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PDPK1
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PIK3CD
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PLCG2
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PMS1
PMS2
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PPM1D
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PTPRT

QKI
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RAD50
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REL
RET
RFWD2
RHEB
RHOA
RICTOR
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RNF43
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RPS6KB1
RPS6KB2
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RUNX1
RUNXTT1
RYBP
SDHA
SDHAF2
SDHB
SDHC
SDHD
SETBP1
SETD2
SF3B1
SH2B3
SH2D1A
SHQ1
SLIT2
SLX4
SMAD2
SMAD3
SMAD4
SMARCA4
SMARCBT1
SMARCD1
SMCTA
SMC3
SMO
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SOX10
SOX17
SOX2
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SPEN
SPOP
SPTA1
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SRSF2
STAGT
STAG2
STAT3
STAT4
STAT5A
STAT5B
STK11
STK40
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Suziz
SYK

TAF1
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TCEB1
TCF3
TCF7L2
TERC
TERT
TET1
TET2
TFE3
TFRC
TGFBR1
TGFBR2
TMEM127
TMPRSS2
TNFAIP3
TNFRSF14
TOP1
TOP2A
TP53
TP63
TRAF2
TRAF7
T7SC1
7SC2
TSHR
U2AF1
VEGFA
VHL
VTCN1
WISP3
WT1
XIAP
XPO1
XRCC2
YAP1
YEST
ZBTB2
ZBTB7A
ZFHX3
ZNF217
ZNF703
ZRSR2
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high) | EHIE L& I DL NGSAN—RD TruSight Oncology 500 77
A TlF. 130 DRERUT— MSI ¥—H—EEuZHE L. MS|
AT —HADEHEFEENA DT EHELFT (B5).

A. B C.
R? = 0.990 2 R? = 0.999
ER _EIE 80%
o 006 S &
& g8 s8
Sa Eq oo S5 so%-
> £g S
s £9 Tk
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AREMZETIEMDEE (%) MSIZF—5 2 MSIZF—5 2

e MSI-H e MsS

e MSI-H e MsS

5: MSI A7 —% ADIEFEFFHE : (A) MSI-PCR ZZ#RAUSEDEMNA T EHELU (x#). TruSight Oncology 500 &M U CEMT LTz FFPE
BT > TIVTREENR DY (y#h) MEMSINET. (B) TruSight Oncology 500 & TruSight Oncology 500 High-Throughput [C k& MSI ###f D
BEF—¥%ZE, (C) TruSight Oncology 500 DRAGEN App & TruSight Oncology 500 Local App 71 L C##7 L 7z TruSight Oncology 500 High-
Throughput 7 —% DBREE—HFE AR 4V TUZAB LU T 5D RR—2D DRAGEN TruSight Oncology 500 Analysis Software [A BHFEFECI .
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6 : TMB X7 —% ZADIEREIFEHE : (A) 108 D FFPE B> TILO#ETIC KD, WES & TruSight Oncology 500 ZfEA Uz TMB RIEEDSEE—
HEZERUET, RUIRIFEHE (10ZE/Mb) ZERUZFT,. (B) TruSight Oncology 500 & TruSight Oncology 500 High-Throughput [ &2 TMB f##fT
DEEF—HE, (C) TruSight Oncology 500 DRAGEN App & TruSight Oncology 500 Local App 7ZfE U T#EHT Uiz TruSight Oncology 500 High-
Throughput 7= DEEKF—HE IR 4V TV ABRUT T RR—22D DRAGEN TruSight Oncology 500 Analysis Software [FTHFEFEFECI -

BOWEEUANIVT, FETHBREEOSV TMBEZSE S E(F.
INBYRR )V CIERE#FZEBH D F T, TruSight Oncology 500
JRRIVTEF. SFENET S/ AT I ESEISA Y T4 T A
OA7 WDV LERBEDE., 2TV —LETEBEIC—
I5. EELTMBFHMEZERIRELET (K6, k7). BFe. 5
A TSU—FAREFC UM DBIIEN., AIL=FTHRBEDOA >V T4<
T A UADBRATINTVWSIET. V=TV ATIS—FKH 10~
20BHRALET, "FFPED 77 —F 770 b (BR7 =/ Kb,
b5 E) ZRDRS ZEICKD T, BREDNA TV TILH S,
DTN 5% D VAF X THRIE T D =REMTHOEREICIED T T,

&R7:10ZE /Mb TD WES & TruSight Oncology 500
TMB S$8& DFL—EE

=] &

i —EER 94.7%
B2k 96.1%
ESZS e 95.4%

108 O FFPE Y > TILD Sl Ufc TMBBEICEDEE T —H=E(E TMB-H(E)
FClFTMB-L (B) [CH%ESN. 10 ZR /Mo ZRIEE LFRT.

CNV OE=RERH

WK DONDDELGFBIUNAYA TICHBWVT., JE—HDZEE(F
BEEREEEENDDEBEZISNFTT. 4 EHB 5D TruSight
Oncology 500 7 w4 [CH. 59 F&D CNV EEEmF DEFHTN
BEN. BHRERAMEEE(L 2. 2x LD RE CBEZRHETEE
g (K7, £8).

FFPE B JILh SOERE/INU 7V ME

=0y MERET I A MU —DHRD 1 DELT. BEICHET
DREMZESADICDICTTA VENfetRICREFETO—T7%Z
ERTEBRIITIEL, NEHEREZZTY—T v ML T/
ATUIAE—23VTEFRT, TOXNZXAICKD, BRI
FZUINUI—r3v &, FFPEMBY Y TV SIEA LT —
FO7 0 bOEHEDBEZEERCTEEXT, 7Y A TlIEEWLER
EICKD. FFPE YV TILD SO TN 5% VAF D/NU 7Y hHi
HUET (M8, 9.
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& 8! CNV OSRERE 2

(=B34
BIEF b an] TruSight TruSight Oncology i
Oncology 500 High-
500 Throughput
Local DRAGEN
App App°
ERBB2 va 23.43 23.37 23.90 B
MDM2 va 8.50 9.34 10.58 i
EGFR va 6.00 6.12 6.53 fifi
EGFR va 4.32 4.31 4.31 i
MET va 3.98 3.68 3.90 fifi
MYC va 3.59 3.67 3.71 A=
ERBB2 v 2.86 2.91 2.96 B
BRAF va 2.31 212 2.07 i
MYC v 2.22 2.24 2.25 &k
CCND1  + 2.15 2.20 2.15 4]
KRAS va 1.82 1.86 1.87 B
MDM4 va 1.80 1.77 1.85 A=
CCNET v 1.76 1.79 1.71 fifi
FGF19 va 1.73 1.74 1.70 4]
AR v 1.72 1.68 1.66 &k
MET va 1.69 1.62 1.66 &k
KRAS va 1.64 1.73 1.79 fifi
MYCN va 1.63 1.66 1.60 &k
CDK6 va 1.62 1.60 1.62 &k
CHEK2 va 1.58 1.54 1.49 i
FGF10 v 1.54 1.51 1.58 fifi
BRCA2 1.53 1.53 1.51 A=
FGF7 va 1.49 1.50 1.53 &k
FGFR1 va 1.39 1.38 1.39 &k

a. TOXRWITRT T—HIE. TruSight Oncology 500 & TruSight Oncology 500
High-Throughput D—HZED—fFITH O, REETND I XTD CNV HEEE
NTLBHbIFTRBOFEA.

b. 7V TUVZAB KUY T RAX—X D DRAGEN TruSight Oncology 500
Analysis Software [HEEFFTTFECT
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8: BREED/VU T Y MM&EH : TruSight Oncology 500 & TruSight
Oncology 500 High-Throughput TD&ELY VAF —#EE

RNA & DOERIFRE

RADEERRICIGFIEY TRT 4 v IBFZEPRRELUANILDOZE
{EDMIC. BLFRENDD. INSEF—ENESY—o X TE
BHTEF T AL ° TruSight Oncology 500 7 v 21 Tld 4 —
TYvsRNAY =TV RICINATUw RFEv TFv—EZFRT
BHET, IN—hF—IHKBEETECTFHREZREU. FHLT
ST ENTEFRT,
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# 9 : DNA Small Variant DERERH »

VAF
BT R it C-)r:::iil?)zty TruSi_ght Oncology
500 500 High-Throughput

Local DRAGEN

App App®
NUPY 54T 1 BEZE (SNV)
AKT1 E17K va 20% 18% 16%
BRAF V600E va 19% 19% 19%
CDKNZ2A R58* v 12% 14% 14%
CTNNB1 G34E va 16% 18% 18%
EGFR L858R va 18% 17% 17%
EGFR T790M va 13% 12% 12%
FBXW7 R465C va 8% 7% 7%
FGFR2 S252W va 32% 32% 31%
GNAS R844C v 5% 5% 5%
H3F3B K37M va 31% 30% 29%
IDH2 R140Q a 23% 22% 22%
KRAS G12D va 6% 6% 6%
NRAS Q61K va 15% 18% 18%
PIK3CA E542K va 14% 15% 15%
PTCH1 A563V v 4% 4% 4%
SMARCA4 R973W va 3% 3% 3%
TP53 R248Q a 29% 27% 27%
NUTPY 54T EHIEEZEERE (MNV)
RET A845V va 7% 8% 8%
NUPYRIALT  FEA
APC T1556Nfs*3 21% 20% 20%
NUPYRIALT  RER
ARID1A D1850Tfs*33  + 1% 5% 5%
EP300 H2324fs*29 va 24% 20% 20%
G KesssRisR1 W 8% 3% 3%
PTEN K267Rfs*9 a 21% 21% 19%
RNF43 G659Vis*41 va 18% 18% 18%

a. TORAITIRT T—FIF. TruSight Oncology 500 & TruSight Oncology 500
High-Throughput D—HED—H#ITH D, RETNDITNTD SNV BLU
Indel BEEEENTVDDIFTlEHBDO FB A

b. ZV TUVZRABKXV Y S RN — XD DRAGEN TruSight Oncology 500
Analysis Software [HEEFFEFECT .

REEDNEUD e DERABRELNEET D7 TUIAUN—RF
EERED I\ATU Y RFv TF v —EFEDH TRENS L.
BB FUFRORMEELT T/ — b —EDELFRIG7Z ERE(C
BENTDIENTEFT,

RNA i TESDERZ8D(CIE. TruSight Oncology 500 Tl
40 ng RNA. TruSight Oncology 500 High-Throughput Tl& 40
~ 80 ng DEFED RNA Z AT EZHED LI T, FFPE
HHEE D 5D FFPE RNA INE MR WV E B, TruSight Oncology
500 High-Throughput Tl&- > 7w & 40 ng RNA D& & {6
AULT, f~8UNIVTRIZTDH/I\NU 7Y hERETEXRT,
12U, T9158D RNADFIATCEDHZEIE. 4>V Ty hE%Z 80
NgICTdCET. CLEVWEECHEET DREGDIRLIREFRK
FROREZRZONET (FR10).
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R10: BEBLVRTS A RNUT Y bORERIFIEH
RNA 17y hE

RNA @& R ik
40ng 60ng 80ng
ALK-EML4 a 15 21 40 il
EGFR-RAB3IP a 5 9 19 Hix
EGFR-METTL1 a 25 84 71 fixd
BRCA1-MPP2 a 25 28 29 ]
ALK-BRE e 75 112 128 PYRE
CCDC170-ESR1 a 122 59 168 Bl
MYC-MRPL13 va 27 35 52 ILE
MYC-STK3 a 11 39 28 N
ROS1,;GOPC-ENC1 a 32 53 93 fib
ROS1;GOPC-CD74 a 104 92 141 fib
QAT%?DB&E’G\’F [ e s 72 7=
NTRK3-SEMAGA a 7 16 25 &
RET-NCOA4 a 74 78 154 ERIRAR
EWSR1-ATF1 e 19 30 32 PYRE
EWSR1-CBY1 a 44 30 97 PYfE
BRCA2-NRXN3 a 33 60 84 1=
FLT3-SMOX a 50 72 54 g
FLT3-VWAS8 a 29 51 69 =
FLT3-LCP1 a 12 32 47 =
RTSARINUT Y
ARv7 a 26 38 46 ILE
EGFR v3 a 567 884 937 Hix
EGFR v3 a 1249 1614 2049 fixd

NovaSeq 6000 ¥ X T AT TruSight Oncology 500 High-Throughput ZfER LT
BHINDORMAEBLUTR TS A X/NU TP > b T—% (& TruSight Oncology 500
Local App ZER U TSN TVE T RADEIF. TNZENDRNAAYTY b
BTO. EYVTIVTHUTHIR—bENBU— RHZERLEI. RNAREDH Y
~ATDMEG 5 THD. RTSAZNNUT Y +DAY hATEIF 10 ELFET,

KKz RIEA ICEHE

TruSight Oncology 500 & & U TruSight Oncology 500 High-
Throughout (&, IRTENGS ZER LTV I MICEZICEAT
TFET, THUCKD, Fole<HFHULLWEMERRLLEL D, BE
FORBTHRIENLYT / LTOAT 7 AV IEEERRIRTEE
o MILIEVWKDBDI\A FX—N—T v A ZE—DT7 vt
AICHEETDTET. SRTIEFTYTILPOEYE. BEZEHR CE
BRIFTEL, BHEN\AFTX—N—=E/ET DI ZEEDHD T
ENTEFT, TBIC. BEFZVEAERAVI\DRATERTEN
& BYIIEET—IZSRAICREL TH L T EDATREICH
D, Tumor Board [CHFEBHCSINTED L DICIEDFTT,

FED
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8| X&E&ES : 1170-2018-010-G

HEIB5H5
TruSight Oncology 500 & & U TruSight Oncology 500 High-

Throughput [ICDWT DEA(E. jp.illumina.com/tso500 = C &
<fEEL

SEN

1. Stransky N, Cerami E, Schalm S, Kim JL, Lengauer C. The landscape
of kinase fusions in cancer. Nat Commun. 2014;5:4846. doi:10.1038/
ncomms5846.

2. Boland GM, Piha-Paul SA, Subbiah V, et al. Clinical next generation
sequencing to identify actionable aberrations in a phase | program.
Oncotarget. 2015;6(24):20099-20110.

3. Massard C, Michiels S, Ferté C, et al. High-Throughput Genomics and
Clinical Outcome in Hard-to-Treat Advanced Cancers: Results of the
MOSCATO 01 Trial. Cancer Discov. 2017;7(6):586-595.

4. Harris MH, DuBois SG, Glade Bender JL, et al. Multicenter Feasibility
Study of Tumor Molecular Profiling to Inform Therapeutic Decisions in
Advanced Pediatric Solid Tumors: The Individualized Cancer Therapy (iCat)
Study. JAMA Oncol. 2016. doi: 10.1001/jamaoncol.2015.5689.

5. Parsons DW, Roy A, Yang Y, et al. Diagnostic Yield of Clinical Tumor and
Germline Whole-Exome Sequencing for Children With Solid Tumors.
JAMA Oncol. 2016. doi: 10.1001/jamaoncol.2015.5699.

6. Zehir A, Benayed R, Shah RH, et al. Mutational landscape of metastatic
cancer revealed from prospective clinical sequencing of 10,000 patients.
Nat Med. 2017;23(6):703-713.

7. Tray N, Weber JS, Adams S. Predictive Biomarkers for Checkpoint
Immunotherapy: Current Status and Challenges for Clinical Application.
Cancer Immunol Res. 2018;6(10):1122-1128.

8. Samstein RM, Lee CH, Shoushtari AN, et al. Tumor mutational load
predicts survival after immunotherapy across multiple cancer types. Nat
Genet. 2019;51(2):202-206.

9. U.S. Food & Drug Administration. FDA Approves First-Line
Immunotherapy for Patients with MSI-H/oMMR Metastatic Colorectal
Cancer. FDA website. www.fda.gov/news-events/press-announcements/
fda-approves-first-line-immunotherapy-patients-msi-hdmmr-metastatic-
colorectal-cancer. Released June 29, 2020. Accessed October 7, 2020.

10. U.S. Food & Drug Administration. FDA approves pembrolizumab for
adults and children with TMB-H solid tumors. FDA website. www.fda.
gov/drugs/drug-approvals-and-databases/fda-approves-pembrolizumab-
adults-and-children-tmb-h-solid-tumors. Released June 17, 2020.
Accessed October 7, 2020.

11. lllumina (2017) TruSight Oncology UMI Reagents. (www.illumina.com/
content/dam/illumina-marketing/documents/products/ datasheets/
trusight-oncology-umi-reagents-datasheet-1000000050425.pdf).

12, PierianDx - Genomic Knowledgebase. PierianDx website. www.pieriandx.
com/genomic-knowledgebase. Accessed October 8, 2020.

13. llumina (2018) Analysis of TMB and MSI Status with TruSight Oncology
500. (www.illumina.com/content/dam/illumina-marketing/documents/
products/appnotes/trusight-oncology-500-tmb-analysis-1170-2018-009.
pdf).

14. Beroukhim R1, Mermel CH, Porter D, et al. The landscape of
somatic copy-number alteration across human cancers. Nature.
2010;463(7283):899-905.

15. Green MR, Vicente-Duenas C, Romero-Camarero |, et al. Transient
expression of BCL6 is sufficient for oncogenic function and induction
of mature B-cell ymphoma. Nat Commun. 2014;5:3904 doi:10.1038/
ncomms4904.

16. Piskol R, Ramaswami G, Li JB. Reliable identification of genomic variants
from RNA-seq data. Am J Hum Genet. 2013;93(4):641-651.

AEROEABNEHRICEESNE T, BETOEREETEXEA.


http://jp.illumina.com/tso500
https://www.ncbi.nlm.nih.gov/pubmed/?term=Stransky+N,+Cerami+E,+Schalm+S,+Kim+JL,
https://www.ncbi.nlm.nih.gov/pubmed/?term=Stransky+N,+Cerami+E,+Schalm+S,+Kim+JL,
https://www.ncbi.nlm.nih.gov/pubmed/?term=Clinical+next+generation+sequencing+to+identify+actionable+aberrations+in+a+phase+I+program.
https://www.ncbi.nlm.nih.gov/pubmed/?term=Clinical+next+generation+sequencing+to+identify+actionable+aberrations+in+a+phase+I+program.
https://www.ncbi.nlm.nih.gov/pubmed/?term=High-Throughput+Genomics+and+Clinical+Outcome+in+Hard-to-Treat+Advanced+Cancers:+Results+of+the+MOSCATO+01+Trial.
https://www.ncbi.nlm.nih.gov/pubmed/?term=High-Throughput+Genomics+and+Clinical+Outcome+in+Hard-to-Treat+Advanced+Cancers:+Results+of+the+MOSCATO+01+Trial.
https://www.ncbi.nlm.nih.gov/pubmed/?term=High-Throughput+Genomics+and+Clinical+Outcome+in+Hard-to-Treat+Advanced+Cancers:+Results+of+the+MOSCATO+01+Trial.
https://www.ncbi.nlm.nih.gov/pubmed/?term=Multicenter+Feasibility+Study+of+Tumor+Molecular+Profiling+to+Inform+Therapeutic+Decisions+in+Advanced+Pediatric+Solid+Tumors:+The+Individualized+Cancer+Therapy+(iCat)+Study.
https://www.ncbi.nlm.nih.gov/pubmed/?term=Multicenter+Feasibility+Study+of+Tumor+Molecular+Profiling+to+Inform+Therapeutic+Decisions+in+Advanced+Pediatric+Solid+Tumors:+The+Individualized+Cancer+Therapy+(iCat)+Study.
https://www.ncbi.nlm.nih.gov/pubmed/?term=Multicenter+Feasibility+Study+of+Tumor+Molecular+Profiling+to+Inform+Therapeutic+Decisions+in+Advanced+Pediatric+Solid+Tumors:+The+Individualized+Cancer+Therapy+(iCat)+Study.
https://www.ncbi.nlm.nih.gov/pubmed/?term=Multicenter+Feasibility+Study+of+Tumor+Molecular+Profiling+to+Inform+Therapeutic+Decisions+in+Advanced+Pediatric+Solid+Tumors:+The+Individualized+Cancer+Therapy+(iCat)+Study.
https://www.ncbi.nlm.nih.gov/pubmed/?term=Diagnostic+Yield+of+Clinical+Tumor+and+Germline+Whole-Exome+Sequencing+for+Children+With+Solid+Tumors.
https://www.ncbi.nlm.nih.gov/pubmed/?term=Diagnostic+Yield+of+Clinical+Tumor+and+Germline+Whole-Exome+Sequencing+for+Children+With+Solid+Tumors.
https://www.ncbi.nlm.nih.gov/pubmed/28481359
https://www.ncbi.nlm.nih.gov/pubmed/28481359
https://www.ncbi.nlm.nih.gov/pubmed/30279188
https://www.ncbi.nlm.nih.gov/pubmed/30279188
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tumor+mutational+load+predicts+survival+after+immunotherapy+across+multiple+cancer+types.
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tumor+mutational+load+predicts+survival+after+immunotherapy+across+multiple+cancer+types.
https://www.fda.gov/news-events/press-announcements/fda-approves-first-line-immunotherapy-patients-msi-hdmmr-metastatic-colorectal-cancer
https://www.fda.gov/news-events/press-announcements/fda-approves-first-line-immunotherapy-patients-msi-hdmmr-metastatic-colorectal-cancer
https://www.fda.gov/news-events/press-announcements/fda-approves-first-line-immunotherapy-patients-msi-hdmmr-metastatic-colorectal-cancer
https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-pembrolizumab-adults-and-children-tmb-h-solid-tumors
https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-pembrolizumab-adults-and-children-tmb-h-solid-tumors
https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-pembrolizumab-adults-and-children-tmb-h-solid-tumors
https://www.illumina.com/content/dam/illumina-marketing/documents/products/datasheets/trusight-oncology-umi-reagents-datasheet-1000000050425.pdf
https://www.illumina.com/content/dam/illumina-marketing/documents/products/datasheets/trusight-oncology-umi-reagents-datasheet-1000000050425.pdf
https://www.illumina.com/content/dam/illumina-marketing/documents/products/datasheets/trusight-oncology-umi-reagents-datasheet-1000000050425.pdf
http://www.pieriandx.com/genomic-knowledgebase
http://www.pieriandx.com/genomic-knowledgebase
https://www.illumina.com/content/dam/illumina-marketing/documents/products/appnotes/trusight-oncology-500-tmb-analysis-1170-2018-009.pdf
https://www.illumina.com/content/dam/illumina-marketing/documents/products/appnotes/trusight-oncology-500-tmb-analysis-1170-2018-009.pdf
https://www.illumina.com/content/dam/illumina-marketing/documents/products/appnotes/trusight-oncology-500-tmb-analysis-1170-2018-009.pdf
https://www.ncbi.nlm.nih.gov/pubmed/20164920
https://www.ncbi.nlm.nih.gov/pubmed/20164920
https://www.ncbi.nlm.nih.gov/pubmed/?term=Transient+expression+of+BCL6+is+sufficient+for+oncogenic+function+and+induction+of+mature+B-cell+lymphoma.
https://www.ncbi.nlm.nih.gov/pubmed/?term=Transient+expression+of+BCL6+is+sufficient+for+oncogenic+function+and+induction+of+mature+B-cell+lymphoma.
https://www.ncbi.nlm.nih.gov/pubmed/?term=Transient+expression+of+BCL6+is+sufficient+for+oncogenic+function+and+induction+of+mature+B-cell+lymphoma.
https://www.ncbi.nlm.nih.gov/pubmed/24075185
https://www.ncbi.nlm.nih.gov/pubmed/24075185

Prepare Library | Sequence | Analyze Data

&Mm1ESR : TruSight Oncology 500 79— 70—

F&

HEk

YT
147

DNA

DNA/RNA

DNA

DNA/RNA

SA4TSU—FRHN
Hm
TruSight Oncology 500 DNA Kit* (16 -1 >/
TYOR, 48T TI)

TruSight Oncology 500 DNA Kit, plus
PierianDx* (16 1 > 7 w7 2. 48 5> 7))

TruSight Oncology 500 DNA Kit, for Use
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