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Precision Medicine ({EBHLEEE)

201 5F — xS Ean

“the right treatments at
the right time, every time,
to the right person.”
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- President Obama, January 30, 2015
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Figures as at 01/03/2019

Samples collected
and received at the
UK Biocentre

IiJ 122,208

36,415 cancer

i 85,793
rare disease

DA @ Results for 71_1035
104,778

} Genomes sequenced
’ Equivalentto 18,655

[ |
23,705 cancer 'ﬁ‘ﬁﬁ‘ cancer genomes and

. 81,073 52,380 rare disease
rare disease
20-25% actionable findings for

Rare Disease

genomes sent to NHS GMCs

~ 50% cancer cases contain

potential for a therapy or a trial

+50,000 in our report
/ Genomes since
last February
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éb‘-‘J Aﬁg*ﬁmﬁﬁﬁﬂgﬁm'l‘i Horak Pet al. Cancer Discov. 2021(11):2780-2795.

German Cancer Consortium(C KB RIEZTERIAT (CEFRNTZEEL, 310N (HFE. 75.5%)
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Horak P.et al. Cancer Discov. 2021(11):2780-2795.

NCT/DKTK
Treatment basket evidence level Recommendation
COhort { F l £. — T ll .L! T T T |l
Leiomyosarcoma {1 I T | 1B 1
Breast I 1 10
Bone { NG N 11 1
Unknown primary 1 Y 0 | 1w 1IN
Urologic { I | e 1IN
Ewing/PNET 1 SN N | B 1IN
Synovial sarcoma{ [ = Al 11
Other { IS = - . 18
GIST 1 I | e 18
Neuroendocrine and adrenal 1 B o | (T 118
Hepatopancreaticobiliary 1 ST || { 11N
Gynecologic 1 IS =0 | 1B =
Liposarcoma 1 I 0 | W 1IN
Soft tissue other 1 [ == 18 118
Upper gastrointestinal 4 [0 s — 1IN ; 1
Head and neck 4 IR | 10
NSCLC { I e =
Melanoma 1 I ARl 41
Colorectal 4 1 4 .
Hematopoietic { I = 1_-_“ !
000 025 050 075 1.00 0.000.250.500.751.00 0.00 0.25 0.500.75 1.00
Fraction Fraction Fraction

Molecular tumor board TR N EBCFERERICE D BEZENM : 31.8%

overall response : 23.9%
disease control rates : 55.3%
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Single agent
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Shukla N, et al. Nat Commun. 2022;13(1):2485.

Memorial Sloan Kettering Cancer Center(C&HUNT

114410/ E

Timeling
Flow

medl (ml -max) R mmmmm

Nucleic Acid 31.7 houi
Extraction (31 -46) .
Day 1
Day 2
61.7 hours ’
Sample
Preparation (48-73) .p#
Day 3
Day 4
Sequencing 39.7 hours
(38-42)
Day5 = =
20.5 hours
Dilory Day 6 (13-37) 51
‘ 250hours ===
Mginet  Bayi (6:59) S22
ACET
35.6 hours
ria Day 8 (18-99)

Post-processing

WGTSO#E5R 29 H e Tl A

0.4 hours
(0.2-1.3)
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e WGS only I RNAseg/WGS N Exome/WGS

Diagnostic -

eraressc | 1 AHARRNANHN
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Treatment - II I I I

Novel Fusions —I

Oncogenic — I I

0% 10% 20%

I Targeted NGS (RNA and DNA) 230 Incremental findings by WGS
43.0% 36.0% 18.4% 2.6%

e WGS only B None

0% 20% 40% 60% 80% 100%
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Sosinsky A,et al. Nat Med. 2024(1):279-289

nature medicine 8

Analysis https://doi.org/10.1036/541591-023-02682-0

Insightsforprecision oncology fromthe
integration of genomic and clinical data of
13,880 tumorsfrom the100,000 Genomes
Cancer Programme
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Sosinsky A,et al. Nat Med. 2024(1):279-289

Total percentage of
tumors with
1or more mutations in a n=
target gene(s) as listed in
the NGTDC

Percentage of tumors
with a germline mutation

Percentage of tumors
with a somatic mutation

Glioblastoma multiforme [N = 315 3« A JHCH T (8]
Low-grade glioma I - 176 1! 1 THEE i | 6
Skin cutaneous melanoma | 325 | < <1 1] 8
Head and neck squamous cell carcinoma [N 245 A <1 ] < 8
Colon adenocarcinoma NG s 1,948 1 [ <1 < < . 1 a «li| 8
Lung adenocarcinoma [ 813 ol 2] 1 el al«al |
Rectum adenocarcinoma NG 55 830 4 <1 a <1 | P ! I
Breast invasive carcinoma NG < 2,925 5|« <« a4 < ‘ 201« 1 alls
Ovarian high-grade serous carcinoma [N 44 372 |2 1 B 1 7
Uterine corpus endometrial carcinoma [N <2 706 8 <l < i |« 2l « [ 6
Sarcoma I 3+ 1,617 4 4|3|3|2 1 {1 [ 1 || )| 8
Mesothelioma [N =2 46 4 L | | |2
Bladder urothelial carcinoma I 33 259 ] 3 l al«al«a 7
Lung squamous cell carcinoma I 21 448 9 4 A < a4 i
Kidney renal papillary cell carcinoma [ 14 1 i i
Ovarian endometrioid adenocarcinoma [ 15 102 3 1 2 7
Stomach adenocarcinoma [l 13 105 2 12|18 10 S 2 1] 8
Esophageal adenocarcinoma [ 12 g ) 9 15 I “ 12 3 1 | .
Kidney renal clear cell carcinoma [l 10 1163 |8 |(4 |3 |2 <« 4 6 \' 3|1|3|3 1 < < B < [ [<1 <« T
Pancreatic adenocarcinoma 9 2 12 1‘21 w9l 2 12 i 2 2 | ’ 5
Prostate adenocarcinoma | s 572 |56 | 375 [ <« [2] « B8 <1 1 1|« |0 ]'6
Liver hepatocellular carcinoma | 4 25 ‘12 4 2|8 28 4 4 ) 4 [ 4
Ovarian serous carcinoma | 4 24 | 8 8 ?17 4 ‘ 8 L 8 a 4 ‘ :
Cholangiocarcinoma | 3 31 128 10| 6 10| 6 10 i I :ﬁ
Uterine corpus endometrial serous carcinoma | 3 13 l | 1 2| a 6 8 8 3 2|24 1 1| 7
Percenta f ti ST g TL: \ & = 5 ‘3 i x% ? 8 Zg : &%'—é:% & g g e
ge of tumors > S 5 =8 a
o — : SR RS T 2T 22 3 :
! g '
1% 100% ! ! :
SNV/indel CNA SV Pangenomic SNV/indel
markers
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Sosinsky A,et al. Nat Med. 2024(1):279-289
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7. BEBROERRE

4 13. ') LBSEREREHR (#:id)
FENAPEDROFEBOERICEIET HEEFOEM | BETIECTORMANAERLGRT L [HAIIFLIERERF 1. [DNAMEEBEFIO3EENHNFT,
[HHAIETE |(CBAS5 3 2B FEL T, [PABIGF LI PAIIBRIEIEF INGDFET . [ B ABIET I (SHIFBIEZ EH BT ORI CTHD. BEDT7I)UARZEL
F9, B, TL—FHABHEIZONTHFAMIELIEIEFI T, TLU T, FRA BRIRIBOERICKDZIFHEIENZDNADE (BIzFZEL) ZIEION. [DNABEER

FITHD XNV EUET, = Fb‘/u BT I BLUNHAIFELIERFICKAI T35S, [ DNABIEERF G FAINFIERFICHFEEINET.
B ER (IBRER. A - RK)DERADEVNERE T :

-~ o Ry >
IREVANYFTUH AY7L=LNRYTFTYF (@A) A7 —=LRYTY L+ (RK)
AMOT I/ BEEET 53 P ~DEEDEE BEOBBACLY T I/BIMEAINDD, mHRIET AN BEORKICEY T I/ BARKTBH. mARiETIngn
NM_005228.3 (EGFR): ¢.2573T>G NM_005228.3 (EGFR): ¢.2317_2318insCCAACCCCC NM_005228.3 (EGFR): ¢.2235_2249delGGAATTAAGAGAAGC
p.Leu858Arg (p.L858R) p.Pro772_His773insProAsnPro (p.P772_H773insPNP) p.Glu746_Ala750del (p.E746_AT750del)
2562 2565 2568 2571 2574 2577 2580 2583 2586 2307 2310 2313 2316 2319 2322 2325 2328 2226 2229 2232 2235 2233 2241 2244 2247 2250 2253 2255 2259
T T T T T T T T T T T T T, 1 T T T T T T T T T T T 1T ‘ T T
ACI\GA'FT'FTG(EGC'TGG(:CAI\AC'TGC'TG ‘G]'GGI}CAI}CC(;C(U}CG'[GJ’GCKIGC‘ G'TC C'TA1'CAI\GGI\ATW’AA(SAGI\AG(ZAA(IA1'C1'CCG
[Thr H Asp H Phe H Gly HITIBH Ala H Lys H Leu H Leu ] [val H Ala H Tle H L -- WETIHIERH The H Ser H Pro |
854 855 856 857 858 859 860 861 862 769 770 771 772 m 774 775 776 742 74 744 74 746 748 749 75u 751 752 753

TREBOTI /B (FOUY) & e

B8EE DT I /BOA L VAT AR S CEIE N f T TBEBOTI/E (€XFVY) e TRERDT /B (AR E)
| 1 oficTAY Y - TRATEY - e HOT0EEDOT I/ B (F7=)
i TRy vAEASNE

i i FTHRELE
2562 2565 2568 2571 2574 2577 2580 2583 2586 H i 2226 2229 2232 235 2238 2241 2244

1 1 T T T T T 1T T T T T T T T T T T 1 T T T T T 17T 2307 2310 2313 2316 § 2319 2322 2325 i 2328 2341 2344 2337 | L N N A I A A A A A A O A N A A
ACAGATTTTGGGCGGGCCAAALTGLTG GTGGAC ACCCCCCCAACCCCCACGTGTGCCGC GTCGCTATCAAAACATCTLCG
A [Nal H Ala H lle H Lys H Thr H Ser H Pro |

‘ : : : : ‘ : ‘
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FrEVANYTVP TFL—LY7 bR YTY b (BEA) TL—LI 7 bRYTV b (REK)

BEDERICLVIRED P~ OBRAEE D BREOBEACL Y FAROTIPRE, KIEDRVAERENS BEORKICL Y EAROTAHRE, KL RV PRSI
NM_000179.2 (MSH6): c.1444C>T NM_000321.2 (RB1): ¢.219_220dupAG (c.220_221insAG) NM_000077.4 (CDKN2A): c.47_50delTGGC
p.Argd82Ter (p.R482*) p.Ala74GlufsTerd (p.AT4Efs*4) p.Leul6ProfsTer9 (p.L16Pfs*9)
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[Ty H Lys H val H Ala HESTBH Val H Glu H Gin H Ti | CHis - val - A H Gl H A - A T H{Lew H T HTp -Gl {Tip H Leu H Ala H Thr H Ala H Ala - Ala H Arg H Gly H Arg H Val H Glu
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TL—L 7 FNEROBRAEEOT I =V UTFIC /ﬂ TL—LY 7 PEROBERIGEE OO A & Y UTICEhS
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| aFvARIEAR Y E o7

ARFADT I /BT AXZHIEAF Y ICERE N
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=ERLKR—b : Sequencing Report

BizF4% (Ensembl Expression ID)

EGFR (COSMIC-R, ENST00000275493)

RED L 7RN— BAECHY

REEHE

nonframeshift deletion

WIBGIE (REk EEES)

1:55, 242, 466

BEEFIE—HIE (FHIE)— FHL)

1.14

TET7LUIEE (%)

15.8 (136/860)

CDSZ L exon19:¢. 2236 225281 D] (CTIEIEH D
73/ BEEL p. 146_751>1

COSMIC | Clinvar E&HB&ES

COSMIC | Clinvar Z#}%k

COSMIC_Status | Clinvar Significance

SNPTF—H R—X

B AE

known

{Z1E

M &

BizF4 (Ensembl Expression ID)

EGFR (COSMIC-R, ENST00000275493)

R L 7R — bERER

ZEEHE

nonframeshift indel

WIBGIE (RBEF BEEES)

1:55, 242, 466

BEIEFIE—HIE FHIEY)— F#L)

1.14

TET7LUIEE (%)

15.8 (136/860)

CDSZE 1k

exon19:c. 2236, 2253XA1C O

73/ BEIL

p.E7T46_T751>1  EGFR ex19MD{EMIIZAE

COSMIC | Clinvar &E%&ES

COSMIC | Clinvar Z&}%k

A EEZE ETOITD

COSMIC_Status | Clinvar Significance

SNPF—H R—X

Edueppry

known, manual
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=ERLKR—b : Sequencing Report

&:&{z+4% (Ensembl Expression ID) EGFR (COSMIC-R, ENST00000275493) REILR— BEREk
E|ZEESE nonframeshift indel
MIEBGIE (RBK . BEHES) 7:55, 242, 466
BEEFaE—#Ht WE'— Kt 1.14
ZET7LIEE (%) 15.8 (136/860)
CDSZE 1k exon19[c. 2236_2253,AT(
73/ BEL p. E746LT751>1  |FGFR ex190#EMmZ S
COSMIC | Clinvar Z4Z%ES - | -
COSMIC | Clinvar Z§&%k -
COSMIC_Status | Clinvar Significance -
SNPF—H R—2R -
T EZ7E W BRHAE known, manual

TK ATP-biding region

—_ Vi

T EE EEDITD

N

ismatch= (%)

228N

eletionZE (%)
InsertionZ (%)

3
1

NCC | v4
SureSelect
0.2

{EFDNAE (ug)

=T oH— Mi Se

=9I H¥—5VH 2017/02/02

S—OI Y-S5 ELE

J—F5—4% SCI1-TG5162N01-Fr-onc4-SO01_S128. SS4
456

S 3
SRR R E TR fE [424

W7 — 5 ATIhe
BHRBTTOT S LN—D3 > Clinical-1.2.0-rc01
ESa—) Muton-5.1.1c, Fusion-5.1.1, Cton-7.0.2-rc01, GATK-

pipeline-1.0.0. ComplexMutation-1.0.2-rc01,
T8ty k Dataset-1.0.3
Matcheda > FO—LT—52 % SCI1-TG5162N01-Fr-onc4-S01_S128-RA
Unmatched3 > FO—ILTF—% & SC11-mixedNO2-Fr-onc4-T03_S001-RA
T—5RHH 2017/02/04
[EEFEEEREME SNV, InDel) Ex/Sp. -S. —SNP(+G/Tr), VR>0.05
[EEFEZRREE (CW) CNR>4. 0
BEFEERREHE (Fusion) target

Exon746-A750 del type 1
Exon746-A750 del type2
L747-P753 insS
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PR URL
COSMIC https://cancer.sanger.ac.uk/cosmic/
CIViC https://civicdb.org/home
OncoKB https://www.oncokb.org/
PeCan https://pecan.stjude.cloud/
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COSMIC (Catalogue Of Somatic Mutations In Cancer)

HTHIRRE G FEEDARHIRET —IX—-X
Genome VersionH“iEiRE]

(GRCh37 or GRCh38)

3[E welcome Sanger institute H\iEE
TEHAR IR Fdn D

LvarianthMUEA TEERE L TRE S
NTULBNE ST DULNTHEERRIEE

COSMIC v92, released 27-AUG-20

Im Cancer,
ESgurce for exploning the impact of somatic muTations n

COSMEC, the Catalo gu-r of Somatic Mutations
MGEL COMEENensiyv
hhhhhhhh LEr

oCOSMIC

is the world's largest and

Want ko learn mers albaut hew COSMIC help r:lu'i'

can L
Discower what COSMIC has to offer in gur downloadable introduciory guide to
COSMIC. More

Start using COSHIC by searching (or & gine, Canos Type, mutaticn, i, Delow,
| y m o~ HEW Product coming soon COSMIC Actionabilityl
L e S— S— - D+D e e radently launihed The '1. LA G Candus 1o I Beclpim sid
_——pF  success] But st COSMIC we neve l |: Mo n-e- are workin -g: ¥ oour next product
. Mutation Acticnability in r'rrr-sl.'m Qncologyl Hore,
Projects

COEMIC |5 divided
or view of our data

LOSHITC

The core of COSHILC, an expert-oural
% Cell Limes Praject

Hutstion profiles of aver 1,000 cell res used In cancer resssnch

L COSHIC 30
ﬁ j!"“"l MEraclive view of CANCET Mulalions in the contet of 30 stnaCtures

Into saveral distinet projects, ssch prase

ted database of somatic mutations

nting & separate dubaset

% Cancer Gk Census
A catalogue of genes with mutations that are csussly imphcated n cancer

COSMIC Relenie w2 ki lewsl

Mot cnly have we n;\rrl-' rated .i Ly g—w UpATE] 4 existing expertly
curabed GEfes curated m J i T & dalE, we Rave &0 'nddr changes ta
:a_rdc'.'-needr"e-sln H:- & B e ree-:lh ch. Find out more before exploring

tha vi2 rekeags. Moo

COSHIC News Enliow Sicosmic_sange

Tools

& Cancer Browser = browse COSMIC data by Hssue type and histology
B CEnoind Browser — Drowss the Miman gencme with COSMIC annotatans
® GhacH Repcon — socess OOSMIC dats through the GA4GH Beacon Bropec &

Ll 5 J.. 0 BigQuery ® — seanch COSMIC vis the J.zL:.._f Geng "'_.:.'.....J“'

MBI F OIS BEHIOETFEN DS/ V7> MR ZEEDD]E

EENEZEND

hHASRH;

B FOEMEEETEICODVWTIRNZETHEEFNM R VGEEHZ)
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COSMICOfENS

http://cancer.sanger.ac.uk/cosmic/

COSMIC

Calungusr DH Sawveaied busatues la Caace

Projects ¥

COSMIC v92, released 27-AUG-20

COSMEC, the Catalogue OFf Scmatic Mutations In Cancer, is the world's longest and
OS] COMEenensive resource for expdonng [he mpact of somatic muitationds =
Fruman cander.

Sran using COSMIC Dy searching for & gene, Canoes Type, mulaticn, #c. Delow,

Projed IBAL T CTIRFR

CosmM Esch presenting & separate dabaset
oo view of our data:

COSMLE

The core of COSMIC, an expert-curated detabase of somatic mutabans
% Cell Lines Projedt

utsticn profiles of aver 1,000 cell lires usad in Canoss resssnch

i,

% S LC- 3 0
AR Ineractied view Of CANDST MUTAoeS i the conied of 30 snatures

% Canoer Gl Census
i catalogue of gends with mutations that &re ceusaly imphcated o cancer

Enlloy S0oEmiC_ Sanner

COSMIC News

Want ko learn mere about how COSMIC can hﬂp 'ruu'i"

Dgooredr what COSMIC has (o offer in our Gowrilsadable introduciony guide 1o
COSMIC. More,.,

— MEW Product coming soon COSMIC Actionabilityl
O =0 we have recentiy laurched The Cancer Hutation Census to musch acclaim and
i success] But at COSHIC we never stopd Mow we are working on our next product,
Mutation Acticnability in Precision Oncology! Mone..,

COSMIC Releasr «#2 hi el

Nof anly Rinsd v Spertly Curatd 7 new ganes, upoated 4 exsiing expertly
curdbed Gefed furebed Hew drud resEibnee ABLE, we Rive 880 made changes 19
pir dowmioad files in response to user feedback. Find out more before exploring
the v releage. More..

Toals

& Cancer Browser = browse COSMIC data by tssue type and histology

& Cenome Browser — Drowse the human gencme with COSMIC annotatns

& Cadrsd BEacsn — socess COSMIC dats throwgh the GASGH Beacon Project &
& COSHIC in BipQuery ® — seanch COSMIC via the [S8 Cancer Gencamics Cloud &
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COSMICT “EGFR” %1%

COSMIC

Cotaleges OF Somons Musabaes ke Conoe

GRCh®versionl3CTEER] %
(EHTEOD@ET(IGRCMW hgl9N EHLBNTLR)

GRCh38 - COSMIC v92

Gene view

The gene view histogram & a graphical view of mutations across EGFR. These mutations are displayed at the amino acd level across the full length of the
ger by default. Restrict the view 1o a region of the gene by dragging across the: hisbogram to highlight the region of inferest, of by using the sliders in
the EiRers panel oo the b, Show men

— — — — — ——————.

s ph % : - i “oa| BvariantDETREL
L858R

T790M Variants
G719X

B peferenoes

FRRmGOnS. [STETRL | | Sl B Erix pisian T T

Tz 1ab displdays & table of mulatons for the selected gene. You Con foe mone information in our hefp Ca0es.

Show | 10 | EnTe Expoet: m:m-c:r LETsR

Positien (AAY ©  Mutation (D) sutation [Amins Ackd) Legacy Hutation 1D @ Count Hatation Type

B58 LISTICHA e LESHM COSM1z 366 ] Subsbtution - Misserse

858 LIS IICeT ElASH - COSM2E120 4 Cubsthution - coding silens
Range Shan ineu Tiekda 854 L2572 25T3geivahh  RABSHE COSM4 268 1 SULEEUTON - Misterae
. m e BS8 s Td IS TNy ELBSER COSMIAG5T 1 Subsbbution - Hisserse
_ b 858 LASTIT>A ELBSE0 COSMzasTa 1 Subshtution - MHisseras
Comrdinate sysiem q“:: B5A LTI >G RLBSER CO5MEZ 24 5T Substitution - Misserde
B i - S o b 1 H - o | e ] S Tidelrenh piBSAR CIOHEM] 33630 ‘Bubstitulion - Misserss
oA, Caurars r A58 o] S ddeteDl GLDSOR COEM] 2429 Substution - Hisserds

= osa T T 10548 CEHEM ] 33550 bubstifution - Ceding silerd

HESH Sl e LH5SR COEMSTELT [Subrshitution - Coaling st

Shawing 1 to 10 of 3443 entries s PrEwious 1 2 ¥ 3 5 345 Pt Lasz
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COSMICT “EGFR L858R"” Zi&R3

Pathogenic variant

i

Cofalogua OF Somats Blfstom bn Conor

> COSMIC

Mutation . :
COSVSI7e5161 Onriiew VariantB0|Ek

This section shows a general esrviaw of the selected mutation, It Ssscribas (Fe sourca of the Mutalion L8 gne name/sampls namaTiEsus nams with urigos [0, and also
phasves tha mutathen gyrdax ak tha amens acid and Foclactios a lgvel. Vou Can soe more nformation on our

Genomic Mutation I @ COSVS1T65161
Legecy Tdentifier B  COSHER24
Gone name G
AA mytation o LESER (Substitution - Missense, position 858, L—R]

GRCh38 - COSMIC v92

CDS mwtation c.2573T>G [Substinution, position 2573, T—4)
SN Mo

Ganomic coordinates SRChIE, TIS5101832. 55191622 Wiew Enssmbl contia ®

Ever confirmed somatic?  ves
FATHMM prediction  Pathogenic [soors 0,58

Rk
Heowrment
Drug resistanoe
Allwrmsiive Tds B 12991831 4{EGFR ENCTOCO004 4797, 126503041 {EGHR. ENSTOOO00S5085), 1E44 167 T {EGER ENSTOOO00GIRSET )
Tissue distribution
This seckion Esplinys the Estribution of molated shmpled snd Bissue types (Top 5], You Lan fée more infermation 6 our Belp pEGes.

Tiszue Distribution
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COSMICT “EGFR L858R” Zi&%&

Gene Tissue distribution
EGFR mataEons Jress thie primany tismee types that e curabed by COSMIC. Higtograms show the peroentage of mutabed samples for point
m Frtatioes, TNV data and gene avpression data. Meving your Mduss cvr P histegrams will show adsitensd data. Tha number of samplis tested on this page include samples
m From bhe Largeted sod wiole ganomei/sxcens ressquencing whare all the protein coding genes harve bedn screaned for mutations.
m Wou Can e addsioral information sbout the ity presertes ke in bhe bip pagas
O e St
m T Poimd Bkt ions Conpy Mpmibser Variathon Girren Expresslon Hathylation
m [ o Muitabisd Tastid Varisnl s T bisid % Rogulated Tesbed W P Tesbisd
- e
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el D
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Search
Eione L] 1033
| S Bragas = B[P 1 1493 - Lun- i LR
Filters ST
Ehow sesrces fien Caryis a 1008 a i — 37
Rangn Shes roed e Endoeretrium - 1533 i ARG — = 48
- - Eye L] JE4
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Enlipodan fubs L 5 =
Conrdimate oystem F3 = -
& Ardnd- s
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Aoy s | st e )
L] 212 = 3
= P 1 Egl ] F 74
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Lixmi -— Total Percantags of sampies L) - 1]
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COSMIC

Lartnloger OF Somets dateom bn Comaom
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Nature Genetics 49, 170-174 (2017)

A

Validated
association

B
Clinical
evidence

c

Case study

Inferential
association

Definiti

Proven/consensus
association in human
medicine,

Clinical trial or other primary
patient data supports
association,

Individual case reports from
clinical journals.

In vivo or in vitro models
support association,

Indirect evidence.

Examples and further comments

AML with mutated NPM1" is a provisional entity in WHO
classification of acute myeloid leukemia (AML). This mutation
shouwld be tested for in clinical trials and is recommended for
testing in patients with cytogenetically normal AML. Validated
associations are often in routine clinical practice already or are
the subject of major clinical trial efforts.

BRAF VBOOE is correlated with poor prognosis in papillary thyroid
cancer in a study of 187 patients with PTC and other thyroid
diseases. The evidence should be supported by observations in
multiple patients. Additional support from functional data is
desirable but not required.

A single patient with FLT3 over-expression responded to the FLT3
inhibitor sunitinib. The study may have involved a large number
of patients, but the statement was supported by only a single
patient. In some cases, observations from just a handful of
patients (e.g. 2-3) or a single family may also be considered a
case study/report.

Experiments showed that AG1296 is effective in triggering
apoptosis in cells with the FLT3 internal tandem duplication. The
study may have involved some patient data, but support for this
statement was limited to in vivo or in vitro models (e.g. mouse
studies, cell lines, molecular assays, etc.).

CD33 and CD123 expression were significantly increased in patients

with NPM1 mutation with FLT3-ITD, indicating these patients may
respond to combined anti-CD33 and anti-CD123 therapy. The
assertion is at least one step removed from a direct association
between a variant and clinical relevance,
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\

FDA-recognized biomarker predictive of response to an FDA-
approved drug in this indication

L

Standard care biomarker predictive of response to an FDA-
approved drug in this indication®

aStandard care biomarker predictive of response to an FDA-
approved drug in another indication, but not standard care
in this indication

\
Compelllnog clinical evidence supports the biomarker as being
predictive of response to a drug in this indication

~
4

Compolllnog clinical evidence supports the biomarker as being
predictive of response to a drug in another indication

Compelling biological evidence supports the biomarker as
being predictive of response to a drug

-

Standard care biomarker predictive of resistance to an
FDA-approved drug in this indication

Compelling clinical evidence supports the biomarker as being
predictive of resistance to a drug

€€ DIDID.

Standard
Therapeutic
Implications

“Indudes biomarkers
that are recommended

as standard care
by the NCCN or
other expert panels
but not necessarily
FDArecognized
for a particular
ndication

Investigational
Therapeutic
Implications

possibly drecled
to dlinical trials

Hypothetical
Therapeutic
Implications
based on
peeliminary, non-
cinical data

Standard
Resistance
Implications

Investigational
Resistance
Implications
based on
cinical data
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B Patients receiving genomically matched therapy (N = 51)
B Patients with druggable alternation, not receiving genomically matched therapy (N = 145)

M Patients without druggable alternation (N = 222)

B MST: Not reached (95%Cl, 12.9—-not estimated)
B MST: 15.3 months (95%Cl, 11.0-18.0)
B MST: 16.1 months (95%Cl, 12.9-18.3)

1.0 -

Survival probability

| |
0 12 24
Months trom specimen shipment

T. Koyama. Cancer Sci. 2022 Sep 14. 127
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94.8%
Common cancers 59.5%
Actionable genomic alteration
W Druggable genomic alteration
8330, ™ Genomically matched therapy
Non-common cancers
1 1 1 1 1 1
0 20 40 60 80 100 (%)
Common cancers (N =173) Non-common cancers (N = 245) Chi-square test
Number (%) Number (%) P
Patients with actionable genomic alteration 164 (94.8) 204 (83.3) .0002
Patients with druggable genomic alteration 103 (59.5) 93 (38.0) <.0001
Patients receiving genomically matched therapy 28 (16.2) 23 (9.4) .0365

Common cancer (the top 10 most frequent cancer types in terms of mortality as reported by World Health Organization): lung cancer, colorectal cancer, hepatocellular carcinoma,
gastric cancer, breast cancer, esophageal cancer, pancreatic cancer, prostate cancer, cervical cancer, and endometrial cancer
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Patients with rare cancers (n =333)

Actionable genomic alteration 83.5%
Druggable genomic alteration 38.1%
Genomically matched therapy [ 7.5% NCCH (Sep 2019 to Jun 2021)

Patients with rare cancers with treatment option with evidence levels A-D (n = 161)
Actionable genomic alteration 91.3%

Druggable genomic alteration |G 46.6%

Genomically matched therapy [ 9.9%

Patients with rare cancers without treatment option with evidence levels A-D (n = 172)
Actionable genomic alteration 76.2%

Druggable genomic alteration || IEGNNNEGEGEGEGEEGEEEEEE 30.2%

Genomically matched therapy Il 5.2%

. . 0 20 - 40 o 60 80 100 (%)
S. Takaminzawa, T. Koyama. et al. Cancer Sci. 2024 {n—\ﬂ]6@@D\A@@7/Aﬁ§¢ﬁkﬁéjé)@:ﬁﬁﬁ%}&ﬁ%% 128-2
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From TOP-GEAR Update (NCC Ocopanel)

Melanoma, 1 - = ors 4 Total, 62

Esophageal cancer, 1

Cervical cancer, 1
Thymic cancer, 1

Bile duct cancer, 1 Non-small cell lung cancer, 18

CNS tumor, 1 P= 0.046
Bladder cancer, 1 100%
Skin cancer, 2 / @R\ QN =067 %
£ 80%
............ o NE
Sali land 2 g 609% Pp
alivary gland cancer, E‘ b Response Rate .
, ° 44% = PR
Pancreatic cancer, 2 g 40% . CR
c Response Rate
= 20%
Bone sarcoma, 2 < 20%
XX
0%
Colorectal cancer, 3 Non-rare cancer Rare cancer
. n= =
Soft tissue sarcoma, 8 30 n=32
Breast cancer, 3
Cancer of unknown primary, 5 Non-EHDA VS. DDA
Ovarian cancer, 6
WNAFE
T. Kubo, K. Sunami, , T. Koyama et al ESMO Open 2024
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Registered and

Cancer Discov. 2021 Nov;11(11):2780-2795.

E"C'“‘;)ed assessed for i
el 6‘ eligibility . « Registration
Screening fallure n=2340 :
Withdrawn consent 0 2,000 - MTB
Tissue not @ i ' ‘;’Sf -
J N - o 1 -
available/not suited Sequencing data = " WGS
for sequencing available ¥ o /
Clinical deterioration n=1,484 £ o

Alternative treatment

No treatment
recommended
n=172

Death before MTB <

B FIREDT —YDH D CEED
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recommended

n=1,138 ®lceEyIEERlziIs5E TN/,

n=107

Treatment not
implemented or

lost to follow-up
n =669

Treatment
implemented
n = 362
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Progression free ratio(PFSr)
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Molecular
tumor board STS
} > GIST CUP
PFS1 PFS2
Standard therapy Molecularly LMS
informed therapy n=30 TK
PFS ratio (PFSr) = PFS2/PFS1 RME
RNA
PFSr
4 >1.3 >1.5
P, 3 36% 31%
. S — TEFTALANJLAMEOAY,
>1. — ) »
®FALSE * TRUE ERRAERAE (CR/PR or PFS>1.3)H
: : , | Rpsnz306)
-5 0 5
Log,(PFSr)
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HEFRECABULAREIZEA0R!S
B FRERICS CiaBREhEES O
aILAR SEhtaEl MAIE BEY HHIEIS, 2R
TOP-GEAR Japan  Pan-cancer 187 13.4% Sunami et al., Cancer Sci, 2019
RIREZIE Japan Pan-cancer 418 12.2%  jKoyama et al., Cancer Sci, 2022
(20215?%1%2%%@ Japan Pan-cancer 12,263 7.0%* https://www.mhlw.go.jp/content/10901000/000959740.pdf
NCCH1616 i,
(NCCA v esg 12PN Pan-cancer 315 9.5% Ueno et al., JSMO 2021
MSK-IMPACT USA Pan-cancer 5,009 10.5% Zehir et al, Nat Med, 2017
NCI-MATCH USA Pan-cancer 5,560 12.4% AACR-NCI-EORTC, 2017
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ERGEER
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https://www.mhlw.go.jp/content/10901000/000959740.pdf
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Prince Margaret Hospital iﬁﬁﬁ%}bﬂ/\@fﬁﬁg

=5 1AHEER SN E E’J(Z\ A M597 1 ADRBENEITS

265 A =5 1AEEHER(CSN
HEZS
Covariates OR® (95% Cl) p value OR® (95% Cl) p value
{51 936
Filp 0.98 (0.97-1.00) 010
= BT IOT7A4)>) (HD VS BUL) 1.66 (1.25-2.21) <.001
PMHI (vs. 3) <.001 <.001
0 4.81 (2.17-10.70) 2.96 (1.29-6.82)
1 1.87 (0.902-3.86) 1.27 (0.59-2.73)
e 2 1.04 (0.49-2.21) 0.87 (0.39-1.94)
%j;\‘%o)%ﬁé RMHPI 0, 1, 2 (vs. 3) 239
NEZE (RO 5 821
MEERE TR (50kmBA VS 50kmX L) .349
ECOG PS 0-1 (vs. 2-3) 129.32 (7.94 to >999)  <.001 79.68 (4.94 to >999) .002
SHIEBR N Avs JHIEZRN A LIS 473
BEA vs Bt 1.80 (1.34-2.41) <.001 1.65 (1.29-2.27) .002

== “Note: an OR of >1 indicates a higher likelihood of trial enrolment in the presence of listed factors vs. reference as indicated in brackets.
Abbreviations: Cl, confidence interval; ECOG, Eastern Cooperative Oncology Group; Gl, gastrointestinal; OR, odds ratio; PM, Princess Margaret;
PMHI, Princess Margaret Hospital Index; PS, performance status; RMHPI; Royal Marsden Hospital prognostic index.

PMHA> 7992
UTHEBHTEFFNELR: ECOG PS1BE PIVIZVIEEMELT . S8 24E L £

Oncologist. 2019 Jul;24(7):e518-e525. SHSEENADEY ) ©FATICET A AM B HEES 2 135



CGPIREESNCCHICRRULEES (Huis5))

Hokkaido [9

Hokkaido (9)

Tohoku [ 22

Yamagata (12). Aomori (6), Fukushima (3), Iwate (1)

Tokyo NN 339

Tokyo (339)

A total of 1167 patients
from June, 2020 to May, 2022

Kanto (except for Tokyo) | 535
Kanagawa (278), Saitama (94), Chiba (80), Gunnma (47), To‘chigi (25), Ibaragi (11)
Chubu e
Shizuoka (42), Toyama (24), Niigata (16), Aichi (15), Nagano (9), Ishikawa (7), Yamanashi (7), Mie (3), Gifu (2), Fukui (1)

Kinki ‘l””‘”

Hyogo (30), Osaka (19), Kyoto (9), Nara (4), Shiga (1)

Chugoku
Hiroshima (21), Okayama (6), Yamaguchi (5), Shimane (1)
Shikoku [ 11 ¥
Kochi (4), Kagawa (3), Tokushima (3), Ehime (1) }/,
kyusyu .I 28 ?& ' Prefectures (No. of patients)
Fukuoka (14), Kumamoto (9), Miyazaki (2), Oita (1), Okinawa (1), Kagoshima (1)
0 100 200 300 400 500 600
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— (202046 A M5202246H)

Lot i dolic-ig- 1 = 1)

roeone | [t | iﬁu DFREITMTONIEEE  38%
A BERICSINUVEESR : 21%
=l EnFEE \V‘J?b?l;?éﬁﬂ (CEZEUER @ 11%

.........

Entered clinical trials
in=241 21%)}

4
Entered Y. Uehara, T. Koyama et al ASC02023
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{n=127, 11%)
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Qutcome Travel time/distance MNo./total No. (%) OR (95% CI)
Genotype-matched ;
trial participation <40 minutes 38/283 (13%) 1 [Reference]
40-120 minutes TO/568 (129%) 0.73 (0.44-1.13)
2120 minutes 19/276 (7%) 0.44 (0.24-0.78)
All cancer clinical trial <40 minutes 587283 (20%) 1 [Reference]
participation
40-120 minutes 138/568 (24%) 1.03 (0.70-1.52)
=120 minutes 451276 (16%) 0.71 {0.44-1.13)
Genotype-matched <20 km 34/260 (13%) 1 [Reference]
trial participation
20-100 km 67557 (12%) 0.74 (0.47-1.19)
2100 km 26/310 (8%) 0.56 (0.32-0.97)
All cancer clinical trial <20 km 52/260 (20%) 1 [Reference]
participation
20-100 km 135/557 (24%) 1.08 (0.73-1.62)
2100 km 54/310 (17%) 0.79 (0.50-1.25)

1JMNTHI=TISL /I VYT J Z LADTVIVCIRT 7 /N1 F3PAIEAEEETT A

ERNDE

Higher odds of
participation

Lower odds of
participation

®
—
=

0.2 0.5 1.0 20 5.0
OR (95% CI)
Y. Uehara, T. Koyama et al ASCi



NCCHM S E)EEEE100km. I EHBFE 285BI TY 7

2 B35 fE]
PNCeH) ® 100km

SHSEENADOEY ) LFEICRIT S A B RHEES S Y. Uehara, T. Koyama et al ASC



BB IAMEABZELORE R

Outcome Travel costs No./total No. (%) OR (95% Cl)

Genotype- < 109/870 (139

matched trial $100 (13%) 1 [Reference]

participation $100-200 7177 (9%) 0.70 (0.28-1.52)
2$200 11/180 (6%) 0.46 (0.22-0.85)

Genotype-non- <$100 90/870 (10%) 1 [Reference]

matched trial

participation $100-200 7177 (9%) 1.01 (0.49-1.96)
2$200 17/180 (9%) 1.00 (0.56-1.71)

DHERNADET ) ©EICEET A B AHEESSSE

Lower odds of
participation

Higher odds of
participation

2.0 5.0

OR (95% Cl)

Y. Uehara, T. Koyama. JISM02024

139-2



NCCHENSDBENTIAD : E—PYYD

Nasushiobara |
( sﬂ? v
.‘ &":\

L <$1OO
= m $100-200

DAY ) LEERICEET 2 A B R HEESS Y. Uehara, T. Koyama. JSM02024 139-3



ERAREVER (ZEAIBFE) DM 2R

20116 ~20204F
AR R

) - — IBFE
1,000 400

— ZOfhoLmE
800 - — REEIIL—H-
600 - RitREMERA]
e — ot
200

0 — 2Efitk

Source: IQVIA Pipeline Intelligence, Dec 2020 %ﬁ’tﬁéﬂ?b%iﬁ%ﬁb‘@i(éb(@m

FERIFFEOMIRE AT —DATHRIENZ L,
SHSERNAODY ) LRATICEIT S A B RS

140



NCCHICH I 5iaRE S U ERPESHERD ML > R

ERIDHRF

0 20 40 60 80 100 120
B\DFEEY) mNDFALEN + RETEDIL—F— mREEDIL—F— B REEDIL—H— +RHRE B FURENESHK B HAE B Zzoft

ST BBET
20216595 7

0 5 10 15 20 25 30 35 40 45 50
B MAPK (BRAF/KRAS/ NRAS) mEGFR ®mFGFR ERBB2 (HER2) ®RET ®TMB/MSI ENTRK ®ROS1 ®ZOAt

DHSEENAOET ) LFERICE T2 AMBRHEES S 141



aRROA—-J>-J0-A

i “H 3-41H “AH 3-41'B
1
S~ 2 S~ 2
B0
i

BB T

@H%Fﬂﬂ’\’%ﬂla

£ 1558
I P —

ZE5E T

DHSEENAOET ) LFERICE T2 AMBRHEES S 142



aRIBERAD 7 IR

e = " AR HIRFEDTN SAERISIRWEBH A
STV T— MY jRCT. JapicCTIL. ClinicalTrials.gov

HE JCRILLIR— B iRET
C-CATLR—b e
¢ 8
WEB TAERIBERDAR—A -

\’ = = R

7 I () 8
R - RO E%E d‘ﬁ

MSEITBESD

N =
ESE T e
DEETFHEE —_——
QWATBIEE o
OIBEFIRE + HAEIEE =
+ =
(LS REEONIE

SHISEENADDY ) MBI T2 A B Rt ESE 143



=¥l )

)72 MR B ERNHINMHIBTUZR(IC, BEEMASEN DRI, /aBERDE
IReZEIDNENDD.

AR ZEE DT —AIN—ITHBCOSMICHHD ., BINEDIEHL (TEFALANIL) (FED
EENMMRRETEIDONCIVIC, OncoKB'C@éo 1. PeCanlZCOSMIC, ClinVar,
CIVICEFIRRZES U TR ENICHERIEETH D,

IRTEDOY-TYN—IIDRICFRFH DD, WES/WGSICL>TH/N-2NBEIEEEN H D,

144



gl =
E) R EEAER (MRIESR)

RRXRFERFMFEF SimERMARTY— SMREGIHFDE U
Me 57—




& M A=AE75 (CH 1 HEEAIEHETE

o HRIFEZEIR I 5HIE
- RBREZ
. BRIFAIE, BEAA RIAIRBRENTOBTENZ

o &
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« JBERT—AN-ADHEER jRCT. JapicCTI. ClinicalTrials.govid &
« C-CATHMEHI 27—, flFEIE. D FY—H—EDEFREEVORTFIALPIL

- BEER
- BESENTEDIIEEE—E (2024/06/1 BsTA 278848, B 517858)
https://www.mhlw.go.jp/topics/bukyoku/isei/sensiniryo/kikan02.html

- EEBHRS
- EFENEDDIEBERULEE 5 (2024/06/1 BEETESE)
https://www.mhlw.go.jp/topics/bukyoku/isei/kanja/kikan02.html
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LAJLA S MBAESEXTRELT:
1. EEHARICHBVC BICOFRFELTHITBN TV B FER
2. FDAKGRICHEW T, BILOFEAFEL THITEN TV ERFESR
e (DI BRICTEPENIEZ TR ID)/ A AV-—1—-EL T BREWK(EBINOFERTEETFOH
A RSAUINFE N TVDE L TFES

LAJLB e MRIES 2 3 REVISERICHT I DRISEPEIIEZ2 T R I/ AY—-h—LU T fRETFRER
DB VEGRENER CAEBASN. MO S D EFOFFIRE OIS U YA BB TFER

LARILC 1. SRMBREBLUSNON AR ZIIERIC, FFHAED. FDAKR. BUEIFERERINITEBEADKRIG
EPETItEZ T RIECFER
2. BRARER(CEVWTEREREELU UERAIN TVWSELFES

LAJLD 1. /NMREREPREER PE L DEAIFRE NS A I BRICIEP N2 T R I/ M AY—h—-&U
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http://www.jshem.or.jp/genomgl/table01.html#tkome

XWSRIE(LFDE

ERPRAY (CERMEL FEEDIEIADIE)

HARMAFEEMERERT / LEETARSA
EERAIB AT L—KLA)LT (353B1EF)

NCCA>a/\ARIL
(124181:F*)

235181nF 45
(67%) (13%)

FoundationOne CDx (30915 /% F*)
B FERE - IBRZEE I AESHICIFY  MEigE i SREUDEEFEE

EIfZiEEZ M REVIE\NRIVICEZFENLAV, MARAEZ 78IS T

EEQELT

2 UNIA : 22887 (BIRMESHEASEIREED

JRELEEF . E MRS FAECEIE T BRI D
ZEZE(ED. DM, ETV6, RUNX1, FUS, GATA273:
£)

FEFB LANIA : 52:8F (MECOM, RUNX1.
NUP214, SETBP11}E)

aEiEIR LAWA : 5:81cF (BCR, BIRC3, FIP1L1,
PIGA, PML)
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FRIEIROUNIA : BRFFERIARE

- YZMRIEBZIIREV CBARRDFRAFEVTHITBNTVRIELFRE

« PMDADOH T FDADBEIGDEMAFEL THITENTVE G TFEREESFNS
o KREBFRRAKELEAT, drug lagh'F1E 9 2IREN DS

5l 1ZRELFEEEEA] X RIEF FDAZGR

« IDH1: Ivosidenib# AML (#)%. B -#8) July/2018
« IDH2: Enasidenib AML (BX%-E#58) Aug/2017
« JAK2: Fedratinib MF Aug/2019
« KIT: Midostaurin FLT3™ut AML, systemic mastocytosis Apr/2017
« KIT: Avapritinib® Systemic mastocytosis Jan/2021

BRAFZIHZS : HARTERE]DIZ8

; < rE BENAICEEGE ZRERE([" > 2 RGeS 7= 7 = =
e R } ZWERNEL. 5LEERIERIEE TAREN:

& : 20204EIC. 9. PDGFRA exon18Z &% IGISTICHEER PrRESS ISR OV v
$ 1 20114E(CF 3. BRAFZE RIS RIE N AICEER RN MRIEZ(CEEREINBED. BDHZEEHD
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FADEIROUANIA : HEIIUTENA AN —D—

« BN ITARLIELIENMEZFRIZNAAV-D—EULT. BERB U BADE
SEHFOHA RSAIINEENTVWIECFRESE
] » ABLIZEETKIDZER
- ZA&FFTImatinib, Nilotinib, Dasatinib, Bosutinib, Ponatinib, AsciminibhEFEe]&E

« ABLIZFE(E, TKIEIUEDIRE DK+ 279D
» ABLIZEICLOTTKIORSZMENERDIZH. ABLIZEIGULLTKLERZI TN E

Inhibitor Imatinib Nilotinib Dasatinib Bosutinib  Ponatinib Asciminib’
K#EZE, Asciminibb A>EECLE

; T315I/AZ R U T, PonatinibziEiR 9 2tEHLE 72D

- AsciminibbT315ZE (L TEEEND

Cancer Cell, 01 Apr 2020, 37(4):530-542 SHEENADEY ) ©FEWTICEEIT DA B HEESSE 151
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- SZIMRIEREZENREVICABECTTIRIEPERRIEZFRIBINAAV-D—-EULT,
Fat FHEREDOSVERARMER TSN, MOHAXDBFOSFMIFRBOI Y A%
BILECFER

5l . Waldenstrom'’s macroglobulinemialcxtd3ibrutinib;aEDBZNENMYDESYCXCLADZE

B(C Y.
H(kFID Bififa =S ) F)l
R MR MYDSS CXCRA4 antibodies ===
inhibitors sssembly Ulocuplumeb
P=0.06 L TG blockers ILIR
| P-032 | FREAEARAEE! [( -
'E 1.5-} —— o TIRAP \
= 1 2 (S slnnas“'; MYDE8  Bupart
E 1 P=0.003 - 'Copa';::
z k- l.ﬂ'-! | | . 8_ 7 g y S r‘-(x'.::;;;;t—:/iun FRAMESHIFT
‘E 'E ] Te | % f @ 4 ‘ G"* :;:aon N CXCR4 ™M MUTATIONS
m Lo - - .
i ; e = : — Minor response Ll \ TAk: = \
o 0.5 % —_— ;q_) \‘\ "~
E ; ;: | = i — Partial response ﬁ
E I?l e e = Very good partial CCB mw‘::mm
MYDSBLI65P  \ivDRELIESP  pMYDEEWT response i
CXCRAWT  CXCRAWHIM  CXCR4WT v Vod
4 HIVEP:

Ibrutinib®B5N4E(FCXCR4, MYDS8SBDZRE(CSLHOTERD

N Engl J Med 2015; 372:1430-1440 SHISEENADEY ) LBEMTICEIT D A B R HEES EXPERT REVIEW OF HEMATOLOGY, 2017, 10(8), 739-744 152
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° Beat AML Study: %ﬂ%;ﬁyﬁ/\b‘—‘jl)ﬁﬁﬁw%ﬁﬁﬁmﬁﬁ NATURE MEDICINE | VOL 26 | DECEMBER 2020 | 1852-
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° Beat AML Study: %ﬂ%;ﬁyﬁ/\b&jh¢ﬁ§®%%¥%m% NATURE MEDICINE | VOL 26 | DECEMBER 2020 | 1852-

.« 60/ EDOFIFAMLORE(S ) ATOJ74 )V ZHeiT (7EBIAIGEAD)

Corn binding facior

PRIORITIZED SCHEMA

GROUP, n (%)

(n=305)
NPT FLTIHTDWT
Core binding factor 8(2.3)
pL—— NPM1* FLT3-ITD WT 46 (11.7)
MLL-rearranged 11 (2 .8)
IDH2" 45 (11.4)
IDH1* 2315 .8)
TP53™ 76 (19.2)
TPS3 complex Knrpohype TP53 mmpIEx I'L'ﬂl'],l'ﬂt:fpe l:'-"':';:3 Ebl'l':l | 31 {?9}
et FLT3-ITD* or FLT3-TKD* 27 (6.8)
Hypermethylation® 49 (12.4)
FLT3-ITD" or FLT3-TED" | : . ) B T
Marker-negative 78 (19.8)

Hyparmattndation®
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Turn around time (TAT)¢&Fast track

TAT: BREZIEHUTSIRAIEN F TORE

i e Al s TATIC(E. MEEHEAHIOHRST, logisticst. TFR/C— b/ CRILOBE
Rosword o of 263 ptints voted n e AL gty | SARE(CARIF S B o FHCTHZ) (— N (R OBMBSAE N A S BIRER F BB,
EMBOLSBPRABCHETHHE. TATOEMREIERCEE.
6= 10 days e
05 deys B FIO0I71) Z152F TCOABARIZEDRBEDEN L. R0 FRZE
Ly 'ﬂ:étﬁ:ﬂtb\ (£ German Study Alliance Leukemia—Acute Myeloid Leukemia (SAL-AML) )
2 075 LD, BB Lo TI2BEROBNAIBEERZIE 65,
& 050 = TATOFEHEDT D THFAN— MR ZZXFyT TEDZE T2 Fast tracktL
2 ] TEEL TSN THI TR D,
” p=021 Fast trackZEZDEMA(E)
L B FRBEDEROERMENS AT - A THh D] sEMENMEL
Y B oA_® W W ERINBEENRETHS (BIOLRSHHIEE533)

Blood. 2020;136(7):823-830 157



isMERiEE(CHlFBFast track

D714 LATOIFRIN—NRIVDOREZ HAMRESESMZSEERYT ) LMEETA
WHEELRV, 5O e]geiEBIDEAF RS54 > hEled dFast track

: Bl 4 4 3 H 3 HOESASEHER

o DRSS —IIY-FEZ2RAWVOEIRF/ \(RIVREICE « 19581a¥ : ABL1, BRAF, CALR, CD79B, CSF3R,

DHAEZTELA Q/ZJ(;BU%)I/ETJZI//\)I/AUDEﬁ EZH2, FLT3, IDH1, IDH2, AK2, KIT, KRAS,
?%% (HENAREICKT U CEAAGRE . FDAKGRE. MPL, MYD88, NPM1, NRAS, RHOA, SF3B1,
FEHIFEHDOHA RSI1> e N'HD) STAT3 : HotspotZZEZzHDEDEDHZ()

. EHAIVACHIBLET S ALNIRDELFEE (5 . IEHSAEENEIES B(PMDA/FDAYEM(E ABL1,
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