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Prognostic factors in localized GIST

= Mitotic count and = Prognostic factors at the

» Size are the most recognized molecular level for localized GIST
prognostic factors in localized
GIST

» |ncorporating tumor location
as an important factor

» Microscopically free surgical
margins
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Prognostic factors in localized GIST

» The selection of a final subset of

» 1462 patients after a clinical and pathological review
(paraffin blocks) of 357 cases has been explained
previously

S Junta de

‘I Castitla y Leon ‘ SSSSS l'l Complejo Asistencisl
(:ur;«-ar’m - 5 W universitacio dv Leon



Table 2. Univariate analysis of prognostic factors for RES in the entire follow-up period, the first 4-year interval and beyond the 4 years after surgery

— Se%
Male
Female
Age
0-59
260
Size
2-5 cm
5-10 cm
>10 cm
Mitosis
0-5
6-10
>10
Fletcher/NIH
Low
Intermediate
High

“ ) Castitla y Leon l.‘ Sacyl

Comegeris de Savwdad

67 (55-78))
72 (61-82)

62 (50-75)
73 (64-82)

83 (75-91)
67 (51-83)
41 (24-58)

87 (80-94)
74 (53-96)
33 (18-47)

95 (89-100)
80 (64-96)
44 (32-57)

A e Dt

0.29

0.19

<0.001

<0.0001

<0.0001

70 (59-80)
75 (65-84)

68 (56-80)
75 (66-84)

84 (77-92)
70 (54-85)
49 (32-65)

87 (80-94)
74 (53-96)
44 (29-58)

95 (89-100)
80 (64-96)
52 (40-64)

0.47

0.28

0.0002

<0.0001

<0.0001

86 (72-100)
95 (89-100)

91 (82-100)
91 (82-100)

94 (86-100)
95 (87-100)
71 (42-100)

100
100
51 (20-82)

100
100
71 (50-92)

0.29

0.43

0.029

<0.0001

0.0006



Table 2. Univariate analysis of prognostic factors for RES in the entire follow-up period, the first 4-year interval and beyond the 4 years after surgery

_ Localization

Gastric
Nongastric
Mutational status
No mutation
Any mutation
KIT
Mutated
Wild type
Exon 11 deletion
Yes
No
Del 557 and/or 558
Yes
No
Exon 11 nondeletion
Yes
No

76 (67-85)
58 (46-71)

79 (69-90)
63 (52-73)

60 (49-71)
79 (69-88)

57 (41-72)
74 (65-82)

34 (15-53)
76 (68-83)

66 (50-83)
70 (62-78)

0.013

0.0208

0.0025

0.0436

<0.0001

0.29

80 (72-88)
61 (48-73)

83 (74-93)
66 (56-75)

63 (52-74)
82 (74-91)

57 (42-72)
78 (71-86)

34 (15-53)
80 (73-87)

73 (58-88)
72 (64-80)

0.0098

0.0199

0.005

0.0093

<0.0001

0.92

91 (82-100)
91 (79-100)

98 (85-100)

87 (76-98)

86 (72-100)
95 (89-100)

100
89 (80-98)

100
82 (65-99)

72 (47-97)

97 (92-100)

0.92

0.19

0.26

0.19

0.37

0.0053

RES, relapse-free survival; M-L/AFIP, Miettinen—Lasota/Armed Forces Institute of Pathology; F/NIH, Fletcher/National Institutes of Health.



Table 3. Time-dependent relapses rates (A) and multivariate
analysis (B)

B Relative risk 95% CI P

Entire time period
M-L/AFIP risk categories

Intermediate 5.97 2.09-17.06 0.001
High 11.45 4.40-29.76 <0.001
DEL 557 and/or 558 3.05 1.59-5.85 0.001

0- to 4-year time period
M-L/AFIP risk categories

Intermediate 4.88 1.66—14.34 0.004
High 8.94 3.39-23.55 <0.001
DEL 557 and/or 558 3.44 1.76—6.73 <0.001
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Conclusion

—

'{NoCritical 557 &lor 558 deletions: 76% Deletions in\/o|\/ing codons 557-

T Sy . 558 within exon 11 of the KIT gene
had an independent prognostic

value for relapse-free survival (RFS)

Critical 557 &/or 558 deletions: 34%

P < 0.0001

Relapse-free survival
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Long-term effects of continuing adjuvant tamoxifen to @™
10 years versus stopping at 5 years after diagnosis of

oestrogen receptor-positive breast cancer: ATLAS,

a randomised trial
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Summary
Background For women with oestrogen receptor (ER)-positive early breast cancer, treatment with tamoxifen for Lancet2013;381:805-16
5 years substantially reduces the breast cancer mortality rate throughout the first 15 years after diagnosis. We aimed  published Online

to assess the further effects of continuing tamoxifen to 10 years instead of stopping at 5 years. December 5, 2012
http://dx.doi.org/10.1016/
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ATLAS recruited patients from 36
countries or regions
during 1996-2005.
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15244 women randomly allocated*
7629 to continue tamoxifen for another 5 years
7615 to stop tamoxifen immediately

2350 excluded completely, as tamoxifen duration before random
allocation was <4 years

—»

A 4

12894 included in analyses of side-effects, among whom
median tamoxifen duration was 5 years (IQR 4-8-5-2)
6454 allocated to continue tamoxifen to 10 years
6440 allocated to stop tamoxifen at 5 years

6048 excluded from analyses of main effects, as ER status was
unknown or negative

>

A 4

6846 with ER-positive disease included in analyses of main effects on
recurrence and breast cancer mortality
3428 allocated to continue tamoxifen to 10 years
3418 allocated to stop tamoxifen at 5 years




Recurrence (A) and breast cancer mortality (B) by treatment
allocation for 6846 women with ER-positive disease

A B
50 -®- Continue tamoxifen to 10 years .
Recurrence - Stop tamoxifen at 5 years Death
dates 5-9 years: RR 0-90 (0-79-1-02) 5-9 years: RR 0-97 (0-79-1-18) rates
40- =10years: RR 0-75 (0-62-0-90) 4 =210years: RR 071 (0-58-0-88)
All years: log-rank p=0-002 All years: log-rank p=0-01
g
g
§ 307 -
.=
<
@
>
= 204 -
E
2
= 15-0%
12-2%
10 -
6-0%
5-8%
0 I 1 I 1 1 1
0 5 10 15 0 5 10 15
(Diagnosis) (ATLAS (End of (10 years (Diagnosis) (ATLAS (End of (10years
entry) treatment) since entry) entry) treatment) since entry)
5-9 years 10-14years  =15years 5-9 years 10-14years  =15years
Continue tamoxifen to 10 years 2-83% 1.96% 2-54% 1-17% 1-38% 1-64%
(428/15115)  (165/8439) (24/945) (SE 0-09) (SE012) (SE0-39)
Stop tamoxifen at 5 years 3-16% 2-66% 3-03% 1-21% 2.01% 2-29%
(471/14889)  (214/8038) (26/859) (SE 0-09) (SE0-15) (SE0-47)
Rate ratio, from (O-E)/V 0-90 (SE0-06) 074 (SE0-09) 0-85 (SE0-26) 0-97(SE0-10) 070 (SE0-10) 079 (SE0-27)
Log-rank O-E and variance V -24-8/2247  -291/94.7 -2-1/12.5 -3-2/94-0 -27-21775 -2-5/10-6
Junta de
g (! . .
e fervery -h‘sacy' ’n’.u,,,.,.c""‘""’,.,f:‘;."{:‘:.' Bars show SE. Recurrence rates are percentage per year (events/patient-years of follow-up). Death rates (overall rate —rate ir

women without recurrence) are percentage per year (SE). ATLAS=Adjuvant Tamoxifen: Longer Against Shorter.
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ABSTRACT

Background. Reference centers (RCs) are a key point for
improving the survival of patients with soft-tissue sarcomas
(STS). The aim of this study was to evaluate selected items
in the management of patients with STS, comparing results
between RC and local hospitals (LHs).
Materials and Methods. Diagnostic and therapeutic data
from patients diagnosed between January 2004 ]md December
( 2011 were collected. Correlation with outcome was performed.
Results. [A total of 622 sarcomainwere analyzed, with a
median follow-up of 40 months. ynaging of primary tumor
preoperatively (yes vs. no) correlated with a higher proba-
bility of free surgical margins (77.4% versus 53.7%;
p = .006). The provenance of the biopsy (RC vs. LH) signifi-
cantly affected relapse-free survival (RFS; 3-year RFS 66%
vs. 46%, respectively; p = .019). Likewise, 3-year RFS was
significantly worse in cases with infiltrated (55.6%) or

unknown (43.4%) microscopic surgical margins compared
with free margins (63.6%; p < .001). Patients managed by
RCs had a better 3-year overall survival compared with
those managed by LHs (82% vs. 70.4%, respectively;
p = .003). Perioperative chemotherapy in high-risk STS,
more frequently administered in RCs than in LHs, resulted
in significantly better 3-year RFS (66% vs. 44%; p = .011). In
addition, patients with stage IV disease treated in RCs sur-
vived significantly longer compared with those in LHs
(30.4 months vs. 18.5 months; p = .036).

Conclusion. Our series indicate that selected quality-of-care
items were accomplished better by RCs over LHs, all with
significant prognostic value in patients with STS. Early
referral to an RC should be mandatory if the aim is to
improve the survival of patients with STS. The Oncologist

[ 2019:24:¢338-e346 ]

Implications for Practice: This prospective study in patients diagnosed with soft-tissue sarcoma shows the prognostic
impact of reference centers in the management of these patients. The magnitude of this impact encompasses all steps of
the process, from the initial management (performing diagnostic biopsy) to the advanced disease setting. This is the first
prospective evidence showing improvement in outcomes of patients with metastatic disease when they are managed in
centers with expertise. This study provides extra data supporting referral of patients with sarcoma to reference centers.
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Kaplan-Meier curves for relapse-free survival (RFS) that compare
biopsy provenance (reference centers vs. local hospitals) in cases
registered by Hospital Son Espases.

1.0
0.8 : .
© Biopsy performed in reference center
>
S
A
7 0.6
"
$ 04
% Biopsy performed in local hospital
E AL
o
0.2
p=.019
0.0+
.00 20.00 40.00 60.00 80.00 100.00 120.00
months
173 62 41 26 11 2 0
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Kaplan-Meier curves for overall survival in relation to
center type (reference center vs. local hospital)

1.0+

Cases managed by reference center

Cases managed by local hospital

Overall survival
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- p =.003
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European, non-interventional, phase IV NIMES-ROC trial of trabectedin plus pegylated liposomal

doxorubicin in patients with platinum-sensitive recurrent ovarian cancer: an interim analysis

1Luis Miguel de Sande*, 2Giovanni Scambia, *Alessandro Villanucci, “Emanuele Naglieri, *Mikel Arruti Ibarbia, °Federica

Brusa, "Hugues Bourgeois, *Roberto Sorio, Antonio Casado, °Dietmar Reichert, *Catherine Dopchie, ?Sandro Pignata

'Hospital de Ledn, Ledn, Spain; “Policlinico Universitario Agostino Gemelli, Universita Cattolica Di Roma, Roma, Italy; *Azienda Ospedaliero-Universitaria
Careggi, Firenze, Italy; ®Istituto Oncologico Giovanni Paolo Il, Bari, Italy; *Hospital de Galdakao, Galdakao, Spain; *Ospedale Cardinal Massaia, Asti-Piemonte,
italy; “Centre Jean Bernard-Clinique Victor Hugo, Le Mans, France; 8Centro di Riferimento Oncologico di Aviano- I.R.C.C.S, Aviano, Italy; *Hospital Universitario
Clinico San Carlos; °Onkologie Westerstede, Medizinische Studiengesellschaft NORD-WEST GmbH, Westerstede, Germany; **CHWapi site IMC, Centre
hospitalier Wallonie Picarde, Tournai, Belgium; *?Istituto Nazionale Tumori Pascale - I.R.C.C.S. - Fondazione Pascale, Napoli, Italy

BEST RESPONSE, n (%) SAFETY, n (%) Progression-free survival
*Data not available at cut-off date Most frequent trabectedin related -
Complete response (CR) grade 3/5 ADRs -
Partial response (PR) Neutropenia . 1 ';":"::;f'::z_::';
Stable disease (SD) Febrile neutropenia E " R
Progressive disease (PD) Asthenia :.l
Not evaluable / Missing * Anemia ¥ ol
Objective response rate (ORR; Thrombocytopenia % "
CR+PR); [95% Confidence interval] Vomiting 3 (1. ”
) : * ADRs related to trabectedin and PLD were reported in 108 (68.4%) and 104 'z
Disease control rate (DCR; (65.8%) patients, respectively. o] oo ‘
ORR+SD) 105(66.5) | | cueratipoputation. e o derent fom et ot e LR = T
[95% Confidence interval] [58.5-73.8] * No grade 5 or unexpected treatment related ADRs occurred. > R . o & b X '

ESGO 2019. Athens. Abstract: #A-1025-0007-00099; Poster: P118
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Estudio ANITA

» ENGOT-Ov41 / GEICO 69-O / ANITA (Atezolizumab and
Niraparib Treatment Association in recurrent ovarian
cancer and platinum as an option)

DISENO DEL ESTUDIO (previo a la enmienda en proceso de aprobacion) )

N= 414 patients A Platinum

/7 doublet Niraparib UntilPD >

* Recurrent high- grade _ 6 cycles

wrovsor | B o

endometrioid, or N < B

undifferentiated z . e b ":r“;;“
* JEIR>6 months A coublet [ Niraparib Until PD >
* < 2 prior lines = 6 cycles [

Atezolizumab Until PD

. M B
Measurable disease
KECOGS 1 /

Stratification factors:

Pl: A. Gonzalez * Platinum based regimen selected

* PFI (6-12 months vs > 12 months)

* BRCA mutation status (mutated vs.
non-mutated)

* PD-L1 positive/negative-unknown

Primary Endpoint:

* PFS by RECIST v.1.1
Secondary endpoints:

* Safety and tolerability
» TFST, TSST,PFS2,0S

* ORR, DOR

* QoL/PRO
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= |ncidence of Somatic and Germline BRCA Mutations in a
Spanish Large Clinic-Based Cohort of Patients with non-
Mucinous Epithelial Ovarian Cancer with Cross-
Laboratory Validation of Somatic Technique (BoRNEO) -
A GEICO Study
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Estudio GEIS 51

= PALBOSARC: Ensayo fase Il multicéntrico de palbociclib
en segunda linea de sarcomas avanzados con
sobreexpresion CDK4.
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Estudio GEIS 26

» Registro de sarcomas raros: Herramienta de ayuda para
evaluar el nUmero de casos de cada subfipo y su
orientacion terapéutica por el Grupo Espanol de
Investigacion en Sarcomas (GEIS).
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Estudio GEIS 42

» SSGXXII: Three versus five years of adjuvant imatinib as
treatment of patients with operable GIST with a high risk
for recurrence: A randomised Ph Il study
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REAL-WORLD EVIDENCE OF TRABECTEDIN IN PATIENTS WITH ADVANCED

SOFT-TISSUE SARCOMA
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Estudio ENGOT-cx11

» A Randomized, Phase 3, Double-Blind Study of
Chemoradiotherapy With or Without Pembrolizumab for

the Treatment of High-risk, Locally Advanced Cervical
Cancer (KEYNOTE-A18 / ENGOT-cx11)
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where platinum combination is an option

) J
n=423 Stratification factors
Randomization: 1:1:1 * PD-L1 expression
* HRd/HRp

* Previous use of bevacizumab (yes/no)
* Previous use of PARP inhibitor (yes/no)
* According to standard of care choice

! .

ARM B ARM A

ARM C

Niraparib
+

Niraparib Platinumdoublet
+ or
Bevacizumab Platinum doublet with
concomitant & maintenance
bevacizumab

Bevacizumab
+

Dostarlimab

n=141 n=141 n=141

- »/JEGJR etal.
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» Antecedent of cancer and mortality after the first st segment elevation acute
myocardial infarction treated with primary coronary angioplasty. A
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» Relationship between androgen receptor and tumor infiltrating lymphocytes
in triple negative breast cancer. L.F. Sdnchez-Cousido et al. Annals of
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» Final results of RENO study: randomized phase Il of oral vinorelbine or
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Provencio Pulla. Diz Tain. Annals of Oncology (2018) 29 (suppl_8): Viii488-viii492

» Prospective Observational Study of Pazopanib in Patients with Advanced
Renal Cell Carcinoma (PRINCIPAL Study). Angel Rodriguez. Oncologist. 2019
Apr;24(4).491-497

» Efficacy and safety of abiraterone acetate plus prednisone vs. cabazitaxel as
a subsequent treatment after first-line docetaxel in metastatic castration-
resistant prostate cancer: results from a prospective observational study
(CAPRO). Angel Rodriguez. BMC Cancer (2019) 19:76

» Prognostic role of HMG proteins in a series of 301 advanced soft tissue
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