth.com for trials not within the same state as the physician's office
MSI-High Visit portal.guardanthealth.com for trials not within the same state as the physician's office
gmﬁﬂ Visit portal.guardanthealth.com for trials not within the same state as the physician's office
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List of Available Clinical Trials

Site (number in parenthesis is

Biomed Valley Discoveries, Inc.,
ERK@biomed-valley.com,816-960-6600

Hydroxychloroquine in Patients With Advanced
Gastrointestinal (Gl) Malignancies

Alteration Trial ID / Contact Title Phase
count of trial sites)
KRAS NCT04985604 Tovorafenib (DAY101) Monotherapy or in Phase 1 Los Angeles, CA; Newport Beach,
G12D Day One Biopharmaceuticals, Combination With Other Therapies for Patients /Phase 2  CA; Indianapolis, IN; Pittsburgh, PA;
clinicaltrials@dayonebio.com,650-484- With Melanoma and Other Solid Tumors Portland, OR; Jacksonville, FL;
0899 Nashville, TN; Canada (2)
NCT05111561 Testing the Combination of the Anticancer Phase 1 Houston, TX; Boston, MA; Galveston,
Ses hitps://clinicaltrials.gov/ct2/show Drugs ZEN0O03694 and Binimetinib in Patients ™
/MNCT05111561 With Advanced/Metastatic or Unresectable
Solid Tumors With RAS Alterations and Triple
Negative Breast Cancer
NCT05221320 Trial of Ulixertinib in Combination With Phase 2  Tucson, AZ; Saint Louis, MO;

Cleveland, OH; Richmond, VA; New
York, NY; New Brunswick, NJ;
Fairway, KS; San Francisco, CA
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Detailed Therapy Results
Alteration Drug TradeName |  Target Cilirent Status
ABL503 antiPD-L1/4-1BB bispecificl Phase 1 (Solid Tumor) Phase 1 (Brain and
MSI-High antibody. Central Nervous System Tumors)
Adebrelimab Anti-PD-L1 monoclonal Phase 1 (Solid Tumor) Phase 3 (Small cell
antibody. lung carcinoma (SCLC))
AK129 Anti-PD-1/LAG-3 bispecific Phase 1 (Solid Tumor) Phase 1 (Brain and
antibody. Central Nervous System Tumors)
AMG 404 Anti-PD-1 monoclonal Phase 1 (Solid Tumor) Phase 1 (Brain and
antibody. Central Nervous System Tumors)
AP203 anti-CD137/PD-L1 bispecifi¢  Phase 1 (Solid Tumor) Phase 2 (Non-
antibody. smalll cell lung carcinoma (NSCLC), Head
and neck squamous cell carcinoma
(HNSCC), Esophageal squamous cell
carcinomay
Atezolizumab Tecentriq Anti-PD-L1 monoclonal Phase 2 (Pancreatic carcinoma) FDA
antibody. Approved in other indications (Non-small
cell lung carcinoma (NSCLC), Small cell
lung carcinoma (SCLC), Alveolar soft part
sarcoma)
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Relevance of Detected Alteratitlns

result in uncontrolled cell growth and
tumorigenesis. (1.2 BRAF mutations
have generally been reported to be
mutually exclusive with RAS mutations
in colorectal carcinoma (CRC), and
have been associated with proximal
tumor location, advanced tumor stage,
poor tumor differentiation, and
microsatellite instability. 7). A meta-
analysis of 25 studies includir:g; 1,955
Cﬂgs patients reported that BRAF
VB00E mutations were associated with
advanced TNM stage, poor
differentiation, mucinous histology,
microsatellite instability (MSI), CpG
island methylator phenotype (CIMP),
female gender, older age, proximal
colon, and mutL homolog 1 (MLH1)

methylation. 4.

activating mutations may confer
sensitivity to inhibitors of Braf and/or
components of the MAPK pathway,
including MEK. ). The BRAF V600-
specific inhibitors vemurafenib and
dabrafenib have been approved for the
treatment of BRAF VB00E-positive
melanoma. 19, In addition, the MEK
inhibitors trametinib and cobimetinib
(in combination with vemurafenib) have
been FDA-approved for BRAF V600E-
and VB00K-positive melanoma as has
the encorafenib-binimetinib
combination. (11"13). Vemurafenib has
additionally been approved for BRAF
V600-positive Erdheim-Chester
disease. (1), Encorafenib in
combination with cetuximab has been

FDA-approved for the treatment of

Alteration Role in Disease Effect on Drug Sensitivity Effect on Drug Resistance
BRAF BRAF activating mutations or Braf signals upstream of the MAPK In some studies, BRAF VB0OE mutation
V600E amplification have been reported to pathway, and BRAF amplification or has been correlated with lack of

response to approved anti-Egfr
therapies such as cetuximab and
panitumumab in CRC; patients with
wild-type BRAF experienced a higher
response rate when cetuximab was
added to chemotherapy, compared to
treatment with chemotherapy alone.
@8.29) geveral retrospective analyses
{including the CRYSTAL and OPUS
studies) suggest that while BRAF
mutation is a negative prognostic
marker, it is no;gredictive of response
to cetuximab. (3033
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Definition (&)

(BREARAIBEDTRELERE (VUS)] :
BEE X IBARNERITNALERTHD L ZBRLET,

[/ =<~ REE)
CORHNEAITZDMNEBEDT I /BAEEIEAWEEZZONT T, BRKRBEM L. & Professional Service
Report # &< 723 Ly,
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Guardant360 &, F&RICTR &S T WL 5 EEF DG (Amplification) Z & H L £ 9, Bz F DEIEIL. cIDNAFIZTF
HEITIEEGFOAC—HIEIMTHI L 2BRL £T, WMESINIET I E—HE, cDNAFICHRE I NIEEF
DOFEHAC—HERLTLET,

AR EDOUREHRBEEDBIET 2K E, BIEAAWSSITBEE I 2 /T INE T, ctDNAFICHEH X
N B EIBEEGEF 3 £ — L. Tumor fraction & EEMEICH T3 BEF I —HOMAICIKEFEL £3, EBIEHEE
BENBRRT—ILTHREINE T,

CCNE1, EGFR, FGFR1

Low (+) g0 E—#4° Guardant360 (C &> TR SN 7B D 50 /S — &> 2 L Kk
Medium (++) RO E—#H 50 /8—tE 2590 /—t R ILDRE
High (+++) HEigae—#H 90 /s —t > 2M LU E

BRAF, CCND1, CCND2, CDK4, CDK6, ERBB2, FGFR2, KIT, KRAS, MET, PDGFRA, RAF1, MYC, PIK3CA, AR

Medium (++) IR 0 E—2%" Guardant360 IC &> TIRH SN 7-3EIF D 50 /X —t > R ALK

High (+++) HIEa E— A 50 /S —E 2L LU E




Method and Limitations (& 25% & $IPREIA)

Guardant360 1, 74 BEO A ABEELE T A2 — T Y AL, FHRZEEAFEL £, MEEH S ciDNAZHHE L.
2—4y FEEZEEL T Ilumna7 5y h 74 —LEhgl9%2 8BS/ LELTY—T Y RAETVWET, —EBD
BLEFTEEI IV UDY—T UV RIN, ZOMDOEGF TIEBRENICEEZERI VY VORD Y —T Y XAINE
¥, Guardant360 TIHEH I N2 T / LZEEOFERHEICIE, SNV, Ef=TFIEE (Amplification) . &z F @& (Fusion).
FBULWEA /&K (Insertions/deletions) (‘RE70BEX) L UVR 774 b4 A4 FEELEEFNET (TR B8),
A RAY T T4 FARREM. (MSI) 1X. Guardant360 /8L D RIEERY DR S DIFMEEEL %= 5l 5 Z & T
FTRTOAARBICOWTEHE L 3, cfDNA D MAX VAF #°0.2% KDY > 7L T [Not Detected (BRH S h ¢
ATLT) | EWSHERIE, BBICHE TS MSI-HQhREEZBET 2D TIEARW =0, ER’\HEEWERTT,
MSIZF—R R, UBID/RZ I NR—=2 3y TREEINTVWETA, TD/N— 3 >0 Guardant360 £, EMR
) LBERCECFREALEDEBGCFEEORBICOVWTIIRIIEN TULE A, cIDNADEBEAE WA &,
BEDY Y TILPEEOFETIE. PITRENETA2BL I EAH Y £9, Guardant360 |& cfDNA DK% 5FE
THZENTET, VAFA 40 ~ 60% DEEAICH 2 —MOEEICOWTIE, EIEMERINER L AAREE%
XBl$ 2 Z & IdRE#TT, Guardant360 Ix, BRI AU X7 ICEET 2 EEMIERINEE £/-1dde novoZEE
DREICOWTIIRIAESINTWELA, MBOT =/ XA IHBREDIFE, BRNICEY THNIE, EiED
VI /) RACVTERENT HMELNDHY X7,

% : Guardant360 O TR DEIEF

AKT1 ALk # APC ART ARAF ARID1A ATM BRAF T BRCAT
BRCA2 conpt t ccnpz t CCnET CDH1 CDK12 coKat coke t CDKN2A
CTNNBT DDR2 eGFRt erBBzt ESR1 EZH2 FBXW7 FGFR1t FGFR2T#
FGFR3 * GATA3 GNAT1 GNAQ GNAS HNF1A HRAS IDH1T IDH2
JAK2 JAK3 KTt KRAS t MAP2KT MAP2K2 MAPKT MAPK3 MEeT
MLHT MPL MTOR MYC t NF1 NFE2L2 NOTCHT NPM1 NRAS
NTRKT # NTRK3 PDGFRA t PIK3CA T PTEN PTPNT1 RAFT T RBT RET#
RHEB RHOA RITT ROST ¥ SMAD4 SMO STK11 TERT# TP53
TSC1 VHL

+ Guardant380 reports alterations in the promoter region of this gene. # Guardant360 reports fusion events involving this gene for all known gene pariners.

T Guardant3&0 reports amplifications of this gene.

About the test (FEEICDWT)

Guardant360 7 v t 1 |Z Guardant Health, Inc. I & > TR X 1. %@'I‘iﬁ‘%fl%’l‘iti Guardant Health,Inc. I & - T

Bixanzx L, AREIX. XKEEREERE (FDA) IC& &R F - I3BAIE2RIT TCWEEA, FDAIK. ZD LS

ERA] E 72 1L AAGR L;tz\%m\t#ultﬁl,ﬂ\i@“

AREIEBRENTERAINSG I A”H Y RERBEIIMRBELABRINEIRNETEHLY £HEA,
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BReEHTI2ERZETDHEREINTVLET,

BERMREREE X, BEORETEZHBELIIEET 2H1IC. BEEROEERRMRICK > T, thOBERBHRS £

VERRRE., RERE., BRRE L OBEICEVWTEBRINZLELHY £7,

BRARMNAERED RN (X7 IXBRANEREDO RMNORIEEM) ICREET 2 EF O—58, 288, 72320 RIRIE,

BETIEREEMROTEEAFEICZTRONE T,

EEE LOHABRBERIE. RESN-REBRBZICEHINZZHICEOSVWTE Y MEREECZDMHOHTFH

MRAE, KELZEEFMARMREL-HEBRICEOVLTLSIhITTIEHY £HA,

ARLR—MIRBBESINTLERERORICIE, BESINZARICOVWTFDADEARFIIRAZZITTLWAVLDLD
WY £9, Guardant Health I3, &L R— M ICEEFNZ WLWhH R B E G, EE, F7- ;tLEE D2WTH, ARERIE

BREfbHT. INZHEETZLOTIEHY FEA,

ALR— M BEDEFINEBEDEERERICHEERXE5Z % (FLEE5EXARW) JEANREFLIIRIETEHDT

EHY £ A,
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