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Joint Venture entre Grupo Fleury y Hospital Albert Einstein
crea una de las empresas de Gendmica y Medicina de
Precision mas grande de Latinoamérica.

Estrategia

La experiencia combinada en las areas médica, técnica,
I&D y bioinformatica aportan velocidad en el desarrollo de
nuevas pruebas y servicios.

Objetivo

Liderar el desarrollo de la Gendmica y Medicina de
Precision, como la mejor solucién para pacientes, médicos
y SOcios.




Portafolio amplio para atender pacientes en las diferentes especialidades médicas en todos los momentos
de la vida
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LATAM | operacion en los principales paises

@ Aliados estratégicos: Farmaceuticas y laboratorios clinicos
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¢ Como utilizamos la genomica en Hematologia?

* Auxilio Diagnostico

 Seleccion de terapias dirigidas

* Estratificacion pronodstica

* Monitoreo de enfermedades residual mensurable

* Diagnostico de los sindromes de predisposicion al cancer hereditario.



Clasificacion WHO

4. B-cell lymphoid proliferations and lymphomas

Mature B-cell neoplasms
Pre-neoplastic and neoplastic small lymphocytic proliferations
Introduction
Monoclonal B-cell lymphocytosis
Chronic lymphocytic leukaemia/small lymphocytic lymphoma
Splenic B-cell lymphomas and leukaemias
Introduction
Hairy cell leukaemia
Splenic marginal zone lymphoma
Splenic diffuse red pulp small B-cell ymphoma
Splenic B-cell lymphomal/leukaemia with prominent nucleoli
Lymphoplasmacytic lymphoma
Lymphoplasmacytic lymphoma
Marginal zone lymphoma
Introduction
Extranodal marginal zone lymphoma of mucosa-associated lymphoid tissue
Primary cutaneous marginal zone lymphoma
Nodal marginal zone lymphoma
Paediatric nodal marginal zone lymphoma
Follicular lymphoma
Introduction
In situ follicular B-cell neoplasm
Follicular lymphoma
Paediatric-type follicular lymphoma
Duodenal-type follicular lymphoma
Cutaneous follicle centre lymphoma
Primary cutaneous follicle centre lymphoma
Mantle cell lymphoma
Introduction
In situ mantle cell neoplasm
Mantle cell lymphoma
Leukaemic non-nodal mantle cell lymphoma

Large B-cell lymphomas

Introduction

Diffuse large B-cell lymphoma, NOS

T-cell/histiocyte-rich large B-cell lymphoma

Diffuse large B-cell lymphoma / high grade B-cell lymphoma with MYC and BCL2 rearrangements
ALK-positive large B-cell lymphoma

Large B-cell lymphoma with IRF4 rearrangement

High grade B-cell lymphoma with 11q aberrations

Lymphomatoid granulomatosis

EBV-positive diffuse large B-cell ymphoma

Diffuse large B-cell lymphoma associated with chronic inflammation
Fibrin-associated large B-cell lymphoma

Fluid overload-associated large B-cell lymphoma

Plasmablastic lymphoma

Primary large B-cell lymphoma of immune-privileged sites

Primary cutaneous diffuse large B-cell lymphoma, leg type
Intravascular large B-cell lymphoma

Primary mediastinal large B-cell lymphoma

Mediastinal grey zone lymphoma

High-grade B-cell lymphoma, NOS

Burkitt lymphoma

Burkitt lymphoma

KSHV/HHV8-associated B-cell lymphoid proliferations and lymphomas

Introduction

Primary effusion lymphoma

KSHV/HHV8-positive diffuse large B-cell lymphoma
KSHV/HHV8-positive germinotropic lymphoproliferative disorder

Lymphoid proliferations and lymphomas associated with immune deficiency and dysregulation

Introduction

Hyperplasias arising in immune deficiency/dysregulation

Polymorphic lymphoproliferative disorders arising in immune deficiency / dysregulation
EBV-positive mucocutaneous ulcer

Lymphomas arising in immune deficiency / dysregulation

Inborn error of immunity-associated lymphoid proliferations and lymphomas

45 subtypes



|
EINSTEIN
Linfoma do Manto

Diagnéstico

t(11;14) der(11)

CCND1 IgH

t(11;14) der(14) - - o - o
) ' [— .,. e
. L - - = -
_ r - ¥ -
‘ r |, Chrll Chrld  Chrll Chrld
Wl M Red: CCND1 —
A0 8 ARTRRRTATANAANE ALY ! der(11)der{14)
Green: IgH

Oncol Lett. 2019 Jul;18(1):275-282. 8|ue. DNA t(lll‘)(q13q32)



Perfil genomico
Linfoma do
Manto
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'.) Check for updates

Special Report

Genomic profiling for clinical decision making in
lymphoid neoplasms
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Diagnostic scenario

Scenario 1: Small B-cell lymphomas

1A: CD5-positive small B-cell lymphoma: SLL/CLL; MCL;
CD5-positive MZLs

1B: CD5-negative, CD10-negative, BCL2-R-negative small B-cell
lymphoma: MZLs (including pediatric type); BCL2-R-negative,
CD23-positive follicle center lymphoma; FL (without BCL2-R); hairy
cell leukemia (tumor presentation)

1C: Cutaneous involvement by follicular B-cell lymphoma: primary
cutaneous follicle center lymphoma; systemic FL

Genomic testing

Demonstration of CCND1, CCND2, or CCND3 rearrangement
establishes the diagnosis of MCL; demonstration of BCL2
rearrangement is rare in SLL/CLL and favors FL. Overlapping and
heterogeneous mutational landscapes; mutations in the following
genes have the most discriminant value: ATM, BIRC3, MEF2B (favor
MCL); BRAF, KLF2, NOTCHZ2, and PTPRD (favor MZLs), NOTCH1,
SF3B1, XPOT1 (favor SLL/CLL)

Demonstration of BCL6 rearrangement or 1p36 deletion favors FL.
Overlapping and heterogeneous mutational landscapes;
mutations in the following genes have the most discriminant
value: KLF2, NOTCH2, PTPRD, CARD11, IRF8, MAP2K1 (favor
MZLs and pediatric-type MZL); CREBBP, EZH2, TNFRSF14 (in
FLs), STATé6 (favor BCL2-R-negative, CD23-positive follicle center
lymphoma); BRAF (in virtually all hairy cell leukemias, also in
some MZLs)

Demonstration of BCL2 rearrangement favors systemic FL but does not
exclude primary cutaneous follicle center lymphoma. Mutational
landscapes overlap with less frequent incidence of mutations in BCL2,
CREBBP, EP300, EZH2, KMT2D more frequent mutations in TNFAIP3,
and similar occurrences of TNFRSF14 mutations or 1p36 deletions in
primary cutaneous vs systemic cases

Leval L et al. Blood (2022) 140 (21): 2193-2227.




Analisis gendmico en linfomas
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TARGET Linfoide / Painel Linfoma (523 genes)

Lista de genes para substituicoes e pequenas indels:

ABLT ABL2 ACVRT ACVRIB AKTI AKT2 AKT3 ALK ALOX12B ANKRDTI ANKRD26 APC AR ARAF ARFRP1T ARIDIA ARIDIB ARID2 ARID5B ASXLT ASXL2 ATM ATR
ATRX AURKA AURKB AXINT AXIN2 AXL B2M BAP1 BARD1 BBC3 BCL10 BCL2 BCL2L1 BCL2LI11 BCL2L2 BCL6 BCOR BCORLI1 BCR BIRC3 BLM BMPRITA BRAF
BRCAT BRCA2 BRD4 BRIP1 BTG1 BTK Cllorf30 CALR CARDI1 CASP8 CBFB CBL CCND1 CCND2 CCND3 CCNE1 CD274 CD276 CD74 CD79A CD79B CDC73
CDH1 CDKI12 CDK4 CDKe CDK8 CDKNIA CDKN1B CDKN2A CDKN2B CDKN2C CEBPA CENPA CHD2 CHD4 CHEKI1 CHEK2 CIC CREBBP CRKL CRLF2 CSFIR
CSF3R CSNKIAT CTCF CTLA4 CTNNAT CTNNBI1 CUL3 CUX1 CXCR4 CYLD DAXX DCUNIDT DDR2 DDX41 DHXI15 DICERIT DIS3 DNAJBI DNMTI DNMT3A
DNMT3B DOTIL E2F3 EED EGFL7 EGFR EIFIAX EIF4A2 EIF4E EML4 EP300 EPCAM EPHA3 EPHAS EPHA7 EPHBI1 ERBB2 ERBB3 ERBB4 ERCC1 ERCC2
ERCC3 ERCC4 ERCCS5 ERG ERRFIT ESR1 ETSI ETVI ETV4 ETVS5 ETV6 EWSRI1 EZH2 FAMI123B FAM175A FAM46C FANCA FANCC FANCD2 FANCE FANCF
FANCG FANCI FANCL FAS FATI FBXW7 FGF1 FGFI10 FGF14 FGFI9 FGF2 FGF23 FGF3 FGF4 FGFS5 FGF6 FGF7 FGE8 FGFO FGFRT FGFR2 FGFR3 FGFR4 FH
FLCN FLIT FLTT FLT3 FLT4 FOXAT FOXL2 FOXO1 FOXP1 FRS2 FUBPT FYN CABRAG6 GATAT GATA2 GATA3 GATA4 GATA6 GENT GID4 GLIT GNATT GNAT3 GNAQ
GNAS GPRI124 GPS2 GREMT GRIN2A GRM3 GSK3B H3F3A H3F3B H3F3C HGF HISTIHIC HISTIH2BD HISTIH3A HISTIH3B HISTIH3C HISTIH3D HISTIH3E
HISTIH3F HISTIH3G HISTIH3H HISTIH3I HISTIH3J HIST2H3A HIST2H3C HIST2H3D HIST3H3 HLA-A HLA-B HLA-C HNFIA HNRNPK HOXBI13 HRAS HSD3BI
HSPOOAAT ICOSLG ID3 IDHT IDH2 IENGRT IGFT IGFIR IGF2 IKBKE IKZF1 [L10 IL7R INHA INHBA INPP4A INPP4B INSR IRF2 IRF4 IRST IRS2 JAKT JAK2 JAK3
JUN KATeA KDM5A KDM5C KDM6A KDR KEAPT KEL KIF5B KIT KLF4 KLHLE KMT2B KMT2C KMT2D KRAS LAMPT LATS1 LATS2 LMOT LRPIB LYN LZTRI
MAGI2 MALTI MAP2KT MAP2K2 MAP2K4 MAP3K1 MAP3K13 MAP3K14 MAP3K4 MAPKI MAPK3 MAX MCLT MDC1 MDM2 MDM4 MED12 MEF2B MENT MET
MGA MITF MLH1 MLL MLLT3 MPL MRETIA MSH2 MSH3 MSH6 MSTI MSTIR MTOR MUTYH MYB MYC MYCLI MYCN MYD88 MYODI] NAB2 NBN NCOA3
NCORT NEGRT NFT NF2 NFE2L2 NFKBIA NKX2-T NKX3-1 NOTCHT NOTCH2 NOTCH3 NOTCH4 NPM1 NRAS NRG1 NSD1 NTRK1T NTRK2 NTRK3 NUP93 NUTMI
PAK1 PAK3 PAK7 PALB2 PARK2 PARP1 PAX3 PAX5 PAX7 PAX8 PBRM1 PDCD1 PDCDILG2 PDGFRA PDGFRB PDKI1 PDPK1 PGR PHF6 PHOX2B PIK3C2B
PIK3C2G PIK3C3 PIK3CA PIK3CB PIK3CD PIK3CG PIK3R1 PIK3R2 PIK3R3 PIM1 PLCG2 PLK2 PMAIPT PMST PMS2 PNRCT POLD1 POLE PPARG PPMID
PPP2RIA PPP2R2A PPP6C PRDMI1 PREX2 PRKARIA PRKCI PRKDC PRSS8 PTCHT PTEN PTPNT1 PTPRD PTPRS PTPRT QKI RAB35 RACT RAD21 RADS50
RADS51 RADS5SIB RADSIC RADSID RAD52 RAD54L RAF1T RANBP2 RARA RASAT RB1 RBMI10 RECQL4 REL RET RFWD2 RHEB RHOA RICTOR RITI RNF43 ROSI
RPS6KA4 RPS6KBI RPS6KB2 RPTOR RUNXI RUNXITI RYBP SDHA SDHAF2 SDHB SDHC SDHD SETBP1 SETD2 SF3B1 SH2B3 SH2DTA SHQI SLIT2 SLX4
SMAD2 SMAD3 SMAD4 SMARCA4 SMARCB1 SMARCD1 SMCIA SMC3 SMO SNCAIP SOCST SOX10 SOX17 SOX2 SOX9 SPEN SPOP SPTAT SRC SRSF2 STAGI
STAG2 STAT3 STAT4 STATS5A STATS5B STKIT STK40 SUFU SUZ12 SYK TAFT TBX3 TCEBT TCF3 TCF/7L2 TERC TERTa TETI TET2 TFE3 TFRC TGFBR1 TGFBR2
TMEMI127 TMPRSS2 TNFAIP3 TNFRSF14 TOPT TOP2A TP53 TP63 TRAF2 TRAF7 TSCT TSC2 TSHR U2AF1 VEGFA VHL VTCN1T WISP3 WTI XIAP XPO1 XRCC2
YAP1YEST ZBTB2 ZBTB7A ZFHX3 ZNF217 ZNF703 ZRSR2

Fusiones Genicas:

ABLT AKT3 ALK AR AXL BCL2 BRAF BRCAT BRCA2 CDK4 CSFIR EGFR EML4 ERBB2 ERG ESRT ETST ETVI ETV4 ETV5 EWSRI1 FGFR1 FGFR2 FGFR3 FGFR4
FLIT FLTT FLT3 JAK2 KDR KIF5B KIT MET MLL MLLT3 MSH2 MYC NOTCHT NOTCH2 NOTCH3 NRG1 NTRK1 NTRK2 NTRK3 PAX3 PAX7 PDGFRA PDGFRB
PIK3CA PPARG RAFT RET ROS1 RPS6KB1 TMPRSS2



Caso Clinico |

MEDICAL HISTORY

E.M; Hombre de 69 anos,
Astenia

Pérdida de 4 kg en el ultimo
ano

No informa de agrandamiento
de ganglios linfaticos, fiebre,
sudores nocturnos ni sangrado

-

Campregher P, personal communication.

\_

Buen estado general, palido
2+/4+, hidratado, acianotico,
anitico, afebril

Abdomen: Bazo palpable, a 10
cm del margen costal izquierdo

Ganglios linfaticos:

Cervical: varios, pequefos,
mas grandes: 2x1 cm

Axilar izquierda: uno, 2x1 cm

Inguinales: uno a la derecha,
1,5x1 cm; uno a la izquierda,
2x1 cm

AN

Clinical Case

ﬁ- Laboratory

Hb 7,8 /dL

HT 24,3%

GB: 7.170/pL, 4.302 linfocitos/pL
Plaquetas: 155.000/uL, con Roleaux

LDH - normal

Test de Coombs directo — positivo
semanal

Beta 2 macroglobulina - 7,9 mgldlt )
Proteina de orina 24h - 2g / 24h

Electroforesis proteica —
Gamaglobulina 4 g/dl (Kappa
monoclonal de IGM)

Médula ésea infiltrada por linfocitos
pg%ueﬁos CD19/CD20/CD5 -/ CD10-

79B / CD23
J




Diagnostic Hypothesis

-

1. Marginal zone lymphoma

2. Lymphoplasmacytic lymphoma / Waldenstrom’s macroglobulinemia




What would be your next step?

B. Diagnostic and therapeutic C. Diagnose as marginal zone

A. Lymph node biopsy
splenectomy lymphoma

D. Diagnose as Waldenstrom'’s

_ _ E. Order molecular analysis
macroglobulinemia



TARGET Painel Linfoide

Diagnéstico Histologico
Linfoma de pequenas células B com diferenciacao plasmocitaria infiltrando medula 6ssea

Sitio da Amostra
Medula 6ssea

Analise da Microscopia

Analisado o bloco de parafina de numeracao B38710/23. A amostra apresenta cerca de 50% de conteudo tumoral no material avaliado.
Carga Mutacional Tumoral

1,57 mutacoes/Mb

Status Microssatélite
Instabilidade de microssatélites nao detectada

Alteracoes GenOmicas

Foram encontradas variantes clinicamente relevantes nos genes MYD88 e CXCR4.
Esta combinacao de variantes € compativel com o diagnéstico de linfoma linfoplasmocitico, porém o diagnéstico definitivo deve ser feito
levando-se em conta todos os achados clinico-laboratoriais do paciente.

Variantes Frequéncia Alélica Terapias com potencial beneficio clinico Terapias potencialmente associadas a resisténcia Ensaios clinicos
MYD88 L265P 28,6% - - -
CXCR4 S338fs 7,8% - - -




TARGET Painel Linfoide

Diagnéstico Histologico
Linfoma B esplénico (provavel zona marginal)

Sitio da Amostra
Medula 6ssea

Analise da Microscopia
Teste realizado em material biolégico nao validado (aspirado de medula éssea). Os resultados devem ser interpretados em conjunto com os

demais achados clinicos.

Carga Mutacional Tumoral
0,78 mutac¢des/Mb

Status Microssatélite
Instabilidade de microssatélites nao detectada

Alteracées GenOmicas
Foi encontrada uma variante clinicamente relevante no gene NOTCH2.

Variantes Frequéncia Alélica Terapias com potencial beneficio clinico Terapias potencialmente associadas a resisténcia Ensaios clinicos
NOTCH2 Q2364 6,5% - - -

Gene / Transcrito: NOTCH2 (NM_024408)

Variante: c.7090C>T p.(GLn2364Ter)

NOTCH2 é um dos quatro receptores transmembrana Notch, que desempenham um papel na homeostase celular, podendo ser um oncogene ou
supressor tumoral dependendo do tipo de tumor [PMID: 30289388, 27507209]. Variantes truncadoras afetando o ultimo éxon de NOTCH2
(incluindo dominio PEST), como a encontrada no presente caso, sa0 um mecanismo conhecido de ganho de funcao que leva a ativacao

constitutiva da proteina em linfomas e outros tecidos por escape da degradagéo proteassomal [PMI-D: 25314575, 21378989]. Mutacoes em
NOTCH2 estao entre as mais comumente encontradas em pacientes com Linfoma Esplénico da Zona Marginal (SMZL), ocorrendo em até 25% dos
casos [PMID: 22891276, 22891273, 34494161, 27335277, 24296945, 25779943, 28522570] e estando associadas a impacto progndstico adverso
[PMID: 34653238, 22891276, 25779943, 28522570, 34653238]. Mutagdes em NOTCH2 também ocorrem em Linfomas B difusos de grandes células
(LDGCB), sendo caracteristicas do subgrupos _molecular BN2 da classificacao LymphGen [PMID: 32289277]. Segundo_estudos, a _presenca de




Caso Clinico |l

* ARC, femenino, 67 anos de edad

* Linfoproliferacion T "indolente" en sangre periférica
 CD2+/CD3-/CD4- / CD5+ / CD7+/ CD8+ / CD26+ / cyCD3+
* Fenotipo no concluyente para ninguna entidad

e En Watch and Wait



Dx Diferencial de Leucemias T maduras

Table 2. Differential diagnosis of mature T-cell leukemias by immunophenotype

Immunophenotype T-PLL T-LGL SS ATLL

CD2 + + + +

CD3 + + + *

CD7 + o 2z -
(strong)

CD4 + - + +
(in 60% (rarely +) (most) (most)

CDs8 + + Rare Rare

(15%)
CD4/CD8 coexpression + (25%) Rare Rare Rare
Other antigen expression CD 57/CD16 (often) CD25 in most cases

T-PLL indicates T-cell prolymphocytic leukemia; T-LGL, T-large granular lymphocytic leukemia; SS, Sezary syndrome; and ATLL, adult T-cell leukemia lymphoma.

CD2+ / CD3-/ CD4- / CD5+ / CD7+ / CD8+ / CD26+ / cyCD3+



Principales hipotesis del hematologo:

Leucemia prolinfocitica T (T-PLL)

(A) OS for all T-PLL patients, diagnosed 2004-2019 (N=1,522)

Cumulative Survival

1.0

0.5

0.0

1-year OS: 56%

Median OS: 1.2 years (95% CIl 1.1-1.4)

5-year OS: 15%

Vardell et al. Am J Hematol. 2024;99:494-496

Large Granular Lymphocyte Leukemia (LGL)

Probability of Survival

0.2

OOO L4 l L I L I L) I v ' L ‘ L4 ,

0 20 40 60 80 100 120 140 160
Time since Diagnosis (in Months)

Shah et al Blood Cancer J. 2016 Aug; 6(8): e455.



T-PLL

TCRA/D

el | e e
ey L e
ATM del O [0
i(8q)
gain of 8q
MTCP1
TP53 mut

i _1
res3del [ inL 1111
[l i1

lpositive
I:Inegative

I:lnot analyzed

JAKT mut

sakzmut | [l i i1 N N il
BCOR mut I I II_

Stengel et al. Genes Chromosomes Cancer. 2016 Jan;55(1):82-94.

T-LGL

DE6LY/V/HN
£590
KESEM/N/R/S/H |
Mutations: < HEIOR £638Q
L€ b GELAR I665F
F1745 SaRLY pssen E616V)

6148y |
|

Exons:
Domains.
Insert ) GES6_YE57insY or YE57dup
deletions: YES TesS
" 59 MEEOInsL
ABE2 NEEIcelrnt
Mutations: < NEA2H  YB6SF STISF

Exons: —m-.-u--?ﬂ-
oo N W

L44 e 670-707 78720

https://tumourclassification.iarc.who.int/Viewer/Displaylmage2?f=32373




TARGET Painel Linfoide

Diagnoéstico Histoldgico
Doenca Linfoproliferativa T

Sitio da Amostra
Sangue periférico

Analise da Microscopia
Teste realizado em material biolégico nao validado (sangue periférico). Os resultados devem ser interpretados em conjunto com os demais
achados clinicos.

Carga Mutacional Tumoral
4,72 mutagoes/Mb

Status Microssatélite
Instabilidade de microssatélites nao detectada

Alteracoes GenOmicas

Foram encontradas variantes clinicamente relevantes nos genes JAK3 e ATM. O perfil molecular da presente amostra favorece, mas nao de forma
definitiva, o diagndstico de Leucemia prolinfocitica T. O diagndstico definitivo deve ser realizado levando-se em conta o quadro clinico e demais
exames laboratoriais.

Variantes Frequéncia Alélica Terapias com potencial beneficio clinico Terapias potencialmente associadas a resisténcia Ensaios clinicos
JAK3 M5111 13% - - -
JAK3 A573V 14,8% - - -
ATM c.3077+2T>C 34,2% - - -

ATM S2408del 30% - - -




A pesar del cuadro clinico indolente, se recomienda iniciar terapia con alemtuzumab y
programacion de TMO alogénico para la paciente

En el intervalo de 30 dias para el inicio de |la medicacion:
Infiltracion de piel

Hepatoesplenomegalia

Ascitis

Estado funcional 3

Inicio de quimioterapia de urgencia (FCR) -> Buena Respuesta Parcial

Recibio un transplante alogénico y se encuentra en remision completa
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Cancer Caell

A Probabilistic Classification Tool for Genetic
Subtypes of Diffuse Large B Cell Lymphoma with
Therapeutic Implications

Graphical Abstract

e (IQ) Highlights
‘ =S80 ghlig
N umor ," Molecular diagnosis H H
o) s @)~ e, seree @@@ 7e(§2§:ig;g§mfy$ e Diffuse large B cell ymphoma (DLBCL) consists of seven
- 99 genetic subtypes
‘Genetic @@
subéype ®®® . y . .
° i ifi i i
_— The LymphGen algorithm classifies a DLBCL biopsy into one
enetic Drug target .
DLBCL s%btypes BTK PI3K BCL2JAK IRF4EZH2 or more genetlc Subtypes

gene expression

subgroups JJ J
e The genetic subtypes have distinct clinical outcomes and
- pathway dependencies
J i1
J e The genetic subtypes will aid the development of rationally
o p targeted therapy of DLBCL

Wright et al. Cancer Cell. 2020 Apr 13; 37(4): 551-568.e14.
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Prevalence survival

40% (All)

87% 379 (ABC)

27% (All)

17% 529, (ABC)

63% (All)
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5.8%

67% (All)
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13.3%

84% (All)

64% 819 (GCB)
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176% (MYC))  82% (MYC))

Genetic themes

My-T-BCR-dependent NF-kB
Immune evasion-MHC class |
Cell survival - BCL2 expression

Altered B cell differentiation

G1-S cell cycle/p53 checkpoint

BCR: IgM >> IgG; IgV, 4-34**

NOTCH1 signaling
Altered B cell differentiation
BCR: IgM > IgG

TP53 inactivation/DNA damage

Aneuploidy
Immune evasion - B2M loss
BCR: IgM >> IgG; IgV, 4-34**

NOTCH2 signaling

Altered B cell differentiation
BCR-dependent NF-xB
Immune evasion - CD70 loss
Proliferation - Cyclin D3
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JAK/STATS signaling

NF-xB activation

P2RY8 - GNA13 inactivation
Altered B cell differentiation
BCR: IgG >> IgM

Chromatin modification
Anti-apoptosis

PI3 kinase signaling

S1PR2 - GNA13 inactivation
Altered T, interactions

MYC (EZB-MYC™)

BCR: IgG > IgM

Genetically
related
lymphomas

Primary extranodal
DLBCL
Transformed WM

NOTCH1-mutant
CLL
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NLPHD
THRLBCL

FL
Transformed FL
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Gene
expression
signatures

B cell activation
NF-xB

IRF4

Myc
Proliferation

NOTCH
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Plasma cell

T cell-myeloid-FDC

p53
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B cell activation
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GC B cell
PI3K signaling
JAK2 signaling
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Stromal
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Potential
therapeutic
targets
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PI3 kinase
mTORC1
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Immune checkpoints

BCR-dep. NF-xB

BCR-dep. NF-xB
PI3 kinase
mTORC1

BCL2

NOTCH2

PI3 kinase
JAK2

PI3 kinase
mTORC1
EZH2
BCL2-MCL1

Wright GW, et al.. Cancer Cell. 2020;37:551-568.



3|
o
N

log Prevalence (%)
Gene Genetic feature pval MCD BN2 N1 EZB ST2 A53 MCD

0
2.6 m 1.
73 i
MYD88 L265P  Mut -31.0 66.2 6.5 0 0 0 . ARRNERRRN NN R RN NN RR AN 2.3
CD79B Mut -17.5 50.0 109 0 0 0 18. 28 [ smummon |
PIM1 Mut -34.4 92,5 26.1 18.8 13.2 40.7 . 7 e
HLA-B Mut HL HD -19.5 73.8 33.3 6.2 10.0 38.5 . L
BTG1 Mut HL HD -16.8 70.0 24.4 31.2 11.4 38.5 28.9 m 1 mm Jo oo o w0 e
CDKNZ2A Mut HD -12.6 62.0 289 25 114 7.7 158 ol Ml i 1 1O MWl Ieliemininmm 1 wn 59 Iiiomiwimitwii
ETV6 Mut HL HD -149 55,0 56 375 43 7.7 3420 m ni] m wonmmmm mnn foafinonon il v ma Om wa
PIB Gain Amp -12.8 51.9 14.4 12.5 0 38263101 1 rnnmarrererm [} I 23 e
OSBPL10 Mut -1565 51.2 21.7 125 6.6 259 5.3 mm miin m o imm m 1w @w 1 mnnnm Pl
TOX Trunc HL HD -14.1 48.1 10.0 6.2 129 7.7 105 o [ v ‘0 Wim @W 1T 1 LY | LI 5.8 P
BCL2 Galn Amp -3.0 48.1 16.7 43.8 11.4 7.7 47.4 1 1m I [ > A
BTG2 Mut -5.4 43.8 33.7 0 10.5 37.0 184 T T O T "6 s Goreticahsration
MPEG1 Mut -15.3 43.8 6.5 0O 1.3 11.1 5.3 1 1m mu fimaan o nnmmm min ey ———
HLA-A Mut HL HD -6.9 43.0 23.3 25 7.0 23.1 184 mommE W iR imaa pe 11 Nl MNAHANY Missense
HLA-C Mut HL HD -8.3 425 19.5 6.2 8.6 23.1 13.2 in u DR OOY RO mo i 'upllllllllllllllllllll Truncating
SETD1B Mut HL HD -10.1 418 88 6.2 71 7.7 21.1m 1m me e megm moa N B tation
KLHL 14 Mut -17.3 412 6.5 O 53 111 26 1 m i1 min Wil e 0 nimmmn i 1 Inframe
TBL1XR1 Mut -8.6 35,0 54438 79 37 7.9 W gmmn 1 nn 53 mutation
GRHPR Mut -15.6 33.8 2.2 0 0 11,1 5311 mii m m om | maa momm 1 8% il Fusion
PRDM1 Mut -7.8 325 8.7 0 26 7.4 105 v m smnn nuna mEnmLa mom 93 | Amplification
CD58 Trunc HD -6.7 316 10.0 125 42 154 79 \1hd 11 h 1] ] mi I 1 om] 74 Gain
TAP1 Mut HL HD -3.8 26.6 11.6 18.8 4.3 11.5 184 in CO I i 195 Homozygous
PIM2 Mut 72250 33 0 13 111105 o v an @ m am 1 @ 0m o8 W 1 celction
FOXC1 Mut 76 212 1.1 0 39 74 0 mora e ma 2 M Heterozygous
IRF4 Mut -29 200 1.1188 26 18513211 m 1 nomoam 18 fim delstion
VMP1 Mut -23 16.2 6.5 125 26 185 7.9 111 1 111 1 IO T B I Genetic subtype
SLC1A5 Mut Amp -5.3 154 23 6.2 0 0 27 1 [] | B O I Core Extended
DAZAP1 Mut Amp -25 152 55 6.2 29 0 79 1 AL RN DY Y IR M | 63 EE == MCD
BCL11A -5.2 15.0 1.1 0 26 7.4 0 n ol OO g | BN2
PPP1R9B Mut -3.6 127 2.3 0 26 11.1 O lllnima 1 n mo 8.7 N M 1 N1
ILT0RA Mut -4.4 125 0 6.2 0 0 26 n 1 i ] n 37 B == EZB
IL16 Mut 51114 11 0 13 0 O m ' o nan T ——
CHST?2 Mut -6.1 11.4 0 0 0 37 0 1Lam ' illanmnE 3 AS3
ARID5B Mut -33 114 46 0 26 37 01 1 1 11 1 T 24 Bl uaug T
PDCD1LGZ/CD274Fu5|on -45 113 1.1 0 3.9 0 01 [l I | | | Il 84 I P
Mut -29 11.3 4.3 0 2.6 14.8 0 1 1 1L 1 n £.4 [humiimuimiy [ aBc
KLHL42 Mut -43 101 1.1 0 0 0 0 l )] l 1 i II gig (I O T Bccs
TNRC18 Mut -2.1 101 5.7 39 37 0 111 281 1 ——
4 nclassiiie:
Genetlc subtyp eIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII IIIIII i
Gene expression subgroupIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII 2R
28 Eb CER B €5 35 i4F "B HmaR TR Shrom. 558 3558 83 8 14 75133 a0 0w
gﬁSOO 5 Gut HAD ;2 1%8 122 12g %;? 123 gg I " - 1L m LI L} Chrom. 19q E|D 2.7 0 0 0 43 38 105
WEEDE " VT 45 125 141 62 263 74 2.6 wmes me pmi 4 " an Ger_letlc subtype [INIIMIMNPRDININI
ARIDIA Yaperp men 20 13 120 D 29 225 23 Rilimitesiimmtuinmiiniiisiiaiia Gene expression subgroup [N
13 Mut HL HD -3.0 5.1 10.0 0225192 79 v1 m wl m 11 1 v
g%_’(’a MUtHAESn p :gﬁ? 8.8 43 s.g %611) gﬁg 7.8 I|'| |1 I i Ol g Prevalence (%)
g S0 35 280003880588 Wttt I Gene __ Genetiofeature mm_cowﬁmﬂmm
GNAI2 Mut -36 1.2 65 0171 74 26 lli# Ol ] ne mm NOTCH1 Mut -30.7 0 0 100 0 0 0 mm—
C10orf12 Trunc HL HD -66 1.3 0 0171 0 54 1 o na IRF2BP2 t 27212 76 438 53 33.3 15.8 mm '
Prabme M 37 50138 62133 22 2.7 lmilwmmmiieesimiuiimuuwibatisiiing oo 4P ﬁﬁi““"‘” 33 23 33555 23138793 we
S1PR2 Mut -8.1 0 0 0 145 0 261 w1 1 1 1am BCOR Trunc 29 38 65250 0 0 26 n
Wright GW, et al.. Cancer Cell. 2020;37:551-568. P o sty E——————— Qenetic scbtyps NN

Gene expression subgroup . |}MHHI NN Gene expression subgroup I



LymphPlex

r‘
=
=
O
= 5
o)
®
=

Q

NN

MCD-like

i AN
=
s |

/

LymphPlex — Sistema simplificado (38 genes)
con ~80% de concordancia (subtipo
dependiente)

Alta correlacidn en los subtipos MCD y EZB BN2-like

N1-like

H

EZB-like

Shen R, et al. Simplified algorithm for genetic subtyping in diffuse large B-cell lymphoma. Signal Transduct Target Ther. 2023,8:145.



Diagnostico Histolégico
Linfoma difuso de grand

Sitio da Amostra
Linfonodo supraclavicyl

Analise da Microscopia

TARGET Painel Linfoide

log Prevalence (%)
Genetic feature pval MCD BN2 N1 EZB ST2 A53
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Diagndstico Histolégico

TARGET Painel Linfoide

Linfoma difuso de células B, tipo células B ativadas (WHO, 52 edicao)

Sitio da Amostra
Lesao cerebral

Analise da Microscopia

Analisado o bloco de parafina de numeracao AE23-031140. A amostra apresenta cerca de 20% de conteudo tumoral no material avaliado.

Carga Mutacional Tumoral
4,7 mutagdes/Mb

Status Microssatélite
Instabilidade de microssatélites nar

Alteragdes Gendmicas
Foram encontradas variantes C i

. Frequén
Variantes A?élicz
NOTCH2 12304fs 42,3%
MYD88 S243N 83,4%
BTK c.1349+2T>A 35,8%
CARD11 Q249P 78,8%

Delecao de CDKN2A -
Amplificacao de
MDM2
Amplificacao de
ERBB3
Amplificacao de CDK4 -

Prevalence (%)
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Gene / Transcrito: BTK (NM_000061)

Variante: c.1349+2T>A

O gene BTK (Bruton tyrosine kinase) codifica uma proteina tirosina quinase envolvida na ativacao e desenvolvimento de células B [PMID:
24658273). Apesar de mutag¢des somaticas em BTK serem incomuns em linfomas nao-Hodgkin, a sinalizacao celular promovida por este gene é
crucial para o desenvolvimento e manutencao destas neoplasias, sendo a sua inibicao uma ferramenta terapéutica importante. Foi encontrada
uma mutacao em um sitio splicing candnico em BTK na presente amostra (c.1349+2T>A), com predicao de perda de funcao [PMID: 12405164]. Em
um estudo, a frequéncia de mutacoes de perda de funcao em BTK foi de 7,7% em linfoma B difuso de grandes células, nao expostos a inibidores
de BTK, e no mesmo estudo, todos os pacientes com estas mutacoes apresentavam rearranjo de BCL2 [PMID: 36051027]. Estudos funcionais
demonstraram que estas mutac¢des levam a aumento de fosforilacao de AKT, que pode ser inibido, in vitro, pelo inibidor de PI3KJ, idelalisib
[PMID: 33419778]. Mutacdes de perda de funcao de BTK gue levam a ativacao de AKT também sao descritas em LLC (PMID: 35196427). Mutacoes

em BTK sdao um mecanismo conhecido de resisténcia a inibidores de BTK em LLC e linfoma linfoplasmocitico [PMID: 24869598], sendo também
descritas como um mecanismo de resisténcia primaria em pacientes portadores de linfomas foliculares [PMID: 33419778, ].

Gene / Transcrito: CARD11 (NM_032415)

Variante: c.746A>C p.(GLn249Pro)

O gene CARD11 codifica uma proteina componente de um complexo que regula apoptose e a ativacao da via NFKB essencial em linfécitos Be T
[PMID: 23149938]. Mutacdes ativadoras em CARD11 ocorrem em cerca de 10% dos casos de linfoma B difuso, levam a sinalizacao constitutiva da
via NF-kB, contribuindo para a linfomagénese, sendo mais comuns no subtipo células B ativadas [PMID: 18323416, 30283447]. A variante
detectada neste naciente acorre no dominio ‘cailed caoil” i3 foi descrita em linfomas B e estudos funcionais demaonstram gue leva a3 ganho de

funcao, sendo classificada como oncogénica [PMID: 36405754]. Mutacoes ativadoras em CARD11 se associaram a resisténcia a inibidores de BTK
em linfoma folicular [PMID: 29074501], linfoma de células do manto [PMID: 27224912], LLC [PMID: 30508305] e em linfoma B difuso [PMID:
33542970, 20054396].
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£~ n ~ 25~ ~ e« om R



Caso Clinico Il

* APCZ, 66 anos, divorciada, arquitecta

 Diagnostico de Linfoma Difuso Grandes Celulas B ABC EC IVA (higado)
- (Dx: Octubre/2021)

* Tratamiento:
e 6x R-CHOP
* Respuesta Completa



Caso Clinico

* Recurrencia de enfermedad hematologica en el
SNC y lesion mediastinica:




Tratado con QT de rescate + BMT autologo
Radioterapia para lesion mediastinica residual.

Recaida temprana con nuevas lesiones sistémicas.
13% de las células andmalas en sangre periférica
Meédula dsea infiltrada

Refractario a nueva linea de terapia

Indicacion de terapia celular (CarT)
¢Como controlar la enfermedad hasta la obtencion del producto?
Cuidados Paliativos?



Panel Target Linfoide

Diagnéstico Histoldgico
Linfoma difuso de grandes células B

Sitio da Amostra
No6dulo hepatico no segmento IV

Analise da Microscopia
Analisado o bloco de parafina de numeracao AE23-064686. A amostra apresenta cerca de 90% de contetudo tumoral no material avaliado.

Carga Mutacional Tumoral
10,2 mutacgoes/Mb
Status Microssatélite

Instabilidade de microssatélites nao detectada

Alteracoes Gendmicas
Foram encontradas variantes clinicamente relevantes envolvendo os genes MYD88, CD79B, HLA-C,ETV6, BTG1 e PIM1.

VAR Frequéncia Terapias com potencial beneficio  Terapias potencialmente associadas a Ensaios
Alélica clinico resisténcia clinicos
MYD88 L265P 38,3% - - -
CD79B Y196F 80,9% - - NCT02503423
HLA-C Q78" 70,6% - -
ETV6 c.33+1G>A 38,1% - - -
BTG1 E50K 36,9% - - -
PIM1 E79D (variante de significado 42.8% i i i

incerto)
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HLA-B Mut HL HD -19.5 73.8 33.3 6.2 10.0 38.5 18.
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Caso Clinico

Inicio de terapia dirigida (iBTK) (uso oral)

o 24h: Afebril
72h: Mejora del estado funcional, alta hospitalaria
1 semana: Normalizacion sanguineo.

D+30: PET-TC en respuesta completa
D+90: Recibio terapia celular (Kymriah) (CART)

e Actualmente en Respuesta Completa hace 2 aios.



TARGET Liquid

Lista de genes para substituicoes e pequenas indels:

ABLT ABL2 ACVRT ACVRIB AKTI AKT2 AKT3 ALK ALOX12B ANKRDT1I ANKRD26 APC AR ARAF ARFRPT ARIDIA ARIDIB ARID2 ARID5B ASXLT ASXL2 ATM ATR
ATRX AURKA AURKB AXINT AXIN2 AXL B2M BAP1 BARD1 BBC3 BCL10 BCL2 BCL2L1 BCL2LI11 BCL2L2 BCL6 BCOR BCORLI1 BCR BIRC3 BLM BMPRITA BRAF
BRCAT BRCA2 BRD4 BRIP1 BTG1 BTK Cllorf30 CALR CARDI1 CASP8 CBFB CBL CCND1 CCND2 CCND3 CCNE1 CD274 CD276 CD74 CD79A CD79B CDC73
CDH1 CDKI12 CDK4 CDKe CDK8 CDKNIA CDKN1B CDKN2A CDKN2B CDKN2C CEBPA CENPA CHD2 CHD4 CHEK1 CHEK2 CIC CREBBP CRKL CRLF2 CSFIR
CSF3R CSNKIAT CTCF CTLA4 CTNNAT CTNNBI1 CUL3 CUX1 CXCR4 CYLD DAXX DCUNIDT DDR2 DDX41 DHXI15 DICERIT DIS3 DNAJBI DNMTI DNMT3A
DNMT3B DOTIL E2F3 EED EGFL7 EGFR EIFIAX EIF4A2 EIF4E EML4 EP300 EPCAM EPHA3 EPHAS EPHA7 EPHBI1 ERBB2 ERBB3 ERBB4 ERCC1 ERCC2
ERCC3 ERCC4 ERCCS5 ERG ERRFIT ESR1 ETSI ETVI ETV4 ETVS5 ETV6 EWSRI1 EZH2 FAMI123B FAM175A FAM46C FANCA FANCC FANCD2 FANCE FANCF
FANCG FANCI FANCL FAS FATI FBXW7 FGF1 FGFI10 FGF14 FGFI9 FGF2 FGF23 FGF3 FGF4 FGFS5 FGF6 FGF7 FGE8 FGFO FGFRT FGFR2 FGFR3 FGFR4 FH
FLCN FLIT FLTT FLT3 FLT4 FOXAT FOXL2 FOXO1 FOXP1 FRS2 FUBPT FYN CABRAG6 GATAT GATA2 GATA3 GATA4 GATA6 GENT GID4 GLIT GNATT GNAT3 GNAQ
GNAS GPRI124 GPS2 GREMT GRIN2A GRM3 GSK3B H3F3A H3F3B H3F3C HGF HISTIHIC HISTIH2BD HISTIH3A HISTIH3B HISTIH3C HISTIH3D HISTIH3E
HISTIH3F HISTIH3G HISTIH3H HISTIH3I HISTIH3J HIST2H3A HIST2H3C HIST2H3D HIST3H3 HLA-A HLA-B HLA-C HNFIA HNRNPK HOXBI13 HRAS HSD3BI
HSPOOAAT ICOSLG ID3 IDHT IDH2 IENGRT IGFT IGFIR IGF2 IKBKE IKZF1 [L10 IL7R INHA INHBA INPP4A INPP4B INSR IRF2 IRF4 IRST IRS2 JAKT JAK2 JAK3
JUN KATeA KDM5A KDM5C KDM6A KDR KEAPT KEL KIF5B KIT KLF4 KLHLE KMT2B KMT2C KMT2D KRAS LAMPT LATS1 LATS2 LMOT LRPIB LYN LZTRI
MAGI2 MALTI MAP2KT MAP2K2 MAP2K4 MAP3K1 MAP3K13 MAP3K14 MAP3K4 MAPKI MAPK3 MAX MCLT MDC1 MDM2 MDM4 MED12 MEF2B MENT MET
MGA MITF MLH1 MLL MLLT3 MPL MRETIA MSH2 MSH3 MSH6 MSTI MSTIR MTOR MUTYH MYB MYC MYCLI MYCN MYD88 MYODI] NAB2 NBN NCOA3
NCORT NEGRT NFT NF2 NFE2L2 NFKBIA NKX2-T NKX3-1 NOTCHT NOTCH2 NOTCH3 NOTCH4 NPM1 NRAS NRG1 NSD1 NTRK1T NTRK2 NTRK3 NUP93 NUTMI
PAK1 PAK3 PAK7 PALB2 PARK2 PARP1 PAX3 PAX5 PAX7 PAX8 PBRM1 PDCD1 PDCDILG2 PDGFRA PDGFRB PDKI1 PDPK1 PGR PHF6 PHOX2B PIK3C2B
PIK3C2G PIK3C3 PIK3CA PIK3CB PIK3CD PIK3CG PIK3R1 PIK3R2 PIK3R3 PIM1 PLCG2 PLK2 PMAIPT PMST PMS2 PNRCT POLD1 POLE PPARG PPMID
PPP2RIA PPP2R2A PPP6C PRDMI1 PREX2 PRKARIA PRKCI PRKDC PRSS8 PTCHT PTEN PTPNT1 PTPRD PTPRS PTPRT QKI RAB35 RACT RAD21 RADS50
RADS51 RADS5SIB RADSIC RADSID RAD52 RAD54L RAF1T RANBP2 RARA RASAT RB1 RBMI10 RECQL4 REL RET RFWD2 RHEB RHOA RICTOR RITI RNF43 ROSI
RPS6KA4 RPS6KBI RPS6KB2 RPTOR RUNXI RUNXITI RYBP SDHA SDHAF2 SDHB SDHC SDHD SETBP1 SETD2 SF3B1 SH2B3 SH2DTA SHQI SLIT2 SLX4
SMAD2 SMAD3 SMAD4 SMARCA4 SMARCB1 SMARCD1 SMCIA SMC3 SMO SNCAIP SOCST SOX10 SOX17 SOX2 SOX9 SPEN SPOP SPTAT SRC SRSF2 STAGI
STAG2 STAT3 STAT4 STATS5A STATS5B STKIT STK40 SUFU SUZ12 SYK TAFT TBX3 TCEBT TCF3 TCF/7L2 TERC TERTa TETI TET2 TFE3 TFRC TGFBR1 TGFBR2
TMEMI127 TMPRSS2 TNFAIP3 TNFRSF14 TOPT TOP2A TP53 TP63 TRAF2 TRAF7 TSCT TSC2 TSHR U2AF1 VEGFA VHL VTCN1T WISP3 WTI XIAP XPO1 XRCC2
YAP1YEST ZBTB2 ZBTB7A ZFHX3 ZNF217 ZNF703 ZRSR2

Fusiones Genicas:

ABLT ALK BCR BRAF CD74 EGFR ETVI ETV4 ETVe EWSRI1 FGFR2 FGFR3 NAB2 NTRKT NTRK2 NUTMT PAX3 PAX8 PPARG RET ROS1 TFE3 TMPRSS2
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Biopsia Liguida

PAINEL TUMORAL MULTIGENES
Perfil Genético Tumoral em DNA circulante (523 genes)
Material: Liquor (vide Nota)
Metodologia: Sequenciamento de Nova Geragao/NGS (Plataforma Illumina)
Data de coleta: 24/06/2025 Data de liberacao: 10/07/2025

DIAGNOSTICO ANATOMOPATOLOGICO: Linfoma nao- Hodgkin

RESULTADO E INTERPRETAGAO
TIPO TUMORAL: Linfoma nao-Hodgkin

Variantes Oncogénicas Identificadas:
MYD8S8, p.Leu265Pro

PRDM1, p.Gln223Hisfs*5

JAK2, p.Val617Phe




(NM_000626.4)

p.Leu199Pro

MYD88 c.755T>C 32 3% Oncogénica i i i
(NM_002468.5) | p.Leu265Pro o7 (Tier 2)
PRDM1 c.669_672del 43 29 Pg’;’i‘fgi‘a’:f ] ] ]
(NM_001198.4) | p.Gln223Hisfs*5 o7 08
(Tier 2)
D798 596T>
Ch79 ¢.5961>C 56% VUS (Tier 3) ; - ;

Quando presentes nesta tabela: *Medicamento registrado pela ANVISA (vide Método) / **A variante reportada, nesta
analise, pode estar associada a resisténcia a terapia-alvo.

Tabela 2: Variantes oncogénicas que podem estar relacionadas a Hematopoiese Clonal:

Gene Variante Frequéncia Classificacao Estudos Nota
(Transcrito) Alélica relacionados
JAK2 c.1849G>T 0.9% Oncogénica i i
(NM_004972.4) p.Val617Phe ’ (Tier 2)

NOTA: Variantes em genes especificos (vide método) podem sugerir ser mutacdes derivadas de processo de

hematopoiese clonal, isto €, mutagcdes somaticas em células-tronco hematopoéticas que conferem vantagem replicativa,
levando a expansao da célula alterada (PMID: 35871184).




Glioma

PAINEL TUMORAL MULTIGENES

PAINEL MULTIGENES BIOPSIA LIQUIDA

Perfil Genético Tumoral em DNA circulante (623 genes)

Material: Liquor (vide nota).

Diagndstico Anatomopatoldgico: Glioma difuso de linha média.

RESULTADO E INTERPRETAGAO

TIPO TUMORAL: Glioma pontino intrinseco difuso

Variantes ldentificadas
Variantes com potencial preditivo de resposta a terapia
alvo: 0

Variantes associadas com resisténcia a terapia alvo: 0

Variantes Patogénicas: 7
(vide tabela 1)

Variantes Patogénicas que podem estar relacionadas a
hematopoiese clonal: 0

Variantes Patogénicas ldentificadas

TP53, p.Gly262Valfs*83
H3F3A, p.Lys28Met
ATRX, p.Lys88Metfs*2
MET, Amplificagao
MYC, Amplificacao
MYCL, Amplificagao
MYCN, Amplificacédo




Adenocarcinoma Pulmonar

PAINEL MULTIGENES BIOPSIA LIQUIDA

Perfil Genético Tumoral em DNA circulante (623 genes)

Material: Liquor (vide nota).

Diagnostico Anatomopatologico: Carcinoma de sitio primario desconhecido.

RESULTADO E INTERPRETAGAO

TIPO TUMORAL: Carcinoma de sitio primario desconhecido

Variantes Identificadas

Variantes com potencial preditivo de resposta a terapia
alvo: 2
(vide tabela 1)

Variantes associadas com resisténcia a terapia alvo: 0

Variantes Patogénicas: 3
(vide tabela 2)

Variantes Patogénicas que podem estar relacionadas a
hematopoiese clonal: 0

Variantes Patogénicas ldentificadas

KRAS, p.Gly12Cys

ERBBZ2 (HERZ2), Amplificacao
TP53, c.994-2_1011del
SETD2, p.Glu210*

SLX4, p.GIn42*




Adenocarcinoma pulmonar

TIPO TUMORAL: Adenocarcinoma pulmonar

Variantes ldentificadas Variantes Patogénicas ldentificadas
Variantes com potencial preditivo de resposta a terapia ]
alvo: 1 EGFR, p.His773 Val774dup (Exon 20) -
(vide tabela 1) Resisténcia

MYC, Amplificacao
Variantes associadas com resisténcia a terapia alvo: 1 RICTOR, Amplificagao
(vide tabela 2) MDM4, Amplificagao

Variantes Patogénicas: 3
(vide tabela 3)

Variantes Patogénicas que podem estar relacionadas a
hematopoiese clonal: 0

Ensaios Clinicos: 29
(vide lista completa)

Avaliacao de Fusoes Génicas:

N&o foram detectadas fusbes génicas, por este método, neste material.




Conclusoes

* El perfil gendmico integral (CGP) es una herramienta util en el manejo de
linfomas.

* Ayuda al diagnéstico en casos con morfologia/imunofenotipo inconcluso.

* Puede identificar variantes gendmicas con impacto terapéutico, incluyendo
terapias dirigidas/intensificacion de la terapia/elegibilidad para estudios
clinicos.

* Puede revelar mecanismos de resistencia o progresion.

* La biopsia liquida, especialmente en liquido cefalorraquideo, puede ofrecer
una alternativa menos invasiva en casos donde la biopsia es dificil o riesgosa.
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