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Fibrosarcoma MPNST
258 (3%) 256 (2%)
Other
Myxofibrosarcoma 2845 (28%)
521 (5%)
Synovial
515 (5%)
50 +
863 (9%)
Liposarcoma fn
1965 (20%)
Ups
1378 (14%)

Leiomyosarcoma
1399 (14%)

UN 10-15% SON METASTASICOS DE INICIO
UN 50% DE LOS LOCALIZADOS RECAERAN
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HISTORIA NATURAL

« GENERALMENTE INCURABLE,
e SUPERVIVENCIA 12-19 MESES
e 20-25% VIVOS A LOS 2-3 ANOS
« EXISTE UN IMPACTO DE LOS TRATAMIENTOS?

* PERO:
* OPCIONES CURATIVAS: METASTASECTOMIA: SUPERVIVENCIA 25-40% A 5
ANOS
* BENEFICIO EN SUPERVIVENCIA'Y PALIACION CON TRATAMIENTO SISTEMICO
EN PRIMERA LINEA
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HISTORIA NATURAL

* TOMA DE DECISIONES INDIVIDUALIZADA

- Histologia

- Comportamiento biologico
- Estado de salud

- Preferencias del paciente
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ADRIAMYCIN CHEMOTHERAPY—EFFICACY,
SAFETY, AND PHARMACOLOGIC BASIS
OF AN INTERMITTENT SINGLE
HIGH-DOSAGE SCHEDULE

RoBERT S. BEnjAMIN, MD, PETter H. WIiErNIK, MD, AnD
Nicnoras R. BAcHur, MD, PuD

A study designed to correlate clinical and pharmacologic observations was un-
dertaken in 96 patients treated with adriamycin. The basic dosage schedule
was 60 mg/m2 LI.V. q 3 weeks. Pharmacokinetic studies showed a prolonged
plasma half-life, low urinary excretion, and undetectable levels in CSF. Patients
with significantly impaired liver function had marked elevation and prolonga-
tion of plasma drug levels associated with severe toxicity unless dosage was re-
duced by 50-75%. Of the 82 evaluable patients, 10/25 with sarcomas, 9/31 with
carcinomas, and 15/26 with hematologic malignancies have achieved complete
or partial remission. An additional 22/48 have improved. Six patients with
solid tumors had progressive CNS disease while responding systemically. Adri-
amycin can be used with relative safety and high efficacy in a dosage schedule
that resulted from pharmacologic studies. Dosage reduction in patients with
liver disease is essential to avoid life-threatening toxicity.

ACTIVIDAD DOSIS-DEPENDIENTE

75 mg/m2 /3 sem

TR 10-25%

90% RP

TOXICIDADES:
MIELOSUPRESION,
MUCOSISTIS,
CARDIOTOXICIDAD >
450 mg/m2 acumulada

22 CANCER January 1974 Vol. 33
TaBLE 2. Response to Adriamycin in Sarcomas
Patients Patients Partial Complete  Progressive
Tumor type treated evaluable Improved? remissiont remission* disease

Osteosarcoma 5 5 1 (19)¢ 1(18)¢ 0 3
Rhabdomyosarcoma 5 3 0 4 (10, 15, 244, 35) 0 1
Leiomyosarcoma 5 5 2(9,15) 2 (12, 30+4) 0 1
Liposarcoma 4 3 2 (transient, 16) 0 0 1
Ewing's sarcoma ‘

(soft tissue) 1 0 0 1(37) 0
Mesothelioma | 1 0 1(28+4) 0 0
Malignant fibrous

histiocytoma + 2 1(2) 0 0 1
Giant cell tumor

of bone 2 2 0 1(12+4) 0 1
Meningiosarcoma 1 1 0 0 0 1

ToraLs 28 25 6 (median 12+4) 9 (median > 18) 1 (median 37) 9

* Complete remission—Complete disappearance of measurable disease; symptomatic improvement; >4 wks’

duration.

t Partial remission— >350%, reduction in tumor mass; symptomatic improvement; >4 wks' duration.
? Improvement—Subjective and objective improvement not sufficient to be judged a partial remission.

§ Duration in weeks.



~ MONOTERAPIA VS POLIQUIMIOTERAPIA
T N N S N

Muss et al. 1985 - NS
Omura et al. 1983 AJAD 146 NS . mNs
Borden et al. 1987 AJAD 186 AD = 30 % e=002 [N
Lemer et al. 1987 AJAD 66 AD = 44 % (LMS) NS
Santoro et al. 1995 AJALICYVADIC 449 NS . Ns |
Borden et al. 1990 ARV 295 NS NS
Edmonson et al. 1993 AJAIAPM 262 Al =34 % e=003 [N
Antman et al. 1993 ADIMAID 340 MAID = 32 % e=0002y [N
Judson et al. 2014 AJA 415 Al = 26 % n=14% [N
Ryan et al. 2016 AJAPal 447 APal = 28 % n=1% [N
ot ot Carcer 1965 st raicarcar o eSS O 008

Borden et al. J Clin Oncol 1987 Edmonson J et al J Clin Oncol 1993 Ryan et al J Clin Oncol 2016
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~ MONOTERAPIA VS POLIQUIMIOTERAPIA

* TR: 16-46%, RC 5-10%, 1/3 de los que hacen RC son largos
respondedores

* No diferencias significativas en SG

* Mayor toxicidad

* DOXORRUBICINA 75 mg/m2 GOLD STANDARD EN PRIMERA LINEA
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- Doxorubicin alone versus intensified doxorubicin plus
ifosfamide for first-line treatment of advanced or metastatic

soft-tissue sarcoma: a randomised controlled phase 3 trial

lan Judson, Jaap Verweij, Hans Gelderblom, Jorg T Hartmann, Patrick Schoffski, Jean-Yves Blay, | Martijn Kerst, Josef Sufliarsky, Jeremy Whelan,
Peter Hohenberger, Anders Krarup-Hansen, Thierry Alcindor, Sandrine Marreaud, Saskia Litiére, Catherine Hermans, Cyril Fisher,

Pancras CW Hogendoorn, A Paolo dei Tos, Winette T A van der Graaf, for the European Organisation and Treatment of Cancer Soft Tissue and
Bone Sarcoma Group™

EORTC 62012
A
100 — — Doxorubicin
50 —— Doxorubicin and ifosfamide
Esquema:
80 —
Doxorrubicina 75mg+ifosfamida 10g/m2+ 0~
mesna+pegfilgrastin vs doxorrubicina 75 mg/m2 3 7 p=0.076
S 50
§
Obijetivo principal: supervivencia global ° -
20
n: 456 1:_ HR 0-83, 95-5% Cl 0-67-1-03; p=0-076
SG: 12.8 vs 14.3, P=0.076 NS IR
. . . ’ Nugc}?:or:fb?(sl: 228 170 113 74 54 41 29 19 19 17
Doxorubicinand 227 197 130 90 64 43 30 25 20 16

ifosfamide

NO ALCANZO EL OBJETIVO PRINCIPAL
Judson |, et al. Lancet Oncol. 2014;15;415-423
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~ EORTC 62012. RESULTADOS DE EFICACIA

Doxorubicin Doxorubicin and B
group ifosfamide group
(n=228) (n=227)
Complete response 1(<1%) 4 (2%) g
Partial response 30(13%) 6 (25%) g
Stable disease 105 (46%) 114 ( 50%) k-
Progressive disease 74 (32%) 30 (13%) §
Early death (progression) 4 (2%) 5(2%) £
Early death (other cause) 3(1%) 2 (1%)
Not evaluable 11 (5%) 16 (7%) 0 i 9]5‘5% a Ole?ﬁlgo;pzo}oog , , , :
0 5 10 15 20 25 30 35
Dataare n (%)' Number at risk e {ointh)
Doxorubicin 228 104 48 26 23 14 11 8
Doxorubicinand 227 149 62 34 21 16 12 12
Table 3: Responses to treatment ifosfamide
TR 27 vs 14% HR 0.74, signi SLP 7.4 vs 4.6 meses p=0.003

Judson |, et al. Lancet Oncol. 2014;15;415-423
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PACIENTES SELECCIONADOS Doxorubicin Doxorubicin and
group ifosfamide group
PS 0-1 ) (n=223) (n=224)
MENORES DE 60 ANOS .
Neutropenia 83 (37%) 93 (42%)
Leucopenia 40 (18%) 97 (43%)
Febrile neutropenia 30 (13%) 103 (46%)
30-40% DE LOS PACIENTES CON ESTADIO IV EN PRIMERA _
Anaemia 10 (4%) 78 (35%)
LINEA .
Thrombocytopenia 1(<1%) 75 (33%)

Data are n (%).

EL OBJETIVO DEL TRATAMIENTO DEBE BASAR LA
ELECCION DEL TRATAMIENTO

Table 5: Grade 3-4 adverse events

Interpretation Our results do not support the use of intensified doxorubicin and ifosfamide for palliation of advanced
soft-tissue sarcoma unless the specific goal is tumour shrinkage. These findings should help individualise the care of

patients with this disease.

Judson |, et al. Lancet Oncol. 2014;15;415-423
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" COMBINACIONES CON OTROS ALQUILANTES

* Mesna administration is not required
IFOS
|

Acrolein Chloroacetaldehyde

hemorrhagic s
Cause!:y:tms 49 encephalopathy

IPM-tris (molecule)
Therapeutic metabolite

| (Palifosfamide-tris)
" | Annual 10
Meeting
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PALIFOSFAMIDA

ESQUEMA:
DOXORRUBICINA 75 MG/M2+PLACEBO D 1-3 VS DOXORRUBICINA
75 MG/M2 + PALIFOSFAMIDA 150 MG/M2 D 1-3

OBJETIVO PRINCIPAL SLP

N 447 Table 2. Best Response to Study Treatment
Doxorubicin + Doxorubicin +
Palifasfamide Placebo
(n = 226) n=221)
R ES U LTADOS. Response No. % No. %
[ SD (= 12 weeks) 53 2356 47 213
SLP 6 VS 5'2 m (HR 0'86) Clinical benefit (CR + PR + SD) 117 518 91 41.2

e SG 15.9 vs 16.9 m (HR 1.05)

disease.

Abbreviations: CR, complete response; PR, partial response; SD, stable

TOXICIDAD IMPORTANTE: ENCEFALOPATIA, FALLO RENAL

NO ALCANZA EL OBJETIVO PRIMARIO SLP NI DE SG

100 4=&

80 -

60

PFS (%)

08 (%)

Time (months)

Ryan CW, et al. J Clin Oncol. 2016;34:3898-3905
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« ESQUEMA Chemotherapy TH-302
Doxorrubicina 75mg/m2 cada 3 semanas, 6 ciclos VS m\‘ B \ 3 #
Doxorrubiicna 75 mg/m2 + TH302300 mg iv, dias 1 y 8 cada . 00, EY A g ) S
21 d. Se permite mantenimiento con TH302 10% o,

e OBIJETIVO PRINCIPAL: SG (aumentoen4 m, 12 vs 16m) y seguridad Blood veniel

* RESULTADOS

* TR 28.4 vs 18.3%, p:0.0026
* SLP6.3VS6.0m (HR 0.85, p.099)
* SG 18.4vs 19.0 m (HR 1.06, p.527) £ of

* TOXICIDAD MAYOR ( hematuria, fallo renal, encefalopatia)

NO ALCANZA EL OBJETIVO PRINCIPAL DE SG T e

Doxorubicin alone 323 265(4) 208 (0) 168 (1) 111(25) 47 (46) 15(27) 0(12)
Evofosfamide plus 317 268(2) 205(0) 159 (0) 99 (30) 39(38) 6(26) 33) 1(2) 0(1)
orubicin

Tap WD, et al. Lancet Oncol. 2016;388;488-497
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"~ COMBINACION GEMCITABINA + DOCETAXEL

ESTUDIO FASE Il CON GEMCITABINA DOCETAXEL VS GEMCITABINA

N=122

TR: 16 VS 8%
SLP3VS 6.2 m
SG11.5VS179m

ESTUDIO FASE Il
TAXOGEM

N: 90
LEIOMIOSARCOMAS

LMS UTERINO
100% + ORR 19 vs 24%
SG20vs 23 m
BO% -
G : median PFS 5.5 months
60% » =+ G+ D : median PFS 4.7 months
40% -
20% -
0% } f | | } |

0 3 6 9 12 15 13 Months
Patients at risk
—21 12 10 T 4 2z 1
== 15 10 T 4 2 1

100%

80% A

LMS SOMATICO

ORR 14 vs 5%
SG15vs 13 m

G Median PFS : 6.3 months
G+ D Median PFS : 3.4 months

60% -
40% -
20+ 0 v G
% ., G+D
0% I I I I 1 I
3 6 9 12 15 18
Patients at risk Months
—22 15 11 7 B 3 3

--18

0w 9 3 3

IViaki et al. JCO 200/.

Pautier et al. The Oncologist 2012
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Gemcitabine and docetaxel versus doxorubicin as first-line .
treatment in previously untreated advanced unresectable or
metastatic soft-tissue sarcomas (GeDDiS): a randomised

controlled phase 3 trial

Overall survival (%)

Beatrice Seddon, Sandra) Strauss, Jeremy Whelan, Michael Leahy, Penella JWoll, Fiona Cowie, Christian Rothermundt, ZoeWood,
Charlotre Benson, Nasim Ali, Maria Marples, Gareth JVeal David Jamieson, Katja Kover, RobertoTirabosco, Sharon Farsyth, Stephen Nash,
Hakim-Moulay Dehbi, Sandy Beare

sred)

Esquema:
DOXORRUBICINA 75 mg/m2/21d vs
GEMCITABINA 675 mg/m2d 1,8 +

DOCETAXEL 75 mg/m2 d 1/21d x 6 ciclos NO DIFERENCIAS AL

ANALIZAR POR SUBTIPOS
NI LMS
NI LMS UTERINOS

survival (%)

OBJETIVO PRINCIPAL : SLP a 24 sem

o
=
a

75

v
(=]

254

00 ——\-b‘{:‘

—— Doxorubicin
—— Gemcitabine and docetaxel

HR 114 (95% C1 0-83-1.57); p=0-41

100 7

75

50

254

RESULTADOS:
- TR:20% VS 20% p = 0.06 °
- SLP 24 sem: 46.3 vs 46.4% p=0.06 (b cansored)

Doxorubicin 129 (0)
Gemcitabine and docetaxel 128 (0)

- 5G:76.3VS67.3m, p=0.41
- MAYOR TOXICIDAD, PEOR QOL, MAYOR COSTE

Doxorubicin 129 (0)
Gemcitabine and docetaxel 128 (0)

T
24

108 (4)
104(3)

Time

T T T
48 72 96

since randomisation (weeks)

80 (12) 47(27) 20(42
74 (13) 44 (20) 24(31)
— Doxorul bicin
Gemcitabine and docetaxel

0

Time

28(6)
12(4) 5(6) 3(6)

T
48 72 96

since randomisation (weeks)

11(10) 3(11

Seddon B. Lancet Oncol. 2017 Oct;18(10):1397-1410
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COMBINACION DOXORRUBICINA OLARATUMAB
ESQUEMA: DOXORRUBICINA 75 MG/M2 CADA 21+ "” %
OLARATUMAB 15 MG/KG D 1,8/21 el S
OBJETIVO PRINCIPAL: AUMENTO DE SLP (61%, 2.5 m) -

Time (months)

PS 0-2, TODOS LOS SUBTIPOS Mb 6 0 3w Mo om o6 3 3 2 2 1 1 1 o
P'“Sﬁiﬂiﬂ:!i!: S T L P (e R R R B S R B R
1.0 ‘Dlaratumab Doxorubicin
lus doxorubic
R ES U LTADOS: 08 Patients/deaths uﬁﬁ_-’BQ 67/52
084 :.;ﬂa{rr]mnms (10-2;.'351-?1 cs-ﬁi?m:-
SG: 26.5 VS 14.7 meses p=0.0003 07 Meseny . veas

0.6
0-54

EVENTOS ADVERSOS: DISCRETAMENTE SUPERIOR EN LA oy
COMBINACION

014

Owerall sumival

0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Mimberat risk Time (months)
Olaratumab 66 62 60 57 52 1 50 47 43 41 41 39 33 32 2026 161615 8 3 3 1 1 O
plus doxorubicin
Doxorubicin 67 61 51 46 43 37 34 32 28 23 211919 15131310 7 6 6 5 3 2 1 0

POR PRIMERA VEZ AUMENTO EN LA SUPERVIVENCIA,

Independiente de la expresién de PDGFR
Tap WD, et al. Lancet Oncol. 2017;18;1089-1103
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- Resumen de ensoyos seleccionados en 1. lineo
g Tasa de Tasa de Mediana
SRR S S— fespossta | ostebibdad | destp | MediwendeS6

Doxormubicina 75 mg/m® +

tfosfamida 10 g'm’ i A ' A 7.4 14.3 vs.
Doxorrubicina 75 mg/m’ B LEN 405 4.6% meses 12.8 meses
Ciclos de 21 dias {2)
Doxorrubicina 75 mg/m* (dia 1) +

olaratumab 15 mg'kg (dias | y 8) 18 vs. 12 % 59 vs. 6,6 vs. 265 vs. 14.7*
Doxorrubicina 75 mg/m* TEEXE 50,7 % 4,1 meses Meses
Ciclos de 21 dias {3)
Doxorrubicina 75 mg/m* S
Gemcitabina 675 mg/m” (dias | y §) Rcm;c;;:i:i:lnm ’ 23 w. 7w

+docetaxel 75 mg/m’ (dia §) 65 vx. 58 % 24 semanas 63 semanas
Ciclos de 21 dias (5)

*Diferencia estadisicamente significativa.
SLP: supervivencia libre de progresion, SG: supervivencia global.
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Efecto adverse '“:‘ cina- bira+ bine- bing-
olorstumab  Hosfomide decorbezina  docetaxel
'
Diarrca 25(2) 34 ({3) 27 (3) I810) 13(0)
.LEstrcﬁhnicmo 32i1<1) _ 340 42 (1) NR NR
Nauscas y/o vomitos | 50 {3-5) T04¢2) IR (10) 7542) 220)
rMtu:o::itis 35¢4) 53 (3} 28 (6) 1842) 10{0)
Kmeaian 4048 | 4103 | s035) | 2¢ | sa00)
Trombopenia 10 (< 1) NR 55(34) | 40(6) | H(1¥)
Leucopenia 43 asy | 41 136) | sg (44) | 76(26) | 52(9)
Necutropenia 54{35) | 58{50) | 51442) | 76(48) |31(10-15)
Neutropenia febril 13 13 46 4 5%
Disfuncion meocardica | 9(< 1) 12 {2) NR NR NR
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INDICACIONES DE QT COMBINACION

e APLICACION CLINICA DE LOS ESTUDIOS EN PRIMERA LINEA
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ANALISIS RETROSPECTIVOS TRATAMIENTO 1L

RESULTS. In all, 488 patients (242 male, 246 female) fulfilled the study criteria.
The median age was 49 years and the majority (83%) received chemotherapy for
metastatic disease. The most common histologic subtypes were leiomyosarcoma
(35%) synovial sarcoma (13%), liposarcoma (10%), and malignant fibrous histio-
cytoma (10%). In all, 61% received single-agent chemotherapy, usually doxorubi-

cin. An objective response was reported in 33% of patients (53% in those with
synovial sarcoma); 22% had stable disease and 45% derived ‘clinical benefit’

(objective responses + stable disease for >6 months). Median duration of
response was 9 months and median posttreatment overall survival (OS) was
12 months. In multivariate analysis, age <40 years, liposarcoma, and synovial his-

tology were found to be positive, and bone involvement to be negative, inde-
pendent prognostic factors. Patients treated with combination chemotherapy
experienced longer OS than those treated with a single agent.

CONCLUSIONS. Palliative chemotherapy may be beneficial in approximately half
of patients with advanced STS. Synovial sarcoma and liposarcoma subtypes have
a better prognosis. However, the overall poor outcome of these patients indicates
the need to continue the search for more effective agents. Cancer
2008;112:1585-91. © 2008 American Cancer Society.

Palliative Chemotherapy in Advanced STS/Karavasilis et al. 1589

Survival by treatment

00 4
' —Single agent

== Combination chemotherapy

804

P 0.003

o +

% Survival

5 6 7 £ 9 10
Years

(]
[
b

FIGURE 2. Overall survival according to treatment group (single-agent 11
months vs combination treatment 16 months, P = .003).

Karavasilis V, et al. Cancer 2008;112: 1585-1591
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"EVOLUCION DE LA SUPERVIVENCIA GLOBAL

Original Article

Trends in Survival for Patients With
Metastatic Soft-Tissue Sarcoma

Antoine Italiano, MD, PhD'; Simone Mathoulin-Pelissier, MD, PhD?*3; Axel Le Cesne, MD?; Philippe Terriet
Sylvie Bonvalot, MD®; Francoise Collin, MD’; Jean-Jacques Michels, MD®; Jean-Yves Blay, MD, PhD?;
Jean-Michel Coindre, MD'?; and Binh Bui, MD'

EN TODOS SPB M1

1987-2006

INCREMENTO SUPERVIVENCIA GLOBAL 50%
(12.3m-18 m)

p =0.029

Probability

1,07
0.8
~+— 1987-1991-
- 1992-1996.
1997-2001
~- 2002-2006-
0.6
0.4
0.2
0.0 . y , y Months
0 6 12 18 24

Italiano A et al. Cancer 2011 Mar 1;117(5):1049-54
Van Glabbeke M, et al, J Clin Oncol 1999;17:150-157
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EVOLUCION DE LA SUPERVIVENCIA GLOBAL
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e losist | sorcomas 175 voated it hemotherany
nCO OgISt 1989-1994
1995-1999
Minimal Increase in Survival Throughout the Years in Patients 0.75 - 20002008
with Soft Tissue Sarcoma with Synchronous Metastases: Results 2010-2014
. © Median IQR
of a Population-Based Study £ 050 105  4.9-17.1
=) 10.8 4.9-19.5
Meussa Vos ©,*" Vincent K. Y. Ho,” Astrip W. Oosten,” Corneus VERHOEF,” STEFAN SLEUFER’ « 105  6.1-19.1
Departments of *Medical Oncology and bSurgical Oncology, Erasmus MC Cancer Institute, Rotterdam, The Netherlands; “Netherlands 10.2 5.6 -20.1
Comprehensive Cancer Organisation, Utrecht, The Netherlands 0.25 - 13.0 5.8-24.3
SPB CON M1 SINCRONICAS _ 448
0004 P
1983-2014 5 2 2¢ 3 48 60 72 & 9
MEJORA SG DE 5.8 A 3.1 MESES Number at risk Time in months
p = 0.15 103 42 20 16 10 7

77 34 13 7 3
90 36 15 7

6
P SIGN EN TODOS LOS PACIENTES QUE SE TRATAN, oA
INDEPENDIENTEMENTE DE SI CIRUGIA, RADIO O QUIMIOTERAPIA

oON O W

3
6
3
1

o = O W~
o = N O®

Vos, M et al. The Oncologist 2018;23:1-10
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IMPACTO DE LA METASTASECTOMIA EN LA
SUPERVIVENCIA GLOBAL

INDICACIONES DE CIRUGIA EN SARCOMA METASTASICO

606 Billingsley and Others
- Reseccion completa factible

1o - Enfermedad extratoracica limitada y completamente
o 8 Resection Staty resecable
c secuon S . / . . .
3 --e-;h:m, - Ausencia de metastasis multiviscerales
=1 | o e ion . .
s ° . - Tumor primario controlado/controlable
é 4/ . ncomplete Resection - Estado general adecuado para reseccion pulmonar
g : - Paciente operable

* :;;:_: """" o Complete Resection - Informacién preoperatoria por CT y/o PET

0.0 e +

°oo® W s s INDICACION DE CIRUGIA: METASTASECTOMIA
Time (months)

Figure 2. Kaplan-Meier plot of disease-specific survival for patients LIMITE DE LA INDICACION :3 CICLOS DE QT BUSCANDO RR

with pulmonary metastases, by treatment. Patients treated with com-
plete resection (n = 161) had a median survival of 33 months. For

patients who did not undergo resection (n = 473), the median survival .
was 11 months. For patients who underwent incomplete resection (n = NO POSIBLE CIRUGIA: QT PALIATIVA’ SIN'BUSCAR RR
52), the median survival was 16 months (p << 0.001, complete resection Billingsley KG et al. Ann Surg. 1999;229:602-610

vs. no resection or incomplete resection.) Juneko E et al.2018 ASCO EDUCATIONAL BOOK | asco.org/edbook
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Figure | Molecular-targeted therapy with activity in soft-tissue sarcoma. Only the major target(s) for each of the inhibitors have been depicted.

Abbreviations: VEGFR, vascular endothelial growth-factor receptor; STS, soft-tissue sarcoma; PDGFR, platelet-derived growth-factor receptor; IGF- R, insulin-like growth
factor-| receptor; PI3K, phosphatidylinositol 3-kinase; MAPK, mitogen-activated protein kinase; EML4, echinoderm microtubule-associated protein-like 4; ALK, anaplastic
lymphoma kinase; MEK, mitogen-activated protein kinase; ERK, extracellular signal-regulated kinases; AKT, protein kinase B; mTOR, mammalian target of rapamycin.
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More Than 50 Subtypes of Soft Tissue Sarcoma: Paving the

Path for Histology-Driven Treatments
Daniela Katz, MD, Emanuela Palmerini, MD, PhD, and Seth M. Pollack, MD

MET-RTK

OVERVIEW

MET-RTK
overactivity promotes
Sarcomas are a diverse group of cancers with mesenchymal origin. Although sarcomas comprise less than 1% of cancers, promitotic signaling

there are more than 50 different subtypes that are quite different from one another in terms of both their biology and
clinical behavior. Historicallv. the need for adeauate patient numbers in clinical trials has pushed sarcoma researchers to
lump these very different malignancies together and treat the patients using a “one-size-fits-all” approach. However, with
improvements in our scientific understanding, we are finally ready for a histology-tailored therapeutic approach to these
complex diseases. In this review, we discuss key advances in our understanding of the biology underlying selected sarcoma
subtypes and how targeting these subtypes is relevant therapeutically with respect to both molecularly targeted agents as
well as immunotherapy.

Akt

ASPSCRI-TFE3
promotes MET-RTK

SUBTIPOS SENSIBLES A LA QT

SUBTIPOS SENSIBLES A QT Y ANTIANGIOGENICOS

promitotic gene activation
=

Akt and MEK1/2 activity promoﬂ

SUBTIPOS RESISTENTES A LA QT Y SENSIBLES A TERAPIAS DIRIGIDAS O

ANTIANGIOGENICOS
Katz et al, ASCO EDUCACIONAL BOOK, 2018
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UPS: doxo

TMVNP: doxo

Sinovial: doxo, Ifos, comb, trabectedina
Angiosarcoma: taxanos/doxo

Leiomiosarcoma: doxo/gem-doce
LPS DD: doxo

TFS: trabectedina/temodal beva
LPS mixoide: doxo/com
trabectedina. No gem doce



SAR!(CONNECT

—_

QUIMIOTERAPIA

Sinovial: doxo, Ifos, comb,
trabectedina, inh VGFR

Leiomiosarcoma: doxo, gem-doce,
pazopanib
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PEComas MTOR

Miofibroblastico ALK
S Celulas claras MET-ALK

S Alveolar TKI
DFSP: TKI
GIST: TKI

SVNP : TKI

Desmoides
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Soft tissue and visceral sarcomas: ESMO Clinical
Practice Guidelines for diagnosis, treatment
and follow-up'’

The ESMO/European Sarcoma Network Working Group®

Standard chemotherapy is based on anthracyclines as the
first-line treatment [I, A]. As of today, there is no formal dem-
onstration that multiagent chemotherapy is superior to single-
agent chemotherapy with doxorubicin alone in terms of overall
survival (OS). However, a higher response rate can be expected,
in particular in a number of sensitive histological types, accor-
ding to several, although not all, randomised clinical trials
[18, 19]. Therefore, multiagent chemotherapy with adequate-
dose anthracyclines plus ifosfamide may be the treatment of
choice, particularly when a tumour response is felt to be poten-
tially advantageous and patient performance status is good.
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Appendix 3: Soft tissue sz
published online 5 Ma
(www.esmo.org/Guidelines/Sarcoma-and-GIST)

ESM0-Magnitude of Clinical Benefit Scale (M(BS) table for new therapies/indications in soft tissue and visceral sarcomas®

Annals of Oncology 28 (Supplement 4): iv147-iv148, 2017
doi:10.1093/annonc/mdx241

oma: MCBS eUpdate

Therapy Disease setting Trial Control Absolute  HR (95% Cl) QoL /toxicity MCBS score®
survival gain
Olaratumab Unresectable or meta- Olaratumab and Doxorubicin ~ OS gain: OSHR:046 QoL not available 4 (Form 2a; sec-
with static soft tissue sar-  doxorubicin versus median OS: 11.8 months (0.30-0.71) AEs similar ondary end-
doxorubicin coma with a doxorubicin alone 14.7 months (or slightly worse point of OS in
histologically con- for treatment of for leukopaenia a small phase
firmed diagnosis, PS  soft-tissue sarcoma: and Il randomised
of 0-2 and not pre- an open-label phase neutropaenia) study)

viously treated with
an anthracycline

1b and randomised

phase 2 trial [1]
Phase Ib/II
NCT01185964

°EMA approvals from January 2016 to end January 2017.
PESMO-MCBS version 1.0 [2].

AE, adverse event; Cl, confidence interval; EMA, European Medicines Agency; HR, hazard ratio; MCBS, Magnitude of Clinical Benefit of Scale; OS, overall
survival; PS, performance status; QoL, quality of life.
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EXSITEN VARIAS OPCIONES ACTIVAS EN PRIMERA LINEA
1974 1985-1995 2014 2016 2017
—
Doxorrubicina Combinaciones Combinacidén IFX GeDDis Olaratumab

LA DECISION DEL TRATAMIENTO HA DE SER INDIVIDUALIZADA, EN FUNCION DE:

TIPO HISTOLOGICO / REFRACTARIEDAD A ANTRACICLINAS Y SENSIBILIDAD A OTROS FARMACOS
CONTRAINDICACION DE ANTRACICLINAS (ADYUVANCIA — ILE)
ECOG / COMORBILIDADES
URGENCIA POR OBTENER RESPUESTA VOLUMETRICA/POTENCIAL RESECABILIDAD
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* DOSIS ACUMULADA EN ADYUVANCIA O NEOADYUVANCIA> 400 mg/ m?2

* ALTERNATIVAS:
* SEGUN SUBTIPOS HISTOLOGICOS
« DOXORRUBICINA LIPOSOMIAL PEGILADA
« COMBINACION GEM-DOCETAXEL
« TRABECTEDINA
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Anthracycline-sensitive

histology?*

Angiosarcoma?

Yas

¥

1
No

v

Select an initial approach based on histology:
= PYNS/TGCT or DFSP: imatinib

® PEComa or angiomyolipoma/
lymphangicleiomyomatosis or EHE: sirclimus

® SFT/hemangiopericytoma or ASPS or

Taxane-based therapy may be preferred aver
other alternatives, including doxorubicin-based
therapy, although at some institutions, an
anthracycline is preferred for first-line therapy

Is performance status good
with minimal comorbidity?

clear cell sarcoma or EMC with

EWSR1-NR4AZ fusion: sunitinib or pazopanib

» For 5FT/hemangiopericytoma, dacarbazine with
or without doxorubicin, and temozolomide plus
bevacizumab are alternatives

1
No

¥

Doxorubicin
contraindicated?

PLD, gemcitabine monotherapy,
gemcitabine-based combination

I
Yes

¥

Mo

¥

Gemcitabine-based
combinaticn

Is the patient highly symptomatic,

where tumor shrinkage

is @ primary goal?&

Yoz

¥

Mo

\

Doxorubicin plus

ifosfamide

Dlaratumab plus
doxorubicin &
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Mejorando la Supervivencia
en Pacientes con Sarcoma

de Partes Blandas




