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El 85% de los SPB se presentan como
enfermedad localizada

50% desarrollaran metastasis y falleceran por
su enfermedad oncologica

2/3 de las recidivas metastasicas ocurren en
los primeros 2 anos tras la cirugia.

Optimizar el tratamiento en estadios
localizados






* REMITIR A CENTROS DE REFERENCIA

* MANEJO MULTIDISCIPLINAR



* Factores de riesgo diferentes a neoplasia
epiteliales

— Localizacion

— Subtipo Histologico
— Grado

— Cirugia (margenes)

Grado > tamano > margenes



original article

Annals of Oncology 21: 2436-2441, 2010
doi:10.1093/annonc/mdg2:38
Published online 3 May 2010

Effect of adjuvant chemotherapy on survival in FNCLCC
grade 3 soft tissue sarcomas: a multivariate analysis
of the French Sarcoma Group Database

A. ltaliano™™, F. Delva®23, S. Mathoulin-Pelissier®3, A. Le Cesne?, S. Bonvalot®, P. Terrier®,
M. Trassard’, J.-J. Michels®, J.-Y. Blay®, J.-M. Coindre’® & B. Bui’

analysis by grade. In grade 2 patients, AC was not associated

with a statistically significant reduction in the risk of metastatic
relapse or death (5-year MES: 76% versus 73%, HR 0.8 (0.5-
1.2), P=0.27; 5-year OS: 75% versus 65%, HR 0.8 (0.6-1.1),
P =10.15) (Tables 4 and 5; Figure 1).

In grade 3 patients, AC was associated with a significant
benefit in terms of MES with an overall HR of 0.7 (95% CI 0.6
0.9, P=10.01) and an absolute risk reduction of metastatic relapse
of 9% (5-year MES: 58% versus 49%). Moreover, AC was also
associated with a significant benefit in terms of OS with an
overall HR of 0.6 (95% CI 0.5-0.8, P = 0.0002) and an absolute
risk reduction of death of 13% (5-year OS: 58% versus 45%)

1.0 7

0.8 A

0.5 1

03 ¢

\
1 iy
\:u _“u‘uﬂu-l—lllmg,uu‘..IMLW.l

3
e
ey,

Grade 2 chemotherapy

Grade 3 chemotherapy

Grade 2 no chemotherapy

———— Grade 3 no chemotherapy

'ﬁlun.,,muwmu_. Blusmit
Wlligyy S T :
kl_uq_. LU gy

Mgy,

{4 | RN .

=Y I .

VT TL TN T T T N '

Ty

IJ, ue . »

-

1.0 T4

0.8

0.5 4

0.3 4

-~y iy

Wy gy e
"LJLJ [ W Y Yy

lul:L-:“-t‘J‘JLLL

gy,
Grade 2 chemotherapy
Grade 2 no chemotherapy
Grade 3 chemotherapy

Grade 3 no chemotherapy

T
15

T
20

T
5

T
10

T
15

Years



* Los Ensayos Clinicos en SPB
— Tumores poco frecuentes
— Diferentes histologias
— Diverso pronostico
— Grupo muy heterogéneo de tumores



Los EC en SPB localizados
— 12 generacion

e Adyuvancia

» Diferentes grados

 Diferentes localizaciones

e Poliguimioterapia basada en Adriamicina

e Adriamicina Monoterapia
— 22 generacion

* Ifosfamida

* G-CSF

* Neoadyuvancia



POLIQUIMIOTERAPIA

ESTUDIO
EORTC
NCI

C. Mayo
MDANd.

CYVADIC 8c Si pre-QTP 80 meses 56 vs 42 63 vs 55 ns
AC-Mtx 67 Si 85 meses 75vs 54 82 vs 60 ns
VAC-VDD 1a 61 No 64 90 vs 77 ns
VAC-A 2a 43 Si 120 54vs35ns 65vs57ns

ADRIAMICINA MONOTERAPIA

ESTUDIO

SSG
InterG
ECOG

Rizzoli

60mg/m2 x 9 181 Si pre-QTP 40 62vs56ns 75vs70ns
35mg/m2 1-3x6 41 Si 20 62vs67ns 82vs77ns
70mg/m2 x 7 30 Si pre-QTP 60 59 vs 54 ns

SPB alto grado G1.: cirugia ablativa
Extremidades G2: reintervencion
G3: preservacion

G1y G2: CIR +/- Adria 75mg/m2 x 6

G3: Ax2 +RDT-CIR +/- Ax4




POLIQUIMIOTERAPIA

EORTC CYVADIC 8c Si pre-QTP 80 meses 56 vs 42 63 vs 55 ns
NCI AC-Mtx 67 Si 85 meses  75vs 54 82 vs 60 ns
C. Mayo VAC-VDD 1la 61 No 64 90vs 77 ns
MDANd. VAC-A 2a 43 Si 120 54vs35ns 65vs57ns

ADRIAMICINA MONOTERAPIA

ESTUDIO Tratamiento

SSG 60mg/m2 x 9 181
InterG 35mg/m2 1-3x6 41
ECOG 70mg/m2 x 7 30
Rizzoli 25mg/m2 1-3x6 76

Si pre-QTP 62vs56ns 75vs70ns
Si 20 62vs67ns 82vs77ns
Si pre-QTP 60 59 vs 54 ns
Si 106 56 vs 32



THE LANCET

Adjuvant chemotherapy for localised resectable soft-tissue
sarcoma of adults: meta-analysis of individual data

Characteristic Number of patients
Aga (years)
=15 8 (1%)
15-30 312 [ 20%]
31-60 850 (54%)
. =G0 364 [ 23%]
* 14 EC randomizados ot oo a4 (2
Sex
Male BEG [44%]

Famale BAT (Ha%)

* 1568 paciente e

Diseass status

 Diferentes localizacionesy ==

Mot gvallable 197 (13%]

Diseass site

grados

Extremity 904 ([ 58%)
Trunk 185 (12%)
Utemes 284 (17%)
Other 163 (10%])

Mot avallable 52 (3%)

ISTO!
Lelomyosant omsa 183 (12%)
Liposarcoma 140 (9%)
Mallgnant Niorous histlocytboma 30D ([ 2100%)
Synovial 185 | 10%]
Other (no AlDSrelated tumours) 492 (31N
0t gwallanle el L1a]
Grada™
Lo 85 | 5%)
High 1048 (G7%]
Mot avallanie 434 [ 28%)
]
=5 280 (18%)
510 452 (209%)
=10 258 (16%)
Mot avallanie BTE (37H]
Extent of resaction
Chaar 11859 [ TE%)
Marginal Sirmvolved 231 (15%]
Mot avallanle 145 (9%)
Radiatherapy
NI TE2 (51%)
Yes TA4 (4T%)

Mot avallable 32 (2%)




Study Accrual perid  Drugs given in addition to doxorubicin  Doxorubicin dose (mg/m’)  Diseasa sites Number of

Ttal  Percycie patients
G0G" 197382 NI 480 il Utenus 225
DFCI/MGH®  1978-83 N 450 al Extramitles, trunk, head, neck, retropentonaum 46
ECOG? 197882 None 430 10 Extremitles, trunk, head, neck, retropertoneum 47
556 198186 NI a0 il Extramities, trunk, head, neck, Dreast, thorax, abdomen 240
Rizzol™= 1981-86 N 450 15 Extramitles i
IGSC™ 198386 Nona 420 70 Extremities, trunk, head, neck, retropartoneum g2
MDA® 197376 Cyclophosphamide, 420 B0 Extremitles, trunk 5
dactinomycin, vincristing
W ayio= 197581 vincrsting, cyclopnasphamide, 200 A0 EXtramities, trunk T6
dactinomycin, dacarazing
NCI 4°% 197781 Cyciophosphamioe, methatrexate 800550  BO-TO Extremities 26
NC| 5% 197788 Cyclophosphamide, methotrex ate 500-550  &O-TO Trunk, head, neck, bresst, retroperitonaum a0
NCI 6553 197781 Cyclophosphamioe, methatrexate 500550  &O-TO Extramities a1
EORTC® 197758 Cyclophosphamide, vincristing, 400 50 Extremitles, trink, head, neck 468
dacarhazing
Bergonie™ 198158 Cyclophosphamide, vincristing, 400-500 KO Extremitles, trunk, head, neck, retroparitonaum, pelvis 65
Jacarazng
Sakk (57/87) 198790 Ifosfamide A0 50-80 Extramitles, trunk Pt

{unpublishad)

29 paciente tratados con Adria-Ifosfamida

Lancet 1997 ; 350: 1647-54



Local RFI

1-0 4
-9 A &
0-8 4
07 -~
E -6
— 05
- HR 0,73
ﬁ 0-4 4 SLR local 10 afios 75% vs 81%
0-3 -
021 ___ Chemotherapy
014 e Control
G - I 1 I 1 1 1 I I 1 I 1
o 1 2 3 4 5 & T B8 9 10
Time from randomisation (years)
Patients at risk
Chemotherapy 450 378 309 249 168
Control 424 327 27T 224 150
Distant RFI
1-0 S
0-9 4
0-8
0-7 -
E 0-6 —
E 0-5
w04
o HR 0,70
0-3 4 SLR dist. 10 afios 60% vs 70%
0-2
01
ﬂ - T T T T T T T T T T 1
o 1 2 3 4 5 6 7T B8 9 10
Time from randomisation (years)
Patients at risk
Chemotherapy 433 370 306 250 175
Control 416 331 278 224 143

Overall susvival

Owverall recurrence-free survival

Overall recurrence-free survival
1-0

-9 4
-8 4
0-7 5
0-6 4
-5 4

0-4 4
0-3 4
0-2 -
0-1 4

04

HR 0,75
SLR 10 anos 45% vs 55%

0 1 2 3 4 5 6 7 8 9

10
Time from randomisation (years)
Patients at risk
Chamotherapy 436 366 305 249 173
Conitrol 394 306 262 213 141
Overall survival
1-0 S
0-S
0-8
0-7
-G S
0-5
L IF
0-3
0.2 HR 0,89 ns
= SG 10 afios 50% vs 54%
0-1
ﬂ - T T T T T T T T T T 1
o 1 2 2 4 5 &6 T & 9 10
Time from randomisation (years)
Patients at risk
Chemotharapy 572 453 arvT 311 217
Control 572 444 A6 289 202



Local RFI

Overall recurrence-free survival

1-0 - 1-0
0-9 4 & s 094
0-8 - z 084
3 0-7 4
Q-7 1 @
06 4
r 064 >
o e 0-5 4
5 05- 5 —,
HR 0,73 = 0.4 -
ﬁ 0-4 4 SLR local 10 afios 75% vs 81% E 0-3
0-3 4 T o024 HR 0,75
A [v) o)
0-2 Chemotherapy {% 01 4 SLR 10 afios 45% vs 55%
014 e Control
0. Among patients with lesions of the extremities (376 |5 _ é_ 7 8 9 10
0 1 2 3 4 5 deaths, 886 patients), the hazard ratio was (-80 [pmisation (years)
bationts ot RT'“‘E from randomisq (n=()-029), equivalent to a 7% absolute benefit at 10 205 240 173
ghemmheraws 480 478 af vears. This group had the clearest evidence of a 262 213 141
Control 429 327 2y treatment effect on survival. The wide Cls for the other
sites reflect the small numbers, and there was no clear
Distant RFI evidence that the results differed from those for
1-0 5 extremity sarcomas (p=0-38).
0-9 - -
0.8 - 0T 4 e
0-7 - E 0-6 -
- 7 05
T 06 — =
"% 0_5 _ E G'q‘ =
= & 034
2 091 HR 0,70 0. HR 0,89 ns
0-3 1 SLR dist. 10 afios 60% vs 70% SG 10 afios 50% vs 54%
0-2 4 -1
G'l n ﬂ T T T T T T T T T T 1
0 0O 1 2 3 4 5 6 T 8 9 10
_D 1 2 3 4 5 E- 'r’ E! g. 1D Time from randomisation (years)
; c s Patients at risk
Patients at RT”"E from randomisation (years) Chemotherapy 572 463 377 311 217
5
Chemotherapy 433 370 306 250 175 Control 572 444 366 259 202

Control 416 331 278 224 143



Debilidades...

N pequena

Distintas localizaciones

Diferentes grados (28% desconocido)
Adriamicina-Ifosfamida 29 pacientes
Farmacos de baja actividad en SPB

Bajas dosis de adriamicina

Retraso en el inicio de la QTP (RDT previa)



EC nueva generacion

e EORTC62931
e |SG trial

— Mas homogéneos

— Adriamicina-ifosfamida
— G-CSF

— Tiempos CIR - QTP



Adjuvant chemotherapy with doxorubicin, ifosfamide, and
lenograstim for resected soft-tissue sarcoma (EORTC 62931):

a multicentre randomised controlled trial
Lancet Oncol 2012; 13: 1045-54
e SPB G2-3

* Cualquier localizacion

e Cirugia amplia o marginal

 RDT (50-66Gy) si cirugia marginal
— Brazo control 6 semanas postCIR
— Brazo QTP, 6 semanas postQTP

* QTP 4 semanas postCIR

DOXORRUBICINA 75mg/m2 + IFOSFAMIDA 5g/m?2 IC 24h + Lenogratim x 14 dias
/21 dias
5 ciclos

www . thelancet.comfoncology Vol 13 October 2012



351 patients randomised

v

176 assigned to control group

v

175 assigned to chemotherapy group

L patient choice

4

§ received chemotherapy

Y

171 received protocol treatment

12 did not receive chemotherapy
4 patient choice

—»  1disease progression

1 renal impairment

1 cardiac impairment

Y

163 received protocol treatment

2 late randomisation
1 metastatic
1 prior radiotherapy

h 4

count

§ ineligible at randomisation

1 abnormal white blood cell

k 4

h 4

12 ineligible at randomisation
7 late randomisation
1 metastatic
1 prior radictherapy
1 missing staging CT scan
1ineligible tumour type
1ischaemic heart disease

21 ineligible to start chemotherapy
21 started chemotherapy late

b J

166 included in the per-protocol analysis

131 included in the per-protocol analysis

www . thelancet.comfoncology Vol 13 October 2012
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Owerall survival (%)

304

204

10

o

—— Control
—— Chemotherapy

0

Mumber at risk
Control 176
Chemotherapy 175

2 4 & 8 10 12 14
138 116 84 57 23 7
149 120 82 45 19 1

0OS
OS 5 anos: 67,8% vs 66,5%
HR 0,94 (p 0,72)

Relapse-free survival (%)

100
Q0 —
80 -
70 4
60 —
50—
40 L

30

20

10

yé 128 110 102 92 84 71 59 52 34 19 9§ 5 1
175 149 118 107 97 81 64 &0 35 23 14 9 1 1

RFS
RFS 5 anos: 52,9% vs 54,9%
HR 0,91 (p 0,51)

www . thelancet.comfoncology Vol 13 October 2012



Grade O Grade 1 Grade 2 Grade 3 Grade 4

Haematological

White blood cells 41 (28%) 17 (12%) 20 (14%) 28 (19%) 41 (28%)
Neutrophils 63 (43%) 6 (4%) 15 (10%) 13 (9%) 44 (30%)
Platelets 88 (60%) 17 (12%) 12 (8%) 19 (13%) 11 (8%)
Haemoglobin 42 (29%) 49 (33%) 43 (29%) 11 (8%) 2 (1%)
Biochemical

Creatinine 141 (96%) 3(2%) 1(<1%) 0 1(<1%)
Bilirubin 139 (95%) 4 (3%) 0 1(<1%)

AST 113 (77%) 22 (15%) 0 0

ALT 79 (54%) 44 (30%) 8 (5%) 2 (1%)

Clinical

Nausea 38 (24%) 45 (28%) 68 (42%) 11 (7%) 0
Vomiting 71 (44%) 27 (17%) 56 (35%) 8 (5%) 0
Diarrhoea 137 (84%) 22 (14%) 3(2%) 0 0
Mucositis 84 (52%) A7 (29%) 26 (16%) 5 (3%) 0
Alopecia 27 (17%) 10 (6%) 96 (59%) 28 (17%) 0

Fever 143 (88%) 6 (4%) 11 (7%) 1(<1%) 0
Infection 107 (66%) 21 (13%) 18 (11%) 12 (7%) 3(2%)
Neurological 125 (77%) 28 (17%) 6 (4%) 2 (1%) 0
Cardiac 147 (90%) 11 (7%) 2 (1%) 1(<1%) 0

Data are number of patients (%). Laboratory data available for 147 patients, dinical data for 163 patients.
AST=aspartate aminotransferase. AL T=alanine aminotransferase.

Table 4: Chemotherapy toxic effects, worst grade per patient




JOURNAL OF CLINICAL ONCOLOGY

Adjuvant Chemotherapy for Adult Soft Tissue Sarcomas of
the Extremities and Girdles: Results of the Italian
Randomized Cooperative Trial

 SPB alto grado

> 5 cm (recidiva independiente de tamafo)
* Profundos

e Extremidades o pared de tronco

5 R
T | A
| T- RAD i PRIMARY | | N C|
= | s | R SURGERY T =10 CM | o ~ | T
| T T ¢ L E ) ] 1 - PRIMARY M
0| .| A . |0 A-SURGERY+ L F =10 CM !
i P = ©T o POSTOP-RT I - RELAPSE z
s I A M C = 10 CM a S |
| ¥ N L E - PREOP-RT A - RELAPSE - o
L G| :1 + SURGERY T = 10 CM | =
S 1 | o0
- '] ™
™

EPIRUBICINA 60mg/m2 dias 1-2 + IFOSFAMIDA 1,8 g/m2 dias 1-5+ MESNSA + G-CSF
/21 dias
5 ciclos

Journal of Clinical Oncology, Vol 19, No 5 (March 1), 2001: pp 1238-1247



Chemotharapy Control Tohal

Enftered 53 51 104
Sex
Male 33 28 &1
Female 20 23 43
18-39 wears 14 14 32
A0-54 wears L 12 38
55-65 years 18 14 34
Center of surgery
Bologna 25 3s S0
Acviano 3 8 11
Other 8 2 10
Milan 8 1 =
Florence 5 3 8
Turin 4 2 (=]
Histology
rMalignant fibrous hysticcytoma 14 14 28
Synowvialsarcoma 15 12 27
Liposarcoma 12 @ 21
Fibrosarcoma 1 1 2
Leiomyosarcoma 3 5 a8
Schwannoma & 3 =
Rhabdomyosarcoma polymorphous o] 1 1
Grading
G3 24 22 A4S
G4 29 29 58
Site
Upper extreminy: T4 10 24
Proximal @ 5 14
Dristal 5 5 10
Lower extremity 3% 41 80
Proximal 25 30 55
Ristal 14 11 25
Presentation
Primmary 45 41 84
Relapse 8 10 18
Diameter
= 10 cm 25 22 A7
= 10 cm 28 29 57
Diameter
Median o 10 10
Range 5-18 2-32 2-32
Srage
nme 45 41 84
rillA 2 2 =
rillB -] 8 14
Local treatment
Radical surgery 20 16 36
Amputation 11 14 27
Conservative @ 8] @
Surgery + post-op RT 24 20 A4
Pre-op RT + surgery o 15 24
Stratification
Primary = 10 cm 20 17 37
Primary = 10 cm 25 24 49
Relapse = 10 cm 5 5 10
Relapse = 10 cm 3 5 8



1007

B0

PERCENT

40

20

= Adjuvant
......... Control

607

G0

- = a0 St
209
o= 04 p=0.03
T T T T T T T ﬂ:. T T T T T T
1] 1 2 k| 4 & 3 o 1 2 3 4 L 53
YEARS YEARS
- A A Cowel S & w w7 %
Fig 2. DFS by treatment. Fig 4. OS by freatment
Qutcome Chemotherapy Control P
Owerall DFS
No. of eventis 28 32
2-year, % 72 (6) 45 (7) .003
4-year, % 50 (7) 37 (7) 19
[ AR(95% CI) 0.59 (0.36-0.99) 04
OS
No. of deaths 20 271
2-year, % 85 (5) 72 (6) 10
A-year, % 49 (6) 50 (7) 04
HR (95% Cl) 0.52(0.29-0.93) 03




Table 3. Hematologic Toxicities (%)

Patients
| Cycle Il Cycle Il Cycle IV Cycle V Cycle Total
No. % No. % MNo % MNo % MNo. % No. %
Patients 46 46 45 44 42 223
WRBC
G3 10 22 15 33 13 29 17 39 13 31 68 30
G4 16 35 14 30 11 24 12 27 @ 21 62 28
Platelets
G3 2 4 2 4 2 4 4 9 <] 14 16 7
G4 2 4 4 8 3 7 1 2 0 10 4
Hemoglobin
G3 1 2 4 8 13 29 12 27 7 17 37 17
G4 0 3 7 3 7 0 é 3
Table 2. Median and Average Relative Dose-Intensity (DI} [t
Dise-Infensity [E)
| Cycle Il Cycle I Cycle IV Cycle Avaroge
EM
Median 88.0 831 757 73.2 80.0
Range 47.2-106.0 351070 356.6-103.4 25-104.3 -
IFO
Median 89.1 89.5 852 821 Ba7
Range 498-101.6 35.5107.0 60-104.5 30.4-103.4
ARDI
Median 88.5 856.3 80.9 777 833
Range 4929-104.4 55.5-107.0 52.2-103.4 37.4-103.8 37.4-107.0

Abbreviation: ARDI, average relafive dose-infensity.




Oncology T —
Oncology 2003;65(suppl 2):80-84
DOI: 10.1159/00007 3366

Ifosfamide in the Adjuvant Therapy of
Soft Tissue Sarcomas

S. Frustacia A. De Paolib E. Bidolic N. La Muraa N. Berretta=

A. Buonadonna?® G. BozP F. Gherlinzonid
on behalf of the Italian Sarcoma Group and the Participating Centers

After a median follow-up of 89.6 months

100 100
75 75
(7] o
c = .
= — Treatment s — Treatment
Z i -
@ 50+ T b =0.07 @ 50 p = 0.038
E ini T '
® Random  [Treatment | Control o Random |[Treatment | Control | 77
{5 ]
= --- Contro = -—-
e Patients 53 51 | n"-_" Patients 46 51 Control
25 _| Censored 31 23 25 | Censored 28 23
Events 22 28 Events 18 28
Med, surv, mr, 54,4 Mad, surv, nr, 54,4
p =007 p =0,038
0 T T T T T T T T T | 0 I I I I I I I I T |
0 12 24 36 48 60 72 84 96 108 120 0 12 24 16 48 B0 72 84 a8 108 120
Time (months) Time (months)
Fig. 1. Overall survival of 104 randomized patients. Fig. 2. Overall survival in patients initiating adjuvant chemotherapy

versus control.



A Systematic Meta-Analysis of Randomized Controlled

Trials of Adjuvant Chemotherapy for Localized
Resectable Soft-Tissue Sarcoma

Nabeel Pervaiz'
Nigel Colterjohn, mp*

Forough Farrokhyar, mpnil, php

Richard Tozer, mp, pho®
Alvaro Figueredo, mo®
Michelle Ghert, mp?

e 18EC (14 +4)
* 1953 ptes
. 7 .
* Paciente mas seleccionados
. 7 4
e Paciente mas homogéneos
* Adriamicina-lfosfamida
Intervention
Study Methods No. of patients ~ Treatment Control  Dosage of treatment Outcome measures
Bergonie 1981 RCT, 1981-1988 65 LT plus doxorubicin-based combination chemotherapy [Talone  50mg/m® per cycle, 400-500mg/m’ total Local recurrence, distant recurrence, survival
DFCIMGH 1978 RCT, 1976-1983 46 IT plus doxorubicin chemotherapy [Talone  60mg/m’ per cycle, 450mg/m® total Local recurrence, distant recurrence, survival
ECOG 1978" RCT, 1978-1972 47 IT plus doxorubicin chemotherapy [Talone  70mg/m’ per cycle, 490mg/m® total Overall recurrence, survival
EORTC 1977" RCT, 1977-1978 468 IT plus doxorubicin-based combination therapy [Talone  50mg/m’ per cycle, 400mg/m” total Local recurrence, distant recurrence, survival
GOG 19737 RCT, 1973-1982 225 LT plus doxorubicin chemotherapy [Talone  60mg/m® per cycle, 480mg/m” total Local recurrence, distant recurrence, survival
1GSC 1983 RCT, 1983-1986 92 LT plus doxorubicin chemotherapy [Talone  70mg/m’ per cycle, 420mg/m? total Local recurrence, distant recurrence, survival
MDA 1973" RCT, 1973-1976 59 IT plus doxorubicin-based combination chemotherapy [Talone  60mg/m’ per cycle, 420 mg/m’ total Local recurrence, distant recurrence, survival
Mayo 19757 RCT, 1975-1981 76 IT plus plus doxorubicin-based combination chemotherapy ~ ITalone  50mg/m” per cycle, 200 mg/m? total Local recurrence, distant recurrence, survival
NCI4 1977" RCT, 1977-1981 26 IT plus doxorubicin-hased combination chemotherapy [Talone  50-70mg/m? per cycle, 500-550mg/m? total  Local recurrence, distant recurrence, survival
NCI5 19777 RCT, 1977-1981 80 LT plus doxorubicin-based combination chemotherapy ITalone  50-70mg/m” per cycle, 500-550mg/m* total  Local recurrence, distant recurrence, survival
NCI6 1977" RCT, 1977-1981 1 IT plus doxorubicin-based combination chemotherapy [Talone  50-70mg/m’ per cycle, 500-550mg/m’ total ~ Local recurrence, distant recurrence, survival
Rizzoli 1981 RCT, 1981-1986 77 IT plus doxorubicin chemotherapy ITalone  75mg/m* per cycle, 450mg/m® total Local recurrence, distant recurrence, survival
$5G 1981" RCT, 1981-1986 240 LT plus doxorubicin chemotherapy [Talone  60mg/m’ per cycle, 540mg/m” total Local recurrence, distant recurrence, survival
Brodowicz 2000 RCT, Start: 1992 59 LT plus doxorubicin, ifosfamide, and DTIC chemotherapy [Talone  Doxorubicin: 50mg/m” per cycle Local recurrence, distant recurrence, survival
Tfosfamide: 1500mg/m? per cycle
DTG, UUMlelln le L}'LIL
Gortzak 2001% RCT 134 IT plus doxorubicin and ifosfamide chemotherapy [Talone  Doxorubicin: 50mg/m” per cycle Local recurrence, distant recurrence, survival
Ifosfamide: 5000g/m? per cycle
Petrioli 2002°! RCT, 1985-1996 88 LT plus epirubicin and ifosfamide chemotherapy [Talone  Epiruhicin: 75mg/m® per cycle Local recurrence, distant recurrence, survival
Tfosfamide: 1500mg/m® per cycle
Frustaci 2001'® RCT, 1992-1996 104 LT plus epidoxorubicin and ifosfamide chemotherapy [Talone  Epidoxorubicin: 60mg/m? per cycle Local recurrence, distant recurrence, survival
Tfosfamide: 1800mg/m? per cycle
SAKK 1987" RCT, 1987-1990 29 IT plus doxorubicin and ifosfamide chemotherapy IT alone Local recurrence, distant recurrence, survival

50-90mg/m” per cycle
P

Solmphmaiaiol

2



Relative Risks and 95% Confidence Intervals for Local Recurrence, Distant Recurrence, Overall Recurrence, and Survival

Local recurrence Distant recurrence Overall recurrence Survival
Treatment RR 95% CI RR 95% CI RR 95% CI RR 95% CI
Doxorubicin 0.75 (.56-1.01 (.69 ().56-0.86 064 ().56-0.86 (.84 (.68-1.03
Doxorubicin with ifosfamide (.66 0.39-1.12 (.61 041-0.92 061 0.41-0.92 (.56 0.36-0 85
Combmed N To0-09% mo! To0-0.02 Uo7 Uo0-0.02 0.1 o009

RE indicates relative risk, 95% C1, 95% confidence interval.

Absolute Risk Reductions and 95% Confidence Intervals for Local Recurrence, Distant Recurrence, Overall Recurrence, and Survival

Local recurrence Distant recurrence Overall recurrence Survival
Treatment ARR 95% CI ARR 95% CI ARR 95% CI ARR 95% CI
Doxomubicin 3% 1%-7% 9% 4%-14% 9% 1%-14% 5% 6%-21%
Doxorubicin with ifosfamide 5% 1%-12% 10% 1%-19% 12% 3%-21% 11% 3%-19%
Lombined 4% 0%- 9% - 14% 10% a0-15"% b 2Ho- 115

ARR indicates absolute risk reducdon, 95% CI, 95% confidence interval.




Neoadyuvancia en SPB

Mejorar SG

Favorecer preservacion de extremidad en la 1Q
Datos de respuesta...

... pronostico?



CLINICAL INVESTIGATION Soft Tissues

NEOADJUVANT CHEMOTHERAPY AND RADIOTHERAPY FOR LARGE
EXTREMITY SOFT-TISSUE SARCONMAS

Tuaomas F. DELaney. M.D..* Ira J. Spiro. M.D.., Pu.D..* HEpman D. Surr. M.D.. D. Pun..*
Mark C. GEBHARDT. M.D..” Francis J. HorNicek. M.D.. Pu.D.." HenrY J. MaAnkm, M.D..7
ANDREW L. RoseENBERG. M.D..¥ Danter I. RosenNTHAL. M.D_.* FarmBa Mmyouserl, M.D..*
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e N48
* Alto grado; extremidades; > 8cm

 MAID (mesna, adria, ifos, DTIC)
— MAID x3 + RDT 44 Gy === CIR == MAID x3

e vs controles historicos

SLR 5 anos % SG 5 anos %

NEUTROPENIA FEBRIL 25%
EPITELITIS HUMEDA 30%

COMPLICACIONES CIR 30%
70 vs 42 p 0.0002 87 vs 58 p 0.0003 REINTERVENCIONES 18%
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Phase II Study of Neoadjuvant Chemotherapy and
Radiation Therapy in the Management of High-Risk,
High-Grade, Soft Tissue Sarcomas of the Extremities and
Body Wall: Radiation Therapy Oncology Group Trial 9514

Willtar G Kraybill, Jonathon Harris, Ira J. Sporo,f David 5. Ettinger, Thomas F. Del.aney, Ronald H. Blum,
David R. Lucas, David C. Harmon, . Dowglas Letson, and Burton Eisenberg

* N66
* Alto grado; extremidades y pared tronco; > 8cm
 MAID x3 + RDT 44Gy =m=) CIR ==) MAID x3

SLR 3 anos % | SG 3 anos % NEUTROPENIA G4 70%

56,6 75,1 3 muertes toxicas
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Short, Full-Dose Adjuvant Chemotherapy in High-Risk
Adult Soft Tissue Sarcomas: A Randomized Clinical Trial
From the Italian Sarcoma Group and the Spanish

Sarcoma Group

Alessandro Gronchi, Sergio Frustaci, Mario Mercuri, Javier Martin, Antonio Lopez-Pousa, Pacle Verderio,
Lidia Mariani, Pinuccia Valagussa, Rosalba Miceli, Silvia Stacchiord, Angelo Paolo Dei Tos,

Antoning De Paoli, Alessandra Longhi, Andres Poveda, Vittorio Quaglivolo, Alessandro Comandone,
Paolo Giovanni Casali, and Piero Picci

Annals of Oncology Advance Access published October 11, 2016

Annals of Oncology 00: 1-5, 2016

original article F A A

Short, full-dose adjuvant chemotherapy (CT) in high-risk
adult soft tissue sarcomas (STS): long-term follow-up of
a randomized clinical trial from the Italian Sarcoma
Group and the Spanish Sarcoma Group

A. Gronchi'*, S. Stacchiotti?, P. Verderio®, S. Ferrari4, J. Martin Broto®, A. Lopez-Pousa®,

A. Llombart-Bosch’, A.P. Dei Tos8, P. Collini®, J. Cruz Jurado9, A. De Paolil!, D.M. Donati'?,
A. Poveda'3, V. Quagliuolo™, A. Comandone™, G. Grignani'®, C. Morosi'”, A. Messina'”’,

R. De Sanctis'8, S. Bottelli®, E. Palassini?, P.G. Casali? & Piero Picci'®



A. SEGUIMIENTO

SPB
G3 +Prof + > 5cm EPIRRUBICINA
Extremidades IFOSFAMIDA

Pared tronco X3

B. EPI-IFOS X2

e N 328 (7 no elegibles)

— 160 brazo A control
EPIRRUBICINA 60 mg/m2d 1y 2
— 161 brazo B tto IFOSFAMIDA 3000mg/m2d 1,2y 3
MESNA 1000mg/m2x3d 1,2y 3
* |Q 3-4 semanas postQTP 8/ Y

G-CSF 300ug
 OS, RFS RDT neoad. 44-50Gy Ady. 60-66 Gy

* Respuestas RECIST, CHOI
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Tumor Response Assessment by Modified Choi Criteria in
Localized High-Risk Soft Tissue Sarcoma Treated With
Chemotherapy
Silvia Stacchiotti, MD"; Paoclo Verc:_.erio, PhD?Z; Antoneléa Messina, MD®; Carlo Morosi, Tl:--1l:::l'3; Paola Collini,BMD“;
Antonio Llombart-Bosch, MD”; Javier Martin, MD™; Alessandro Comandone, MD’; Jurado Cruz, MD™;

Andrea Ferraro, MD?; Giovanni Grignani, MD'; Sara Pizzamiglio, MSc?: Vittorio Quagliuolo, MD"™; Piero Picci, MD'Z;
Sergio Frustaci, MD"; Angelo Paolo Dei Tos, MD'; Paolo G. Casali, MD"; and Alessandro Gronchi, MD'"™

Supplementary Figure 1A - OVERALL SURVIVAL (FROM RANDOMIZATION) RECIST - 256 PTS
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PD 35 27 22 18 13 10 10 10 9 9 8
PR 53 51 48 42 36 32 30 29 26 20 14

SD 155 152 137 126 114 105 98 0 83 65 36

10yrs0S prob  (95%Cl)  HR(95% CI)
PD 034 (0.19051) 263(1.44-4.79)
PR 060 (0.45:0.72) Ref
SD 061 (0.52-068) 1.01(0.61-167)



Molecular
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MRP1 Overexpression Determines Poor Prognosis in
Prospectively Treated Patients with Localized High-Risk
Soft Tissue Sarcoma of Limbs and Trunk Wall: An

ISG/GEIS Study 1

Javier Martin-Broto', Antonio M. Gutierrez®, Rafael F. Ramos®, José A. Lopez-Guerrero®, Stefano Ferrari®,
Silvia Stacchiotti®, Piero Picci®, Silvia Calabuig®, Pacla Collini’, Marco Gambarotti®, Silvia Bague®,

Angelo P. Dei Tos'?, Elena Palassini®, Pablo Luna', Josefina Cruz'’', Ricardo Cubedo'?,

Javier Martinez-Trufero™, Andres Poveda'”, Paolo G. Casali®, Antonio Femandez-Serra®,

Antonio Lopez-Pousa'®, and Alessandro Gronchi'®

N 102
RT-PCR, IHQ
ABCB1 (PGP)
ABCC1 (MRP1)
GSTA1 (glutathione s-transferasa pi)
MDR (multidrug resistance)
Valor prondstico
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MRP1 nagative: 63% (52-73)
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MRP1 positive: 23% (0-49)

P=0.04
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Histotype-tailored neoadjuvant chemotherapy versus
standard chemotherapy in patients with high-risk soft-tissue
sarcomas (ISG-STS 1001): an international, open-label,
randomised, controlled, phase 3, multicentre trial

Alessandro Gronchi, Stefano Ferrari, Vittorio Quaglivolo, javier Martin Broto, Antonio Lopez Pousa, Giovanni Grignani, Umberto Basso,
Jean-Yves Blay, Oscar Tendero, Robert Diaz Beveridge, Virginia Ferraresi lwona Lugowska, Domenico Franco Merlo, Valeria Fontana,

Emanuela Marchesi, Davide Maria Donati, Elena Palassini, Emanuela Palmerini, Rita De Sanctis, Carlo Morasi, Silvia Stacchiotti, Silvia Bagué,
Jean Michelle Coindre. Angelo Paalo Dei Tos, Piero Picci, Paolo Bruzzi, Pacla Giovanni Casali

e EXTREMIDADES O PARED DE TRONCO
e G3 0 G2+ necrosis > 50%

* PROFUNDO

* >5cm

* LEIOMIOSARCOMA

* SARCOMA SINOVIAL

* LIPOSARCOMA MIXOIDE

* TUMOR MALIGNO DE VAINA DE NERVIO
« SARCOMA PLEOMORFICO INDIFERENCIADO

Lancet Oncel 2017

Published Online

May 9, 2017
http://dx.doi.org/10.1016/
51470-2045(17)30334-0

Tratamiento estandar

Tratamiento Histotipo

RDT (60-66Gy) 4 semanas post IQ
RDT prelQ (44-50.4Gy) SSy TMVNP

END POINT: DFS, OS



EPIRUBICINA 60mg/m2 d 1,2 IFOSFAMIDA 3gr/m2d 1,2,3
. LE|0M|05ARC0MA<

GEMCITABINA 1800mg/m2 DACARBACINA 500mg/m?2



435 patients registered

148 excluded (affected by histologies not

—® randomisable after central pathological review
Y
287 randomly assigned
145 assigned to standard 142 assigned to histotype-tailored
chemotherapy chemotherapy
5 ineligible 6 ineligible

4 major histological 4 major histological
inconsistencies inconsistencies

1 left ventricular ejection 2 distant metastases at
fraction less than 50% diagnaosis

[l 16 did not complete the ) 17 did not complete the _

allocated treatment allocated treatment

7 toxicity 4 toxicity

5 local progression B local progression

2 consentwithdrawn 2 distant metastases

1 protocol deviation 2 consent withdrawn

1 other causes 1other causes

v hd
129 completed allocated 125 completed allocated
treatment treatment

1 excluded (assigned at
time of third futility

analysis)

144 included in efficacy analyses

e e

.‘_- e —————

142 induded in efficacy analyses

.‘___- e —————




A 100-
100+ — Standard chematherapy
— Histatype-tailored chemotherapy
B0 ~ Censored
Z £ b
T g 60
; 601 Thp s B
wn =
5 H-H. +4E =; 404
404 L—I—i—d—t
E ¥
&
° 20 204
] T T T T
0 1 1 ¥ . 0 12 24 36 48
Number at risk Time to relapse (months) Number at risk Time to death {months)
{number censored) {number censorad)
Standard 144 (0) 63(65) 773 9(103) 0(119) Standard 144 (0) 75(68) 48(83) 15 (89) 0(138)
chematherapy . chemuﬁ'i.erq:!,r
Histotype-tailored 142 (0) 57(54) 8 (70) 9(87) 1(35) Histotype-tailored 142 (0) 72(63) 40(74) 13(31) 1(125)
chemotherapy chemotherapy

DFS 46m 62% vs 38% OS 46m 89% vs 64%

Local DFS 46m: 86% vs 85% Met DFS 46m: 74% vs 45% (p 0,01)




patients  (95% Cl)
Undifferentiated ! * | 28/97 217 (0-98-4-80)
pleomorphic sarcoma !
|
|
Synovial sarcoma : : * | 17/70 1-85 (0-65-5-22)
|
Malignant peripheral :
signan periphera — nR7 238(069-819)
i
Leiomyosarcoma : i . 7128 228 (0-17-12-66)
|
. | i
:'_llgh- grade myaoid : » | 864 1.03 (0-24-4-39)
IpOsarcoma :
|
Al | ———] 70286  1.95(112-319)
|
| | i | | |
0-25 0.5 1 2 4 &
+— —»
Favours histotype- Fawours standard
tailored chemotherapy chemotherapy




* QTP neoadyuvante + Hipertermia

— Hipertermia actua sensibilizando las células
tumorales

— Comparado con QTP neoadyuvante, aumenta la
SLP, Ia TR sin beneficio en SG

* Perfusion Aislada de miembro
— TNF a + melfalan
— Imposibilidad de cirugia conservadora
— TR 50-70%
— Cirugias conservadoras 75%



National

gomrrchcnsivc NCCN Guidelines Version 2.2018 NCCN Guidelines Index

ance . . Jable of Contents
il Extremity/Superficial Trunk, Head/Neck re——
PRIMARY TREATMENT FOLLOW-UP
Surgery"' to obtain oncologically appropriate margins >
or
Stage Il Surgery! to obtain oncologically
(T1, NO, Mo, appropriate margins RT¥ (category 1) —————— |, Evatuation for rehabilitation
G2-3)f s . o (OT, PT)

Preoperative RT" Surgery’" to obtain oncologically .

stage Il I (category 1) SO Mg ! Sl s cehind.

Resectable RT" (category 1) + H&P every 3-6 mo for 2-3 y, If recurrence,
SurgeryH to obtain oncologically Y y | then every 6 mo for next 2y, See
appropriate margins ::m:)‘ 5 Py . g:"“::'m'.?’. —» | Recurrent

Surgery" + Obtain postoperative Disease
to obtain Consider RT boost™Y NEBSLIN SRCREEIONO . eam—
oncologicall ; i f primary site

"swpropriae _’I‘ oty ) Bl o o il ot
margins ( 28) locoregional recurrence®”
Surgery" RT"
to obtain

* oncologically —* |[RT" + adjuvant chemotherapy’
appropriate (category 2B)

bSea Prnciples of Imaging (SARC margins required.

:See American Joint Committee aging, 8th Edition (ST-3).

See Principles of Surgary (SARC-D).

Iin selected cases when margin status is uncertain, consultation with a radiation oncologist is
recommended. Re-resection, if feasidie. may be necessary to render margins >1.0 cm.

PResults of a randomized showed a non-significant trend toward reduced late toxicities
(fibrosis, edema, and joint s3) with preoperative compared to postoperative radiation
and a significant association between these toxicities and increasing treatment field size,
Because postoperative radiation fields are typically larger than preoperative fields, the
panel has expressed a general preference for preoperative radiation. particuladly when
treatment volumes are large.” (Davis AM. O'Sullivan B, Turcotte R, et al. Late radiation
morbidity following randomization 10 preoperative versus postoperative
In extremity soft lissue sarcoma. Radiother Oncol 2005,75(1):48-53 and Nielsen OS,
Cummings B, O'Sullivan B, el al. Precperative andd postoperative radiation of sof! lissue
sarcomas. effect of radiation field size, Int J Radiat Oncol Biol Phys 1991,21(6).1585- 1698

Pin situations where the area is easlly followed by physical examination, imaging may not be

"Aler 10 years, the likelihood of developng a recurrence is small and follow-up should be
individualized.

*Patients with stage II! tumors with lymph node involvement should undergo regional lymph
node dissection at the time of primary tumor resection £ RT.

'Surgery alone may be an option for small tumors resected with wide margins.

URe-imaging using MRI with and without conltrast (preferred for extremity msgmg) or CT
with contrast 10 assess primarty lumor and rule oul melastalic disease 1
Imaging (SARC-A)

VSee Systemic Therapy Agents and Regimens with Activity in Soft Tissue Sarcoma (SARC-F).

YRT may be usad in select crcumstances such as close or positive margins where re-
excision is not feasible or for functional considerations.

¥PET/CT may be useful in determining response to chemotherapy (Schuetze SM, Rubin
BP, Varnon C, et al. Use of positron emission tomography in localized extremsty soft tissue
sarcoma treated with necadjuvant chemotherapy. Cancer 2005,103:339-348).

YFor residual gross disease or microscopically positive margins,

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation In clinical trials is especially encouraged.
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Soft tissue and visceral sarcomas: ESMO—-EURACAN —
Clinical Practice Guidelines for diagnosis, treatment ———
and follow-up’

Localised, clinically resectable STS

) 8

Deep, = 5 cm lesions
or site specific (MDT risk
essment needed)

F‘Jﬂfresetiﬁm
easinie
-

MDT risk assessnmt
or selected > 5om or -::ﬁumllimns
deep lesions

RO resection
not feasible

RO resection
not feasible

!

RT" (if not given preoperatively) (1l B]
Optional: ChT*

(if not given preoperatively) [Il, C]
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SEOM Clinical Guideline of management of soft-tissue sarcoma

(2016)

Suspiclon of 5TS:
Increasing soft tssue mass > 5
cmi or deep

¥

Referral to a Specialist
M ultidisciplinary Center

MEI
Blopsy guided by imaging
Chest CT scan

4

Diagnosis of STS:

Localized disease

Metastatic disease |—i

Resectable

High Risk: G2-3; >5
cm; deep:

Neod juvant CHT/RT

Wide Resection with
negative margins: G2-

3.> 5 cm, deep

Wide/compartrmental
Resection

Wide Resection: G1. <

Adjuvant RT
Consider Adjuvant CHT

Marginal resection

Unresectable

Asses for Pulmonary
metastasactomy

Systemic CHT

with positive margins

g Mo further treatment
5 cm, deep
Compartmental
resection or 44 Mo further treatment
amputation

CHT/RT
Isalated Limb Perfusion

¥

Consider re-operation

L

Consider re-operation




