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éPorqué esta charla?

Todo cambia...
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Ajustar el tratamiento en funcion de una mutacion...
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Varon de 36 aios que lleva 4 dias ingresado en urgencias por neumonia.

Desde el ingreso los neutrofilos han descendido a valores normale eva 24 horas sipfiebre. El
valor de l@se encuentraden descenso desde la ultima analitica. El paciente presenta ingestas
normales.

TA:110/80

claramiento renal de 34 mI/mir@aido
K=3,9 meq/l

N =142 I o [ Y 4 [d ] o
a=142 meq/ " . La validacién requiere conocimientos:
Resto de valores analiticos dentro de la normalidad ° ] i
Microbiologia

Tratamiento prescrito al ingreso Hematologfa

@floxacino \ 500mg@ Nefrologl'a

Paracetamol 1V 1g/8h Fisiologia
Fragmin 5.000 SC/24h
Omeprazol V40 mg/24h

1.500 ml de suero fisioldgico/24h
Simvastativa 40mg/24h ( medicacion domiciliaria )
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éTengo que saber genética?

depende...

Los nuevos EECC requieren conocimientos den BM...
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El cancer es una enfermedad genética

Umbrella Basket

Lo importante de un tumor no es donde esta sino lo que lo hace tumor...
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Mutacion driver

...cuya potencia driver sea decisiva diversos tipos de tumores

Esta situacion es una EXCEPCION
Un tumor cuando se diagnostica tiene multiples potenciales drivers...
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El cancer es una enfermedad genética

Umbrella Basket
Lo importante de un tumor no es donde esta sino lo que lo hace tumor...

TUMOR AGNOSTICO
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Entender BM....

Mutacion driver

“tipos” de mutacion
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Drug Gene target information
Erlotinib None respons no tumoral EGFR

Test not re expression

Cetuximab None respons no tumoral EGFR

expression

Panitumumab None response no tumoral EGFR
expression
Trastuzumab None response no tumoral HER2
tamoxifene None response GO STIERCE
BETTER MERIGRE
anastrozole PN FastuaR
e BEST FRACTICE

Exemestane None response  no tumoral ER

expression

Letrozole None response
Cetuximab None response

— - T DPYD genotype-guided dose individualization to

anitumuma KOS reopones ) : o

tinatinlb Nore rsponse Abence improve patient safety of fluoropyrimidine therapy:
D — i — call for a drug label update
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Entender BM....

El cancer es una enfermedad genética
Concepto de tumor agndstico

Mutaciones som y germinales
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Table T. Initial dose recommendations for heterozygous DPYD variant
allele carriers [ ]

DPYD variant % of standard

fluoropyrimidine dose®

CPYDF2A (rs3918290) 50
L. M. Henricks'?, F. L. Opdam'?, J. H. Beijnen®*, A. Cats® & J. H. M. Schellens** c1679T>0G {FSSSBBME‘Z} 50
28464 T (1567 376798) 75
c.1236GAMapB3 (1s580358477) 75

*For patients with complete DPD deficiency (for example homozygous
DPYD variant allele carriers) zelection of alternative  treatment s
recommended.

DPYD genotype-guided dose individualization to
improve patient safety of fluocropyrimidine therapy:
call for a drug label update
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:n Pharmacogenetics of Capecitabine in Advanced
"\ Breast Cancer Patients
ol Rémy Largillier.1 Marie-Christine Etienne-Grimaldi,' Jean-Louis Formento," Joseph Ciccolin

,J.H. Beijnen, A, Cats® & J. H. M. Schellens '

D Jean-Frangois Nebbia, Aurélie Ginot, Mireille Francoual,’ Nicole Renée,' Jean-Marc Ferrero,’

Pha

Ben
sess

. Van

am Cyril Foa,' Moise Namer," Bruno Lacarelle,? and Gérard Milano'

deg Abstract Purpose: Germinal gene polymorphisms can explain a part of the interpatient pharmacodynamic

:: variability ui antl::amx' drugs, particularly fluumnyrl'ruliras. Genes for which pul\fmu'phm
. Frd may including are
ant hymidy (TS), (MTHER), and dilrydropyrimi-
;‘;]1 dine dehydrogenase (DFD).

Experimental design: The aim of this prospective pilot study was to analyze the effect

of TS, MTHFA, and .DPD gene pulymurp ms on toxicity and efﬁ::acy |n advanced breast

cancer g cap:

|patients.

homozygous for the TS 3RG allele

e as mor
(6 bp deletion in the 3’ region and 28 bp repeats, |n|:|ud|r|g G:C mmxllun in the §' region),
MTHFR (677C3T and 1298A>C), and DPD (IVS14 + 1G3A) were determined in 105 consecutive

of TS

Results: A trend toward a higher global toxicity grade 3 and 4 was observed in patients

for the 3RG allele or

for itabi lhempyh

on a larger number of patients.

: 1386-1422.

d with patients
patients not carrying the 3RG allele (50% versus 19% versus 13% respectively, P = 0.064).
The sole patient bearing the DPD IVS14 + 1G)A mutation (heterozygous) deceased from
hematologic toxicity. The median response duration was 5.8 months (95% cenfidence interval,
4.3-7.2). Duration of response was significantly shortened in patients homozygous for the 3RG
allele compared with others (P = 0.037).

Gnnclu:lons. The present data suggest that 3RG3RG breast cancer patients are not good
attention should be pad to DPD deficiency in
breast cancer patients receiving capecitabine. These preliminary data require further confirmation
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¢Realizamos el ajuste de dosis en funcion de la localizacion?
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A nadie se le ocurre en un paciente homocigoto mutado DPyD con CaMama prescribir/validar
dosis plenas de capecitabina...

REVIEW

DPYD genotype-guided dose individualization to
improve patient safety of fluoropyrimidine therapy:
call for a drug label update

L. M. Henricks"2 F. L. Opdam'?, J. H. Beijnen®*, A, Cats® & J. H. M. Schellens"***

Estamos ajustando un tratamiento en funcion de una mutacion...
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Tratar un tumor por su
localizacion anatomica
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A nadie se le ocurre en un paciente homocigoto mutado DPyD con CaMama prescribir/validar
dosis plenas de capecitabina...

Normal Deficiency
5FU

REVIEW

5-FdUMP 5-FdLNP

DPYD genotype-guided dose individualization to j
improve patient safety of fluoropyrimidine therapy: ‘ m \‘

TS

P vere
m

call for a drug label update

L. M. Henricks"2 F. L. Opdam'?, J. H. Beijnen®*, A, Cats® & J. H. M. Schellens"***

Estamos ajustando un tratamiento en funcion de una mutacion...

De otra forma seria imposible...
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Ese ajuste esta demostrado en colon pero no en gastrico...

Y se requiere de una demostracion por patologia...
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| Trastuzumab in combination with chemotherapy versus

ER2-positive
| junction cancer

3803 p%ts assessed for eligibility

controlled trial

IHC or FISH

20 %

3665 successful HER2 screenings by

FlorianLordick, Atsushi Ohtsu, Yasushi Omuro,
Kang, forthe ToGA Trial Investigatorst

2855 HER2 negative

810 HER2 positive

y

216 failed at least one entry criterion

594 randomly assigned to treatment

v

-

296 allocated to chemotherapy alone

A4

298 allocated to trastuzumab plus
chemotherapy
4 did not receive study treatment 6 did not receive study treatment
2 violated selection criteria 1 refused treatment
P»| 2 withdrew consent 3 withdrew consent
1 administration error
1 other violation
Y
294 included in analysis

290 included in analysis

Figure 1:Trial profile
HER2=human epidermal growth factor receptor 2 (also known as ERBB2). IHC=immunchi
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Si aplicamos el desarrollo clasico...
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3803 patients assessed for eligibility

v

3665 successful HER2 screenings by
IHC or FISH

0,8 %

810 HER2 positive

2855 HER2 negative

A

594 randomly assigned to treatment

216 failed at least one entry criterion

v

298 allocated to trastuzumab plus
chemotherapy

-

296 allocated to chemotherapy alone

A 4

4 did not receive study treatment
2 violated selection criteria
2 withdrew consent

6 did not receive study treatment
1 refused treatment
3 withdrew consent
1 administration error
1 other violation

294 included in analysis

A4

290 indluded in analysis

Figure 1:Trial profile

HER2=human epidermal growth factor receptor 2 (also known as ERBB2). IHC=immunohistochemistry. FISH=fluorescence in-situ hybridisation.
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tuzumab in combination with chemotherapy versus

HER2-positive
| junction cancer
d controlled trial

I, Florian Lordick, Atsushi Ohtsu, Yasushi Omura,
Kang, for the ToGA Trial Investigatorst
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Assessment of feasibility for tumour-specific RCTs in NTRK+ cancers

Minimum sample Time to study

; Feasible?
size results (years)
Colorectal cancer 215 55 0
MASC 207 31 (%
Papillary thyroid 255 87 Q
Anaplastic thyroid 206 104 (%]
Squamous NSCLC 206 104 Q
Non-squamous NSCLC 206 27 (%]
Pancreatic cancer 206 70 0
Sarcoma 209 17 (%]
Neuroendocrine 222 76 Q
Secretory breast cancer 207 53 (%]
Non-secretory breast cancer 207 105 Q

MASC: Mammary analogue secretory carcinoma; NSCLC: non-small cell lung cancer.
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Ajustamos el plan farmaco-terapéutico a la mutacion

é¢De qué estamos hablando?

Umbrella Basket

Ajustar el tratamiento en funcion de una mutacion...
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Aprovechando que el rio pasa...

La inercia en farmacia es... bajar dosis!!
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Genotype-directed Phase II Study of Irinotecan Dosing in
Metastatic Colorectal Cancer (mCRC) Patients Receiving
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FOLFIRI + Bevacizumab: The GENIC Study

0t MO PhD', Wilam PH'. Jai N. Patel Phay

mD*, G. Bradley Sheril MD'
Ethan Basch MO', Hanna K. Sanoff MO MPH

Joremiah Bol

30 Unvomrady Semon Concer Contar,
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We hypothesize that genotype-guided irinotecan dosing -
mCRC patients with the *1/*1 or *1/°28 genotypes receive
irinotecan doses than the standard dose - will increase th
climcal benefit of FOLFIRI-bev with tolerable toxicity.

+ The primary objective is o estimate freo surviva
in previously unireated MCRC patients receiving FOLFIRKD

Infusional fluorouracilieucovorin plus irnote

an with bevacizumab
(FOLFIRI-bev) is a standard first

ption for mCRC

The active metabolite of irinotecan, SN-38, is inactivated via
glucuronidation by UGT1A1 and common germiine va
UGT1A1 are well known o alter the rate of glucuronic
exposure to SN-38

The UGT1A1"28 allele decreases UGT1A1 expression such that
*28/°28 homozygotes have greater SN-38 exposure and increased
risk of neutropenia.

Despite the well-described association botween

genotype, SN-38 exposure, and neutropenia, the

standard irinotecan dose in FOLFIRI-bev(180mg/m?)

was established independent of genotype.

« Dose-iimiting toxicity in the ~10% of patients irinotecan dose is based on UGT1AT genotype.
homozygous for *28/*28 may have led 1o under-
. objectives will evaluate h
dosing of patients with other genotypes A

Secondary toxicity, respanse rate, an
e e overall survival when iinotecan is dosed by UGTIAT genoty)

+ The GENIC study is a phase || multicenter, single arm trial designed to Sl
ided irinotecan
aestimate the progression-free survival (PFS) of genotype-gus
dosing in patients receiving first-line FOLFIRI-bev for mCRC (NCT02138617).
« Patients with unresectable mCRC eligible for FOLFIRI-bev will be assigned
Irinotecan doses previously identified as the maximum tolerated doses (MTDs)
in a phase | genotype-guided irinotecan dosing trial based on UGT1AT
"t

genotype: * 10mg/m?; *1/°28=260mg/m?. or *28/°28+180mg/m*
(standard dose=180mg/m?).
. leucovorin, and are given at standard doses.

. ‘Iwcamnu-v-pumudwm:mwnnmm.mao%mmamn TOUPIKE - e actrammat Admmtrwive
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Thes study

hrma
Gemotype  Winetecen Dess
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B e e

3.5 month improvement in PFS. . ’E nt'

o R Oy 1 et Doy 15
TCAE will evaluate patient et

. mp:m:mmfwo;fmm (PRO) version of the C E:f = e Tt N
report ance o between patient “""‘"‘w el ]

+ Additional correlative studies include DNA-based (gorm- e N s g
of unom:”:uwm high-density SNP chip ganotyping. and 9:'\“"" mv . TneowNomaien | | )l n
tumor= and get % candidate variants — i = .
based analyses (RNA-50Q, expression aays) -——_._ |
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FOLFIRI + Bevacizumab Administration

RefoRMU(ATE

D[ug Dose & Route

Schedule?

. Dose dependent on genotype:

Day 1 and Day 15

IV over 80 minutes
L eucovonn

Day 1 and Day 15

200-400< mg/m? IV over 2 hours
| ave

mg/m? IV bolus followed by
5FU o

2400 mg/m? IV over 46 hours

Day 1.and Day 15

IV infused as per mstitubonal
NEL L Sy

Day 1 and Day 15

3Repeat cycles every 28 days
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élrinotecan?

a EXONS 1-5
| |
UGTIAI*] —----- TATATATATATA ------ O-E-E-0-8 —» Normal Function
(TA)s
UGTIAI*28 -----TATATATATATATA —--[Z-E-E-—1 —» Decreased Function
(TA)
b UGTIAI*6 UGTIAI*29
........... g f § O, L 17 & == & ] 8
UGTIAI*27 UGTI1Al*7

*28 =30%
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Dose <180 mg/m’

STANDARD dose (180 — 230 mg/m?)

Dose intensification {2240 mg/m 1}

(FOLFOXIRI- FOLFIRINOX) (FOLFIRI) (FOLFIRI-HIGH)
+ +
UGT1A1 genotyping UGT1A1 genotyping
Recommended Strongly recommended

— I

— I

Similar toxicity risk
ACross genotypes

Homozygous Heterozygous Homozygous Heterozygous Homozygous Homozygous
wild-type mutated mutated wild-type
11 "1/°28 *28/"28 “1/%28 ‘28728 11
Toxicity risk Toxicity risk TP : Toxicity risk
nE sodarately Toxicity risk significantly increased o
increased increased increased

!

4
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PHENOTYPE (GENOTYPE)

*1/*28

*28/*28
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THERAPEUTIC DOSE RECOMMENDATION

None.

LEVEL OF EVIDENCE

Published controlled studies
of moderate quality* relating
to phenotyped and/or
genotyped patients or healthy
volunteers, and having
relevant pharmacokinetic or
clinical endpoints..

Published controlled studies
of moderate quality* relating
to phenotyped and/or
genotyped patients or healthy
volunteers, and having
relevant pharmacokinetic or
clinical endpoints.

RefoRMULATE

CLINICAL RELEVANCE

Clinical effect (S): death;
arrhythmia; unanticipated
myelosuppression.

Clinical effect (S): Failure of
lifesaving therapy e.qg.
anticipated myelosuppression;
prevention of breast cancer
relapse; arrhythmia;
neutropenia < 0.5x10%/1;
leucopenia < 1.0x10%/(;
thrombocytopenia < 25x10%/1;
life-threatening complications
from diarrhea.
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& Pharmacogenetic clinical randomised phase IT t
the efficacy and safety of FOLFIRI with high-c
(HD-FOLFIRI) in metastatic colorectal cancer
according to their UGT1A 1 genotype

David Péez'?, Marfa Tobena', Julen Fernandez-Plana’, Ana Sebio’, Anna C. Virgili'*, Lluis Cirera®, Agu
Ivana Sullivan' and Juliana Salazar®®

303 patients screened for UGT1AT

220 excluded

51 UGT1A7 28128

169 did not meet study criteria
1 declined participation

82 patients randomised
41 assigned to HD-FOLFIRI group 41 assigned to control group
. ) 2 discontinued treatment
1 discontinued P
treatment |- 1 protocol viclation
(investigators decision) 1 death for study
disease
41 patients included in the ITT 41 patients included in the ITT
analysis analysis
40 patients included in the safety and 39 patients included in the safety and
efficacy analysis (per-protocol) T efficacy analysis (per-protocol)t

efoRMULATE
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‘ zgilc}(r’m?ai{upadsunomm y “e&\;a Table 2. Efficacy data: response rate in the overall population and
according to UGTIAT and RAS/BRAF genotypes
Response rate p Value
( CR+PR (%) SD (%) PD (%)
1*/28* Overall population, N=79% 44 (55.7) 20(253) 15(19) 0.001
HD-FOLFIRI group, N=40 27 (67.5) 3(75) 10(25)
260 mg/m? Control group, N=39  17(436) 17 (436 5(128)
. UGT1A1 genctype
Experlmental < *1/41and *1*28N=79  44(557)  20(253) 15(19) 0.47
MATN=37 17 (46) 13(35.1) 7(189)
1*/1* *1/*28N =42 27 (64.3) 70167) B(19)
3 RAS and BRAF genotype
300 mg/m Wild type N=36 21 (58.3) 9(25)  6(167) 0.648
RAS mutant N =30 17 (56.7) 6(20) 7(233)
BRAF mutant N =12 5(41.7) 5.7 2(168)

1*/1*
1*/28*
67,5%
o
« 43,6%
1*/28* - m
180 mg/m?
Control <
1*/1* p= 0.001
180 mg/m? |
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An Overview of Precision Oncology Basket ad Umbrella

Trials for Clinicians
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Jay ). H. Park, MSc"; Grace Hsu, MSc’; Ellie G. Siden, MD'; Kristian Thorlund, PhD** Edward ). Mills, FRCP(Edin) "= **

28*/28*
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Ajustamos el plan farmaco-terapéutico a la mutacion

¢De qué estamos hablando?

Umbrella Basket

Ajustar el tratamiento en funcion de una mutacion...
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Ajustamos el plan farmaco-terapéutico a la mutacion
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Irinotecan
UGT141Mut?

A

1*/1*7 1*/28*A 28*/28*a
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tratamientos con indicacion tumor-
agnostica
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ding inovation in encolagy

JSCO—ESMO—ASCO—JSMO—TOS: international expert consensus
recommendations for tumour-agnostic treatments in patients with solid
tumours with microsatellite instability or NTRK fusions

T. Yoshino'", G. Pentheroudakis’, 5. Mishima', M., J. Overman’, K.-H. Yeh®, E. Baba®, Y. Naito®, F. Calvo’, A, Saxena®,

L.-T. Chen’, M. Takeda’, A. Cervantes'’, H. Taniguchi’, K. Yoshida'?, Y. Kodera™*, Y. Kitagawa'", J. Tabernero™®, H, Burris'® &
1.-Y. Douillard"”
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Table 1. The six identical clinical questions (CQs) formulated for the
treatment and management of patients with MSI/dMMR or NTRK fusion-
positive tumours from which two separate series of recommendations
were developed, i.e. one series of clinical recommendations for each
clinical situation

CcQ no. Ccas

cal Should all patients with solid tumours be tested for MSI/
MMR or NTRK fusions?

cQ2 When is the optimal timing for tests for MSI/MMR or for
NTRK fusions?

cQ3 Which tests are recommended for determining MSI/MMR
status or NTRK fusions?

cQ4a What is the appropriate biospecimen for testing for MSI/
MMR or NTRK fusions?

cQs Which treatment is recommended for MSI/dMMR patients
or patients with NTRK fusions?

ca6 Where in the treatment algorithm should immunotherapy

be used in the treatment of patients with MSI/dMMR solid
tumours or a TRK inhibitor be used in the treatment of

patients with NTRK fusion-positive solid tumours?

dMMR, deficient in (DNA) mismatch repair; MSI, microsatellite instability; NTRK,
neurotrophic tyrosine receptor kinase; TRK, tropomyosin receptor kinase.
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Table 2. Summary of the expert
patients with MSI/dMMR solid tumours

for the of

€Q1. Should all patients with solid tumours be tested for MSI/MMR?
1-1 P: with adv d ( ble or metastatic) solid
tumours with a high incidence of MSI/dMMR should be
tested for their MSI/MMR status.
[LoE: 11l, GoR for testing: A, LoA: A = 100%]

1-2 Patients with advanced (unresectable or metastatic) solid
tumours with a low incidence of MSI/dMMR should be
considered for MSI/MMR testing.

[LoE: 11l, GoR for testing: B, LoA: A = 100%]

13 D, with localised bl 1

should not be considered for MSI/MMR testing outside of
a clinical trial, unless Lynch syndrome is clinically
suspected.
[LoE: V, GoR for testing: D, LoA: A = 100%]

CQ2. When is the optimal timing for tests for MSI/MMR?
MSI/MMR should be tested before or during the standard
treatment of advanced (unresectable or metastatic) solid
tumours.
[LoE: V, GoR: A, LoA: A = 100%)

€Q3. Which tests are recommended for determining MSI/MMR status?

3-1 IHC is highly recommended for testing.
[LoE: 11l, GoR for testing: A, LoA: A = 100%]
3-2 PCR is recommended for testing either upfront or when
IHC is equivocal or not available.
[LoE: Ill, GoR for testing: B, LoA: A = 75%, B = 25%]
3-3 Validated NGS is recommended for testing either upfront

or when IHC is equivocal or not available.

[LoE: Ill, GoR for testing: B, LoA: A = 75%, B = 25%]
€Q4. What is the appropriate biospecimen for testing for MSI/MMR?

Formalin-fixed, paraffin-embedded tissue blocks are

appropriate for testing.

[LoE: V, GoR: A, LoA: A = 100%)]

C€Q5. Which treatment is recommended for MSI/dMMR patients?
PD-1/PD-L1 inhibitors are strongly recommended for
patients with MSI/dMMR tumours.

[LoE: lll, GoR: A, LoA: A = 100%]

CQ6. Where in the treatment algorithm should immunotherapy be used in

MSI/dMMR solid tumours?

We recommend immunotherapy for patients with MSI/
dMMR during the course of their therapy when no other
satisfactory treatment options exist depending on the
clinical context.

[LoE: Ill, GoR: A, LoA: A = 100%]
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Table 3. Summary of the expert for the of

patients with solid tumours with NTRK fusions

€Q1. Should all patients with solid tumours be tested for NTRK fusion?

11 Patients with ad d ( ble or solid
tumours without actionable and driver gene mutations/
fusions/amplifications should be tested for NTRK fusion.
[LOE: V, GOR: B, LoA: A = 100%)

12 Patients with ad d ( ble or solid
tumours which are highly likely to harbour NTRK fusions
should be tested for NTRK fusion, especially ETV6-NTRK3
fusion.

[LoE: V, GoR: A, LoA: A = 100%)]

13 Patients with ad d (| ble or solid
tumours other than above (CQ1-1 and 1-2) should be
considered for testing for NTRK fusions.
[LOE: V, GoR: A, LoA: A = 100%)

1-4 with locally-ad d with a high
incidence of NTRK fusions should be tested when
considering neoadjuvant therapy before resection.

[LOE: V, GoR: B, LoA: A = 100%)

€Q2. When is the optimal timing for tests for NTRK fusion?
NTRK fusion testing should be considered before or during
the standard treatment of advanced (unresectable or
metastatic) solid tumour.
[LoE: V, GoR: B, LoA: A = 100%]

€Q3. Which tests are recommended for determining NTRK fusions?

3-1 IHC is not recommended for confirming NTRK fusion. It
may be used for screening to enrich patients with NTRK
fusion.

[LoE: V, GoR: B, LoA: A = 100%]

In situ hybridisation (ISH, e.g. FISH) for ETV6-NTRK3 fusion

is recommended for patients with tumours which are

highly likely to harbour NTRK fusions. ISH is not

recommended for patients other than the above.

[LoE: V, GoR: B, LoA: A = 100%)

RT-PCR for ETV6-NTRK3 fusion is recommended for

patients with tumours which are highly likely to harbour

NTRK fusions.

[LoE: V, GoR: B, LoA: A = 100%]

NGS which detects NTRK fusion is recommended for testing

for NTRK fusion.

[LoE: V, GoR: C, LoA: A = 100%)]

€Q4. What is the appropriate biospecimen for testing for NTRK fusions?
Both fresh samples as well as archival tissue samples
properly fixed and preserved are appropriate for testing.
[LoE: V, GoR: B, LoA: A = 100%]

€Q5. Which is ded for with NTRK fusions?
TRK inhibitors are strongly recommended for patients with
NTRK fusions.
[LOE: Ill, GoR: A, LoA: A = 100%]

€Q6. Where in the treatment algorithm should a TRK inhibitor be used in

the treatment of patients with NTRK fusion-positive solid tumours?
Wer TRK s for with NTRK
fusions during the course of therapy, when no other
satisfactory treatment options exist, depending on the
clinical context.
[LoE: Ill, GoR: A, LoA: A = 100%)
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é¢Por qué cambiar la mentalidad?
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Una mira al pasado en ocasiones ayuda...

La mediana es insensible a la eficacia de la inmunoterapia
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PARA EL DEBATE

No tienen brazo comparador
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¢ Qué hacemos con estds respuestas?

Best individual response per BICR, by tumor type

100+
B Cholangiocarcinoma (n=1) M Breast (n=6)

75 B Neuroendocrine (n=4) B Gynecological (n=2)
g Sarcoma (n=16) B Salivary MASC (n=13)
= A 50 Gl-other (n=1) “ Thyroid (n=7)
S 2 254 Pancreatic (n=3) B CRC (n=7)
5 c I NSCLC (n=13)
22 7 II T TN
=]
= @  -254
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Individual patients
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¢Qué hacemos con estas respuestas?

9% of patients; 67% pCR

Major pathologic response in 95
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PARA EL DEBATE

No tienen brazo comparador

No puede tenerlo
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La evidencia actual no permite comparar con lo anterior...

Son tumores biologicamente diferentes
NO responden a inmunoterapia
NO responden a quimioterapia

Habria que comparar con la
respuesta que tuvieron los tumores
mutados en los ensayos originales

2-yr PFS = 16%

2-yr PFS = NC®

T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time (Months)
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PARA EL DEBATE

No tienen brazo comparador
No puede tenerlo

Pero...

Tienen elevadisimas TRO
El dato mas “limpio” es TRO

¢Quién es subrogada de quién?
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