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2013

49,560

8,190(#8)

82%

2018
63,230

11,350-(#6)
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Carcinoma de Endometrio

* Recurrencia vaginal aislada
» Recurrencia Pelviana
« Enfermedad diseminada

* Rol de Citoreduccion
e Criterios Recist

« Rolde Ca 125

- REYRP




Hormonoterapia en Carcinoma de
Endometrio

KRRV ¢ Median PFS Median OS
Stu)ly Agent Patients, no. RR, % (months) (months)
Thigpen et al. [29] MPA 200 mg/day 331 18 4 10.5
Thigpen et al. [30] MPA 200 mg/day 145 25 3.2 11.1

MPA 1,000 mg/day 154 15 2.5 7
Thigpen et al. [31] Tamoxifen 20 mg b.i.d. 68 10 1.9 10.1
McMeekin et al. [32]° Arzoxifene 20 mg/day 34 31 3.7 NA
Rose et al. [33] Anastrazole 1 mg/day 23 9 1 6
Ma et al. [28] Letrozole 2.5 mg/day 28 9 NA NA
Covens et al. [34] Fulvestrant 250 mg q4w 22 ER— 0 2 3

31 ER+ 16 10 26

Emons et al. [35]° Fulvestrant 250 mg q4w 35 11 2.3 13.2
Gallagher et al. [36]; Goserelin acetate 3.6 mg 32 28 19 NA
Jeyarajah et al. [37] monthly, subcutaneously
Lhomme et al. [38] Triptorelin 3.75 mg g4w, subcutaneously 24 9 4.2 7.2
Asbury et al. [39] Goserelin acetate 3.6 mg monthly, 40 12 1.9 7.3

subcutaneously
Pandya et al. [40] MGA 20 20 NA 12

MGA and tamoxifen 42 19 NA 8.6
Whitney et al. [41] MPA gow, tamoxifen continuously 61 33 3 13
Fiorica et al. [42] MGA, tamoxifen alternating q3w 56 27 2.7 14

Bestvina et al. TheOncologist2016;21:1-10




Carcinoma de Endometrio
Hormonoterapia

« G1G2

« Expresion de RH

« Asintomaticos

« Minima invasion y citoreduccion optima
* No dosis dependencia

* Estudios Fase Il

« TR: 11-56 %

e SLP 2.5 - 14 meses




Carcinoma de Endometrio
Poliquimioterapia

AvsACt 22‘5530 _ 6.7vs7.3(P=048)
Avs AP? | N[ izsvgaz @2\459(1\:1\)
AvARE T 17‘\7543 - 7vs9'(p=065)

MAYOR INCIDENCIA DE MIELOTOXICIDAD Y EMESiS GRADO 3-4 CON LA COMBINACION




Carcinoma de Endometrio
Poliquimioterapia

Tasa de
respuestas

Adriamicina/cisplatino (Aﬁlrd,;,-;. 12.6
Adriamicina-paclitaxel (AT)* 43 13.6

s 120 ﬁa NINO

1. 5. Fleming GF, et al. Ann Oncol. 2004;15(8):1173- 1178.
2. Weber B, et al. Proc Am Soc Clin Oncol. 2003;22(Supplement): Abstract 1819.




Carcinoma de Endometrio
GOC 177

 Adriamicina 60 mg/m2
273 pacientes CDDP 50 mg/m2

: GCSF
ESTADIOS llI-IVo B
RECAIDAS , P ——

No tratamiento previo
CDDP 50 mg/m?2

Paclitaxel 160 mg/m?2
GCSF

Fleming GF, et al. J Clin Oncol. 2004;22(11):2159-2166.
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GOC 177

5 meses 12.3 meses
TAP 57% 8 meses 15.3 meses
! 10 10
& 0o Trostment Gicup Abee PF Faded Totad 06 Troatment Group  Alve Dead Total
AP ' 8 e i v — g "o '29
08| | -1 @ 211 ?ﬂgi A -- ;
07 : ' 1 wl am 07| 3 =y
& 08 ; o?j:
gos A5
: 04 04
403 03
02 L ) S RS P Sy oz
01 : o1
o 12 24 % el 0 12 24 36 48
Marahs on Study Manths on Study
Py L Progression-free (PF) survival by andomized veatment. AP, doxo- Ag 2 Survival by randomized trsatmant. AP, doxorudicin + csplatin, TAP,
robion + oepiating TAP, doonibon + capiahin + pacitaad doxorubicin + cisplatin + paditaxsl

Mayor neurotoxicidad grado 3 con el triplete (12% v s 1%




Carcinoma de Endometrio
GOC 209

Disefio de no inferioridad 1300 pacientes

Adriamicina 45 mg/m2,CDDP 50 mg/m2, D1
Paclitaxel 160 mg/m2, D2

¢/3 semanas
ESTADIOS lI1-1V o RECAIDAS GCSE

No tratamiento previo
Enfermedad medible
RE/RP

Paclitaxel 175 mg/m2, CBDCA AUC 6, D1

¢/3 semanas

Miller D, et al. Gyn Oncol. 2012;125(3): Abstract LBA1
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GOC 209

TAP 51 13 40

(%)
TC G L 13 37

HR:1.01

Menor incidencia detoxicidad mayor o iguala grado 2 con TC:
neuropatia (19 vs 26%), trombocitopenia (12 vs 23%), emesis (4 vs 7%),
diarrea (2 vs 6%) y alteraciones metabdlicas (8 vs 14%)
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Carcinoma de Endometrio
Rol de Bevacizumab

CARBOPLATINO-PACLITAXEL-  HR:1.22(92%0.9-15) 25

@ ®
MRS~ by by (b N 7 s
CARBOPLATINO-PACLITAXEL- | | HR:0.85 (92%0.6-1.02) | 84 | |
BEVACIZUMAB |

CARBOPLATINO-IXABEPILONA-  HR:0.87 (92% 0.6-1.07) 25.2
BEVACIZUMAB

Aghajanian C, et al.J Clin Oncol 2015;abstr 5500 SG rama control: 22.7




RANDOMIZED PHASE Il TRIAL OF CARBOPLATIN- PACLITAXEL (CP)
COMPARED TO CARBOPLATIN- PACLITAXEL-BEVACIZUMAB (CP-B) IN
ADVANCED (STAGE 11I-IV) OR RECURRENT ENDOMETRIAL CANCER: THE
MITO END-2 TRIAL

CP
N=46 (%)
Clinical response : (Cl 95%)

sD o 20 (43.5) 10(21.7)
=1 {29;2-57:.-8) \ (9.&33.6) 1g 1 g \ 4
months Pg i 83% 0.09
< 122 3@es
o — (-2.0-6.4) (-0.6-13.6)
Recurrent 3.9 0 3458
Serous/Clear cell 11(20.3) 13(24)

Lorusso D, et al. J Clin Oncol. 2015;33(suppl): Abstract 5502




RANDOMIZED PHASE Il TRIAL OF CARBOPLATIN- PACLITAXEL (CP)
COMPARED TO CARBOPLATIN- PACLITAXEL-BEVACIZUMAB (CP-B) IN
ADVANCED (STAGE 11I-IV) OR RECURRENT ENDOMETRIAL CANCER: THE
MITO END-2 TRIAL

B standard M Exp

20 CT
(N=54)
f Eventn  Yu 32
T
% 6 .2-
059

= 9% e | (0.35098)
0.036

PFS (%

Lorusso D, et al. J Clin Oncol. 2015;33(suppl): Abstract



Endometrial Carcinoma
Selected Second-Line Phase Il cytotoxic trials

Resbonse Rate
Liposomat-Roxerubicin
Topotécan
Ixabepilone
Pemetrexed
Gemcitabine




Carcinoma de Endometrio
Quimioterapia 2 Linea

¢ INTERVALG L!BRE DE PLATINO?

Bl ﬁ, TASA DE RESPUESTAS V(I
e ILP <6 meses: 25%
e |LP > 24 meses: 65%

Nagao S, et al.Gynecol Oncol 2013; 131:567-573.
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Quimioterapia 2 Linea

Study Agent Patients, no. RR, %
Pawinski et al. [62] Cyclophosphamide 15 0
Rose et al. [61] Etoposide PO 22 0
Tait et al. [64) Gemcitabine 23 4
Sutton et al. [65] Ifosfamide 40 15
Pawinski et al. [62) Ifosfamide 16 0
Dizon et al. [66] Ixabepilone 50 12
McMeekin et al. [67]" Ixabepilone o, 223 o 15
Muggiaet al. {60] Liposomal 42 0.9
doxorubicin

Fracasso etalk [57] . ‘Oxaliplatin s2 1 111 1BS.
Lissoni et al. [55] Paclitaxel 19 37
Lincoln et al. [54] Paclitaxel 44 27
Markman et al. [56] Paclitaxel 48 20.9
Homesley et al. [53] Paclitaxel 15 26.7
Miller et al. [63] Pemetrexed 25 4
Miller et al. [59] Topotecan 22 9

“All trials were phase |1, with the exception of the McMeekin et al. study
[67], which was one arm of a phase 11l trial.

Bestvina et al. TheOncologist2016;21:1-10



Carcinoma de Endometrio
Quimioterapia 2 Linea

* Fase lll: Rama control (adriamicina o paclitaxel) vs
ixabepilona

* Rama control: 69% pacientes recibieron adriamicina

* QT previas: 50% adyuvancia o neoadyuvancia

_ Tasa de respuestas (%) | SG
12.3

Control 15.2
Ixabepilona 15.7 10.9

McMeekin S, et al. Gynecol Oncol 2015;138:18-23
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Quimioterapia 2 linea

No candidatos a htp - Inmunoterapia

Tiempo. libre de enfermedad

Mono o poliquimioterapia

SV proximas al ano




Integrated genomic characterization of
endometrial carcinoma

The Cancer Genome Atlas Research Network*

Log-rank P'= 0.02

MS! (hypermutated) (65) b, 204 @ POLE (ultramutated)
(N 0 MS! (hypermutated)
4 B Copy-number low {endometrioid)

04 ® Copy-number high (serous-like)

(150)

(4

Progression-free survival (%)

0(%[CA) > 0.2) AND ‘:" ; l‘ v -t ‘.. .:A ' ‘(:Up'y"fll.”'b(‘.f 'I‘S_'l 1 1 | | | 1
{;6'53(12333;3\30 | ome d): 1serous-like) (Bl ‘,"1 0 20 40 60 80 100 120

Months



Table 1

Characteristics of four genomic classes of endometrioid and serous carcinomas defined by the TGCA

POLE {ultramutated) MSI (hypermutated) Copy-number low Copy-number high
(endometriod) (serous-like)
Copy-number Low Low Low High
alterations
MSIMLHI Mixed MST high, low, stable VST higl MS| suable MSI stable
methylation
Mutation rate very high (232 x [(* MIMREMIE - giohy (1§ x gyt MU Low (2,00 |(* muiinshb) Low (2.3 x 1} mulationeMb)
Molecular profile  OLE (100 %) PIEN (8% % PTEN (77 %) (P53 (92 Y4
"TEN (94 %) RPL22 (37 %) INNRI (52 % PPP2RIA (22 %)
MKICA (T1 % KRAS (35) PIK3CA (53 %) FBXW7 (22 %)
MKIRT (68 %\ PIK3CA (54 % MIK3R1 (33 %) MKICA (47 %
FBXWT (82 %) PIK3R | (40 %) ARIDIA (42 %) PTEN (11 %)
ARIDIA (76 Y ARIDIA (37 %) GERZ (109 % ‘GER ampliicanons anc
CRAS (53 %) ' ~ PDIPD-LL mutstions (7 %)
ARID3b (47 %) | overexpression y {ER2 amnlified 25 %
Histological type  Endametriokl "= Endomcgncid "Emloljmioiy S fpus Elliomcmoud and
11 I8 | | — N | | Mixedserous and endometrioid
Tumor grade Mixed (grades 1-3) Mnxud 1gmd¢s I—J) Cirade 1-2 (:mde 3
Prognostic Good Imtgrmediate ntermedite Poor
Potentiol drugs ~ PRK/PTEN/AKT/mTOR PEK/PTENAKT/MTOR PIBK/PTENAKT/MTOR HER2 targeted inhibitors
pathway inhibitors pathway inhibitors pathway inhibitors PI3K nhibitors
PARP mhibitors PARP inhibitors PARP inhibitors PARP mhibitors
Anti-PD1/PD-LT mhibitors Anti-PD1/PD-L | inhibitors Hormonal therapies Wee-| mhibitory
HDAC inhibitors (against Hormonal therapies FGFR inhibitors HDAC mhibitors (against

FBXW7
mutitions) Hommonal therapies

FBXWT mutations)
FGFR inhibitors

Mb megabase, MS/ microsatellite instability, HDAC Histone deacetylases




Carcinoma de Endometrio

icine

Precision med

Clinic practice

PATIENT
Co-morbidities

[ Endometrial cancer ]

Type 1
Oestrogen dependant
Endometrioid — low grade

Type 2
Oestrogen independent
No endometrioid

[ PI3KCA - KRAS - EGFR ]

POLE

N - 3
w [ MSS CN high ]

CN low ] [ Serous like

™

Ultra
mutated

Several
mutations

Prognostic — predicitive subgroup?

Neoangiogenesis —~ Immune infiltration




VOLUME 38

+ NUMBER 20 -+ JULY 10, 2018

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Randomized Phase II Trial-of Carboplatin-Paclitaxel Versus
Carboplatin-Paclitaxel-Trastuzumab in Uterine Serous
Carcinomas-That Overexpress-Human' Epidermal Growth

Factor Receptor 2/neu

Amanda N. Fader, Dana M. Roque, Eric Siegel, Natalia Buza, Pei Hui, Osama Abdelghany, Setsuko K. Chambers,
Angeles Alvarez Secord, Laura Havrilesky, David M. O’Malley, Floor Backes, Nicole Nevadunsky, Babak Edraki,
Dirk Pikaart, William Lowery, Karim S. ElSahwi, Paul Celano, Stefania Bellone, Masoud Azodi, Babak Litkowhi,
Elena Ratner, Dan-Arin Silasi, Peter E. Schwartz, and Alessandro D. Santin



Carcinoma de Endometrio Seroso

* Representa 10% de los casos

* Responsable del 40% de la mortalidad de carcinoma de
endometrio

« Her2 expresa en 25% de los casos

« SLP end point
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Trastuzumab en Cancer de Endometrio

A
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Trastuzumab en Cancer Endometrio
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Trastuzumab en Cancer de Endometrio

1.0 ) i
- Advanced disease: Censored
' One-sided log-rank F« 013
0.8 - A HR, 0.40 (90% Ci, 0.20 10 0.80) Trasturumab
= 1 No
g L Yes
o 0.6 -
Q— -0 : “‘A“..’
g "93 """" g~ Sy o NS W W W o kR
-+ 04 ﬂiﬂ;ﬂ'ls
o
[ W, -
& 0 2 * @ -
) T T Y T T | 2 | T T
0 6 12 18 24 30 36 42 48 54

Time Since On-Treatment Date (months)



Trastuzumab en Cancer de Endometrio

« Diferencia etaria entre las ramas

* No revision central de imagenes

« Cerrado temprano. por lento enrolamiento
* No hay datos de Sobrevida

« Cambio Practica Clinica !!!




VOLUME 35 » NUMBER 22 + AUGUST 1, 2017

Safety and Antitumor Activity of Pembrolizumab, in
Advanced Programmed Déath Ligand 1-Positive Endometrial
Cancer: Results From the KEYNOTE-028 Study

Patrick A. Ott, Yung-Jue Bang, Dominique Berton-Rigaud, Elena Elez, Michael . Pishvaian, Hope S. Rugo,
Igor Puzanov, Janice M. Mehnert, Kyaw L. Aung, Juanita Lopez, Marion Carrigan, Sanatan Saraf, Mei Chen,
and Jean-Charles Soria




Carcinoma de Endometrio
Keynote 028

Screened for PD-L1
(N = 75)
Nonevaluable
Inadequate tumor sample n=2)
Evaluable for PD-L1
{n=73)
Positive for PD-L1 FeLt
(n = 36) positive,
ey P 48.0%
B
No; =
Stratifica cap n=J3
No tissue provided for biomarker analysis (n=1)} ___ |
ECOG PS ineligible n=1)
Withdrawal of consent (n=1)
Multiple ineligibility reasons™ (n=1)
Treated as of February 17, 2016 in = 24)
Discontinued (n=22)
AE {in=5)
Physician decision n=1)
Progressive disease {n=14)

Withdrawal by patient n=2)
Receiving treatment (n=2)




Table 1. Baseline Charactenstics (N = 24)
Characteristic No. (%)
Age, years
NMedian 67
Range 3487
Race
White 17 {(70.8)
Asian 3 12.5)
Black or Afnican American 1.2)
Not specified 3 (12.5)
ECOG PS”
0 7 129.2)
b | 16 66.7)
Histology ™
Endometnoed adenocarcinoma 17 {(70.8)
Adenccaranoma other 3 {12.5)
High-grade serous carcinoma 214823)
] Cardginosarcoma 11 [ 1 2)
Priovincoredivvark heragyl | |/ | || 11| | |12E00
No. of Enes of pnor thesapy for.advanced discase
0 2 {823)
1 7 (29.2)
2 5 {(20.8)
3 6 {25.0)
4 2 {83)
=5 2 83)
Previous treatments received by > two patientst
i + platinum 20 {83.3)
Doxorubicain monotherapy 9 {37.5)
Daoxorubicin + platinum 5 {(20.8)
Paclitaxel monotherapy 4 16.7)




Carcinoma de Endometrio
Keynote 028

Table 2 Treatment-Related AEs Observed m = Two Panents (N = 24)

AE No. (%)
Ay 13(54.2)
Fatigue 5208
Pyrexia 3112.8)
Decreased appatite 30125
Asthenia 283
Anemia 283
Arthealgia 2183

Abbreviation: AE, adverse event.




Carcinoma de Endometrio
Keynote 028

Table 3. Best Objective Response Assessed per RECIST {version 1.1) by

Investigator Review (n = 23)
Best Objective Response No. % 5% Cl
Dbjective sespongazate’ | |- — 3 /| 130 | 2810336
Pt LS UL Z L1300 |1 281036
Progressive diseased 13 56.5 34510768
No assessment’ 3 130 2810336

Nonevaluable) 1 43 0110219
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Keynote 028
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Keynote 028
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Keynote 028

Pembrolizumab: Pdl-1 o IMS ?

Compite con hormonoterapia en 2 linea

Reservado para alto riesgo

Cambio practica clinical!!!




ZoptEC: Phase Ill randomized controlled study comparing zoptarelin with doxorubicin as second
line therapy for locally advanced, recurrent, or metastatic endometrial cancer (NCT01767155).

Presented Tuesday, June 5, 2018

ZoptEC trial

* Rationally designed
» Adequately powered, promptly accrued

* Phase IFAGO-GYN 5 data
« 25% RR(23% with prior chemotherapy)

* Negative

* RR 14% for either arm

* What was RR for doxorubicin in patients whose prior chemotherapy was in
setting of metastatic disease?

« Toxicities similar
* Was alopecia similar?




Palbociclib versus placebo in combination with letrozole
for patients with advanced or recurrent endometrial
cancer: The NSGO ENGOT-EN3/PALEO trial.

Mansoor Raza Mirza, Vanda Salutari, Cesar Mendiola, Jalid Sehouli, Rene dePont Christensen,
Line Bjorge, ...

ENGOT-ENO3 -NSGO / PALEO  @N3SGEO

G) \"r‘i‘\'vf"ljl’l'tvllk StUdy DGSign
Randomization: 1:1
N=80
o
e ARM A
Letrozole, 2.5mg d 1-28 every 28 days
Endometrial
Cancer Until progression
- Primary stage 4 ’
or relapsed f==p [ Randomize
incurable disease
* ER positive ARM B
endometrioid Letrozole, 2.5mg d 1-28 every 28 days
adenocarcinoma Palbociclib 125mg d 1-21 every 28 days
" / Until progression
Stratification:

* Number of prior lines of therapy (0 vs. 1 vs. more than one)
« Disease status RECIST 1.1 (measurable disease vs. evaluable disease only)
* Prior MPA/Megace
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PI3K targeting agents

* Als in breast cancer have been reported to upregulate PI3K
pathway

* GOG 3007 randomized EC trial of everolimus/letrozole. vs
MPA/tamoxifen reported at SGO
* 0-1 prior regimens
« 66% endometrioid
* RR for E/L 24%
* No grade3/4 toxicity




GOG 3007, a randomized phase II (RP2) trial of
everolimus and letrozole (EL) or hormonal therapy
(medroxyprogesterone acetate/tamoxifen, PT) in women
with advanced, persistent or recurrent endometrial
carcinoma (EC): A GOG Foundation study

B.M. Slomovitz2>*E8 \IL_ Filiaci®, R.L. leman®d L Walker®, AC.Fleury’, L L Holman® D.S. Miller"

b W |

CRegimen N ARbene BN BR
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PI3K targeting agents in EC

* Tendency to excessive toxicity

* Increased response rates in'genomically targeted-subset
difficult to show
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PARPi in EC

« Case report of decreased size of brain metastases in pt with
PTEN deficient EC

* Ongoing trial of single agent niraparib (NCT03016338)
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PARPi + anti AKT/mTOR/PI3k

» Westin et al show PARPi upregulate PI3K pathway

* Other preclinical data show inhibition of PI3K-AKT-mTOR
sensitizes cancers to PARPi

* Westin et al have reported (ESMO 2017) a 50% (4/8) RR in
recurrent EC with olaparib + AZK5363 (AKTi)




Carcinoma de Endometrio

Olaparib + Vistusertib (mTORC1/2i)

* Promising RR in pretreated EC (27% overall) with good duration
of response!l

« Responses-seen in endometrioid and serous subtypes

« Combination appears moderately toxic
* Would a more traditional mTORi work as well?

* Further development clearly warranted
» Randomized trial will eventually be needed



Carcinoma de Endometrio
Metformina

* Fase ll con 54 pacientes
* 2 0 mas lineas de tratamiento previo

Tasa de respuestas

66.7% 29 %

Soliman P ,et al. J Clin Oncol 34, 2016 (suppl; abstr 5506)




Carcinoma de Endometrio Avanzado
Conclusiones

Sobrevida sin cambios signifcativos

Htp puede ser utilizado en 1a 0 2da linea
Baja agresividad
Minima carga tumoral
Quimioterapia 1a Linea estandart PC

Enfermedad agresiva
Alta carga tumoral
Bevacizumab beneficio en Slp

Puede ser utilizado bajo ciertas circunstancias

en 2a linea...




Carcinoma de Endometrio Avanzado
Conclusiones

« Caracterizacion Histoldgica - Molecular:
Importancia pronostica
Definir terapias-blanco

e« Carcinoma Seroso:
Trastuzumab 1 linea con CP

* |Inmunoterapia:

Compite con htp por 2 linea
terapéutica
Definir utilidad nor ndl-1 o IMS




Carcinoma de Endometrio Avanzado
Conclusiones

* Quimioterapia de 2a linea en NO candidatos a
hormonoterapia - imunoterapia

« Nuevas combinaciones

Lestrozol palbociclib

Everolimus Lestrozol

Inhibidores de Parp +- iIPI3K /ImTOR
Metformina

 Reemplazo de guimioterapia ?



« Gracias por su atencion
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Uterine Sarcoma

» Carcinosarcoma (metaplastic carcinoma)
» Leiomyosarcoma

» Low grade endometrial stromal sarcoma (JAZF1-SUZ12 fusion)
» High grade €55 (YWHAE-NUTMZ2A/Bfusion)

» Undifferentiated uterine sarcoma

» Fibrosarcoma-like tumors with NTRK fusions?



Uterine Leiomyosarcoma

» 1% of uterine malignancies
* Somewhat over 1500 cases in
US per year
* 60% with early stage disease

* 5 yr disease-specific survival
stage | = 75%
* 50+% recur

» Stage, grade, race, prognostic

EORTC 55874

--224 patients in 13 years
=103 ulMS

Any local
recurrence

Any distant
recurrence




Adjuvant Chemotherapy Uterine LMS

* Retrospective analysis Kaiser Permanente
* 110 stage | uLMS
+, 30% adjuvant gemcitabine/docetaxel-{increasing use)
« 70% observed
« No difference in recurrence ;. DFS orOS . iekeest tymecot st 217

» Similar data in meta-analysis and NCDB observational cohort

Chemotherapy 5
n=20

Observation n=18 1



Cancer de Endometrio
Sobrevida

Percent




Chemotherapy for advanced, recurrent or metastatic

endometrial carcinoma (Review)

i J, Bull 5J, Symonds PR

9 ensayos, QT menos intensa vs mas
Intensa

N.=1519

SLP 6= 7.meses, HR 0.82, Cl 0.77-0.96
OS 9 2 10.5 meses, HR 0.86, Cl1 0.77-0.96
Mayores efectos adversos (st, Gl)



Randomized phase II trial of carboplatin-paclitaxel (CP)
compared to carboplatin-paclitaxel-bevacizumab (CP-B)
in advanced (stage III-IV) or recurrent endometrial
cancer: The MITO END-2 trial.

Domenica Lorusso , Gabriella Ferrandina , Nicoletta Colombo , Sandro Pignata , Vanda Salutari,
Giuseppina Maltese...

CP CP-B
(N=48) (N=48)
PFS (IRC*)
Events,n(%) © | 31(35.4) 27 (43.8) 4
‘ ' 0.57(0:34 0.96)
HE [Qﬁcn Log-rank p = 0.036
. B.7 | 13.0
Median, mo (g5% CI) (6.3-11.2) (g.2-16.8)
ORR (IRC), % (54-3)8 (72.7)°

(39.9-68.7) (59.5-85.9)

§Calculated on 46 cases; ° calculated on 44 cases.




Carcinoma de Endometrio

Systemic Therapy for Endometrial Cancer

* No new agents approved in decades
* Except pembrolizumab for MSI tumors

* NCI GCSC

» Integration of molecular/histologic features into trials as a top
priority Mackay et al Oncotarget 2017

* Priority targets included

» DNA damage repair pathway (including PARP)
* PI3K/AKT/mTOR pathway




