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Los sarcomas son raros, raros, raros...

O
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Low-grade fibromyxoid
sarcoma

Malignant solitary fibrous tumor
1% Extraskelgtal

Fibrosarcoma Desmoplastic round cell

1% Epithelioid 1%
Malignant periphere nerve sheet ~ 1%
tumor .
2%  Ewing/PNET STS Histology

2%

Endometrial stromal sarcoma

3% Aberrant

3 transcription
Synovial sarcoma B

3%

Liposarcoma

25%

Myxofibrosarcoma
4%

Rhabdomyosarcoma
5%

Sarcoma, NOS
5%

Leiomyosarcoma
24%

Pleomorphic sarcoma MFH
5%

Angiosarcoma

6% Fusion (increased

. expression of
Dermatofibrosarcoma P

protuberans kinase)
9% Chimeric (ligand
independent

e e Kinase activation]

w/o GIST, Kaposi, bone s.

Chromosomal translocations (10-15%)

NVESTIGACION EN SARCOMAS

Myxoid liposarcoma  t(12;16)(q13;p11) FUS-DDIT3EWSR1-
1(12;22)(q13;q11—q12) DDIT3
Synovial sarcoma 1(X;18)(p11;q11) S518-85X1
1(X;18)(p11;q11) S5518-55X2
Alveolar soft-part UX;17)pl1l1.2;925) ASPL-TFE3
sarcoma
Low-grade ESS U7;17)p15;921) JAZF1-SUZ12
Ewing’s sarcoma/ 1(11;22)(q24;912) EWSR1-FLIT
PNET 1(21;22)(g22;q12) EWSRI1ELRG
DSRCT 1(11;22)(p13;q12) WT1-EWSR1
Clear-cell sarcoma 1(12;22)(g13;912) ATF1-EWSR1
Alveolar 1(2;13)(p36;q14) PAX3-FOX01
rhabdomyosarcoma  t(1;13)(p36;q14) PAX7-FOX01
IMT 1(2;19)(p23;p13.1) TPMA-ALK
1(1:2)(q22-23;p23) TPM3-ALK
Low-grade 1(7;16)(q32—-34;p11) FUSCREB3L2
fibromyxoid sarcoma  t(11;16)(p11;p11) FUSCREB3L1
Dermatofibrosarcoma t(17;22)(q22;q13) COL1A1-PDGFB
Infantile 1(12;15)(p13;q25) ETVE-NTRK3
fibrosarcoma
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Estimated New 12,310

Cases in 2016

% of All New
Cancer Cases

Estimated
Deaths in 2016

% of All
Cancer Deaths
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Percent Surviving
M 5 Years

64.9%

2006-2012

L T

= |mportancia del estadio al diagnéstico (tamafo, grado, extension, profundidad) y el histo@%
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National Cancer Institute. SEER Database

www. Cancer.gov
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TABLE 1: AJCC version 7 staging for soft tissue sarcomas

Primary Tumor (T)

X Primary tumor cannot be assessed
TO No evidence of primary tumor
T1 Tumor 5 cm or less in greatest dimension
Tia Superficial tumor
Tib Deep tumor
T2 Tumor more than 5 cm in greatest dimension
T2a Superficial tumor
T2b Deep tumor
Note: Superficial tumor is | d exclusively above the superficial fascia without invasion of the fascia; deep

tumor is located either exclusively beneath the superficial fascia, superficial to the fascia with invasion of or
through the fascia, or both superficial yet beneath the fascia.

Regional Lymph Nodes (N)

NX Regional lymph nodes cannot be assessed
NO No regional lymph node metastasis
N1 Regional lymph node metastasis

Note: Presence of positive nodes (N1) in MO tumors is considered Stage lll.

Distant Metastasis (M)
MO No distant metastasis

M1 Distant metastasis

ANATOMIC STAGE/PROGNOSTIC GROUPS

Stage |IA Tla NO MO G1, GX
Tib NO MO G1, GX
Stage 1B T2a NO MO G1, GX
T2b NO MO G1, GX
Stage IIA Tla NO MO G2,G3
Tib NO MO G2,G3
Stage 11B T2a NO MO G2
T2b NO MO G2
Stage Ill T2a NO MO G3
T2b NO MO G3
Any T N1 MO Any G
Stage IV Any T Any N M1 Any G

From Edge SB, Byrd DR, Compton CC, et al (eds): AJCC Cancer Staging Manual, 7th ed. New York, Springer,
2010.

Aﬂl

4
@ Extramitytrunk (n=2,535)
5 a.

Othor (n=580)

g A Visceral [n=B44)
T

24

RotropartonanlA (n=T18)
oo . .

v ¥ b ¥ v v v . v L
L] 0 40 G0 B0 W00 130 M0 W0 B0 200 I 240

B 06— s

st DD liposarcorma GIII
v =@ == DD liposarcoma GlII

§ 05 MPNST

g ——  SFT

3 — PSS

§ Other

g 04

-]

o

o

§ 0.3 A

8

o

=

§ 02

E

3

5]

3

8 0.1 1

0.0 4
0 12 24 36 48 B0 72 84 96
Time (months)

— i Pagina 8



=

iy . Mejorando la Supervivencia en Pacientes con ‘
SAR {_(_/Q N N ECT Sarcoma de Partes Blandas /

TABLE 1: AJCC version 7 staging for soft tissue sarcomas

Primary Tumor (T)

X Primary tumor cannot be assessed

TO No evidence of primary tumor

T1 Tumor 5 cm or less in greatest dimension
Tia Superficial tumor
Tib Deep tumor

T2 Tumor more than 5 cm in greatest dimension
T2a Superficial tumor
T2b Deep tumor

Note: Superficial tumor is I ively above the superficial fascia without invasion of the fascia; deep
tumor is located either exclusively beneath the superficial fascia, superficial to the fascia with invasion of or
through the fascia, or both superficial yet beneath the fascia.

Regional Lymph Nodes (N)

NX Regional lymph nodes cannot be assessed
NO No regional lymph node metastasis
N1 Regional lymph node metastasis

Note: Presence of positive nodes (N1) in MO tumors is considered Stage lll.

Distant Metastasis (M)
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Investigacional?

Evaluaciones en
Comités de
Tumores

Sospecha de SPB (masa
creciente de tejido blando
profunda o >5 cm)

Resecable

Derivacién a centro
multidisciplinar de referencia

MRI
Biopsia guiada por imagen
TAC e

[

N/

Diagndstico de SPB % \&
No resecable
1

Enfermedad localizada

Valoracion metastectomia

Enfermedad metastasica pulmonar
--- QT sistémica

& S Pagina 10

Adaptagg_d_e; Lopez-Pousa A et al. SEOM Clinical Guideline of management of soft-tissue sarcoma (2016). Clin Transl Oncol. 2016; 18: 1213-1220.
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Escenario global actual

— control local de los SPB en alrededor del 80%-90% de los pacientes. /

\ /‘.'

de alto grado desarrollaran enfermedad metastasica (20% al

— ..., aproximadamente la mitad de todos los pacientes con tumores
diagnostico) y la mayoria de ellos moriran a causa de esta.

— Hay datos que sugieren diferentes sensibilidades a la QT segun el

subtipo histolégico. N\ e
5

— Pacientes jovenes y con buen estado general (incluso tras varias
progresiones y tratamientos)

Pagina 12
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o Histologias con tratamiento especifico

o Pacientes que hayan recibido tratamiento con QT
adyuvante o neoadyuvante

o Pacientes con enfermedad metastasica de inicio o
recaidas sin tratamiento previo

/ —

)
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o Histologias con tratamiento especifico
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o Histologias con tratamiento especifico

2000
Todos los sarcomas
= Doxorubicina
= |fosfamida
= DTIC
O

2018

m Trabectedina, Gem/Tax

m GIST: Imatinib, sunitinib, regorafenib,
masitinib?

m LPS: Dox, Trabectedina (MRCL++ ) Eribulina

m LMS: Dox, Trabectedina GemTax

m EWS: A,l,C,V,Ac, Topo | inh., IGF1R?

m A/E RMS: Topo | inhibidores

m ESS : Inhibidores Aromatasa

m Todos?: mTOR

m Todos menos LPS: VEGFR TKI Pazopanib

m Angio: Dox, Paclitaxel, GemTax

m DFSP: Imatinib

m PVNS: Sorafenib

m Tumores Desmoides: Imatinib

m Todos: Olaratumab + Doxo

Pagina 15
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o Tipo histologico
o ECOG
o Pacientes que hayan recibido tratamiento con QT o Edad
adyuvante o neoadyuvante o Intervalo libre de progresion

o Tipo de diseminacion

o Neo/adyuvancia: USA vs EU
o Dosis total antraciclinas
o Uso de Dexrazosano en USA

O O
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—> Resecable

the same regimen plus two additional adjuvant cycles of

trial of neoadjuvant chemotherapy fails to show an
advantage of histology-tailored chemotherapy over the

standard chemotherapy with epirubicin and ifosfamide in +_,
resectable high-risk STS of the extremities or trunk wall. %
| Valoraciéon metastectomia C
—> pulmonar
--- QT sistémica

[9] (L B).

7 P
WWA et al. SEOM Clinical Guideline of management of soft-tissue sarcoma (2016). Clin Transl Oncol. 2016; 18: 1213-1220.
.
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o Histologias con tratamiento especifico

o Pacientes que hayan recibido tratamiento con QT
adyuvante o neoadyuvante

o Pacientes con enfermedad metastasica de inicio o
recaidas sin tratamiento previo
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Sospecha de SPB (masa
creciente de tejido blando
profunda o >5 cm)

—> Resecable

Derivacién a centro
multidisciplinar de referencia

MRI
Biopsia guiada por imagen
e

S

Diagndstico de SPB &
No resecable

C

Valoracién metastectomia
Enfermedad metastasica pulmonar

--- QT sistémica

Enfermedad localizada

Adapféfc'i;gefgé@;i?@%ssA et al. SEOM Clinical Guideline of management of soft-tissue sarcoma (2016). Clin Transl Oncol. 2016; 18: 1213-1220.
\
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SECOND LINE
and BEYOND

EIRST LINE:

. Votrient (Pazopanib)*
Doxorubicin

Approved on PFS with no significant OS
benefit

Nothing else has been approved front line Yondelis (Trabectedin)

. )
since the 1970’ Approved in EU for use in L’s subtypes after

Anthracyclines and ifosfamide failure

*Gemcitabine/docetaxel and Halaven (Eribulin)
Ifosfamide/doxorubicin are also used approved for the treatment of adult

patients with unresectable liposarcoma
who have received prior anthracycline
containing therapy

*Efficacy of pazopanib for treatment of liposarcoma has not been demonstrated.
4 O . _ O

) S Pagina 20
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Drug Class Trial Phase Line  Company TWSIHIUS\
o Alkylating agent.  NCT01168791 | Doxorubicin Failed toreach
Palifosfamide ﬁxfmbdlte PICASSOIl 3 1¢ Ziopharm doxorubicin 4 Primary PFS endpoi
) ifosfamide
: : Threshold TH-302 +
£ -
Hypoxia-activated NCTO0742963 1/2 1 Pharmaceuticals  doxorubicin 6-month PFS: 58%?
: pro-drug of
Evofosfamide bromoi
TH-302) omarso”
( phosphoramide
mustard
Failed to reach
NCTO1440088 3 1t primary OS endpoint®
Aldoxorubicin Ongoi
NCT02049905 3 versus ngoing
22 CytRx investigators
Dosorubici choice
Aldoxorubicin m;jﬂ'!}‘at{;: n
Aldoxorubicin
PFS: 8.4 months vs
NCTO1514188 2B 1# ﬁgﬁ i 47 ths: p=.00044
¢ Pagina 21
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Drug Class Tnal Phase Line  Company Treatment Status
12 week PFS:
2nd + __ . Adipocytic sarcoma: 47%
NCTOD413192 2 3 Eisai Enbulin Leiomyosarcoma: 32%
Synowvial sarcoma: 21%
Eribulin g;‘;'u“;‘;“‘e Other STS: 19%'
05: 13.5versus 11.5 months
- 15.6 versus 8.4 months in
Enbulin versus (
NCTO1327885 3 3= lacarbazine LPS)
FDA approved in LPS
: Ombrabulin + PFS: 1.5 versus 1.4 months.
Ombrabulin ~ Jasculdctargeting \orooeog517 3 e Sanofi  csplatinversus . Stafistically but not
placebo + cisplalin_considered elinical significant’
o - . EudraCT 2009- Gemcitabine+ : :
iiecmntatlulne & mnr:eetabullte & 014907-29 3 1 docetaxel versus mr;lar],r endpoint of PFS not
GeDDiS rubicin
Olaratumab + Met primary endpoint of
NCTO2326025 2 st Lilky doxorubicin versus  improved PFSs
doxorubicin
PDGFRa
aratumab +
NCT024513943 3 18t Lilky doxorubicin versus  Ongoing
doxorubicin

7

O

-
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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
Dr Beatrice Seddon, PhD, Sandra J Strauss, FRCP, Prof Jeremy Whelan, MD, Michael Leahy, MBBS, Prof Penella J Woll, FRCP, Fiona Cowie, MD, Christian Rothermundt, MD, Zoe Wood, MSc,

Charlotte Benson, MBChB, Nasim Ali, MD, Maria Marples, FRCP, Gareth J Veal, PhD, David Jamieson, PhD, Katja Kilver, BSc, Roberto Tirabosco, MD, Sharon Forsyth, BSc, Stephen Nash, C,
Hakim-Moulay Dehbi, PhD, Sandy Beare, PhD

Meadian
PFS
(months)

o PN X
100 —— Doxorubicin 100 —— Doxorubicin 2
—— Gemcitabine and ( —— Gemcitabine and docetaxel
HR 1-28 (95% C1 0-99-1-65 HR 114 (95% Cl 0-83-1-57); p=0-41
g 757 757
g g
: 3
g 50 S 50
& &
[e]
2 254 25 e
0 T T T T 0 U T T T 1
0 24 48 72 96 0 24 48 72 96
Numberat sk Time since randomisation (weeks) Number at risk Time since randomisation (weeks)
(number censored) (number censored)
Doxorubicin 129 (0) 60 (1) 28 (6) 11 (10) 3(11) Doxorubicin 129 (0) 108 (4) 80(12) 47 (27) 20(42)
Gemcitabine and docetaxel 128 (0) 60(2) 12 (4) 5(6) 3(6) Gemcitabine and docetaxel 128 (0) 104(3) 74 (13) 44(20) 24(31)
AT

O O The Lancet Oncology

Volume 18, Issue 10, Pages 1397-1410 (October 2017)

i | - i ; DOI: 10.1016/51470-2045(17)30622°8" 23
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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.

Judson, I. et al. Lancet Oncol. 15, 415-423 (2014). /
)

A
100 — — Doworubicin
—— Daoxorubicin and ifosfamid
90
20 A
os: ITT £ PFS i
< 6o £ ;'( [
z 2 ||
E 50 E ll'k IIS
g 40 -g
a i
30 g
20 : >\
10 o -
; HR 0-83, 95-5% C10.67-1.03; p-0-076 HR 074, 05 5% C1 0-60-0-00; p=0.003 ' \
0
0 é 1I1 1|E 2I4 3:3 3I6 4I2 4I3 5!'-1 £ 0 é IIU 1|5 2|0 IIS 3|U S‘IE 4:3
. . Time {months) D
DOXO : 12.8m (95% Cl 10.5-14.3) DOXO: 7.4m (95% Cl 6.6-8.3)
VS VS
DOXO+IFOS: 14.3 m (95% Cl 12.5-16.5) DOXO + IE: 4.6m (95% Cl 2,9-5)
R
)

The Lancet Oncology
Volume 18, Issue 10, Pages 1397-1410 (October 2017)
O O DOI: 10.1016/51470-2045(17)30622-8
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— El tratamiento estandar para los SPB en estado avanzado esta
formado por quimioterapia, ya sea con un solo farmaco o la asociaciC

de dos farmacos secuencialmente o en combinacion [l,A]. Y

— La asociacion de dos agentes de guimioterapia aumenta la tasa de
respuesta y la toxicidad, pero no mejora la supervivencia [l,A].

N
/
I 4
‘W ¢
Ll
I 1
i

a 16 meses %

— Una combinacion de dos farmacos quimioterapicos puede estar
justificada cuando es importante obtener una respuesta objetiva o si se
iza cirugia [lll, B].

— La mediana de supervivencia de la enfermedad metastasica es& 12

cia del Muro X et al. Clinical practice guidelines for the diagnosis and treatment of patients with soft tissue sarcoma by the Spanish group for research in sarcomas (GEIS).
Cancer Chemother Pharmacol. 2016; 77: 133-46.
LépezPousa A et al. SEOM CI@I Guideline of management of soft-tissue sarcoma (2016). Clin Transl Oncol. 2016; 18: 1213-1220.

B
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Farmacos diana

en los sarcomas?

Mejorando la Supervivencia en Pacientes con
Sarcoma de Partes Blandas
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- Bloqueando VEGFR... =ELS

Farmacos diana

en los sarcomas? /
PDGFR VEGFR-1 VEGFR-2 VEGFR-3 c-KIT
o O

Tumour cell  eesessee
membrane eesesess

~ Proliferation Survival Migration
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- Bloqueando VEGFR... =ELS

Farmacos diana

en los sarcomas? /
PDGFR VEGFR-1 VEGFR-2 VEGFR-3 c-KIT
Cd KD
/)

Tumour cell eessesee . ‘
membrane eeessess ol s ebsbobbbbsed

Vl’azo;ﬁb . _ﬁﬁb ; — 420:;?, I

RAS PI3K FAK PLC % e

NN NS
L oW O WO
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Farmacos diana

en los sarcomas?

The PDGF and PDGFR
signaling pathway is also
Involved in cancer through
aberrant cellular signaling
and has been implicated in
modulating the tumor or
stromal microenvironment
and facilitating metastases
in several malignancies3+

SURVIVAL  §

PDGF-AA P ’ . PDGF-DD
PDGF-cC  PDGF-AB  ppGF-BB

A

Paulsson J et al Futyré Oncot2014:16:1695-708 L ’ brobizsios, NN
Ostman A et al. Adv Can¢g)Res 2001;80:1-3¢_) - T

- S Pagina 29
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Olaratumab

Recombinant human IgG1 monoclonal antibody that specifically binds PDGFRa!
Blocks PDGF-AA, PDGF-BB, and PDGF-CC binding and receptor activation?

Has demonstrated antitumor activity alone! or in combination with doxorubicin? in human
sarcoma xenograft models

PDGFAAY

T— ‘I'DDGFAB“
PDGFBB

STAT1/3

CELL GROWTH

TRANSCRIPTION
AND MIGRATION \‘
SURVIVAL PROLIFERATION
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Olaratumab and Doxorubicin Versus
Doxorubicin Alone for Treatment of
Soft-tissue Sarcoma: An Open-label
Phase 1b and Randomized Phase 2 Trial

nnnnnnnnnnn

i
/l\
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An Open-label, Multicenter, Phase 1b/2 Trial
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Study Design for Phase 1 Portion

Phase 1b (N=15)

Primary endpoint: Safety
Secondary endpoint: Pharmacokinetics

e
* Advanced STS, not amenable to ) \
surgery or radiotherapy Olaratumab 15 mg/kg D1,8 +
* Age > 18 years; ECOG PS =<2 Doxorubicin 75 mg/m? D1

* Any number of prior x 8 cycles (21 days)?

treatments; no prior Subsequent cycles: If benefit,
anthracyclines — / olaratumab monotherapy until disease
» Available tumor tissue to / \_ progression )
~ determine PDGFRa status

aDuring Cycles 5-8, patients receiving Dox could receive dexrazoxane prior to Dox on Day 1, at the investigator’s discretion
Tap WD et al. Lancet 2016;388:488-97

© 2016 Eli Lilly and
Company



An Open-label, Multicenter, Phase 1b/2 Trial

SARI{ONNECT
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Study Design for Phase 2 Portion

L Phase 2 (N=133) J
[ " Olaratumab 15 mg/kg D1,8
« Same entry criteria as Phase 1b R * Olaratumab
Stratifioat A Doxorubicin 75 mg/m2 D1 = mMmonotherapy until
« Stratification: N % 8 cvcles (21 davs)? progression
« PDGFRa (IHC) p || yeles ( ys) N J
* Lines of prior treatment 1 0 —_———— _
« ECOG PS M Optional
» Histology (leiomyosarcoma, IZ Doxorubicin 75 mg/m2 D1 mor?cl)zti;ae‘:trl;r;;/igfter
synovial sarcoma, other .
\ y ) / E x 8 cycles (21 days) _ progression
.

Primary endpoint: Progression-free survival (PFS) (predefined statistical significance: 2-sided alpha=0.2)
Secondary endpoints: Overall survival (OS), objective response rate, PFS, safety and pharmacokinetics
Biomarker: PDGFRa (IHC) and related ligands

. J/

aDuring Cycles 5-8, patients receiving doxorubicin could receive dexrazoxane, at the investigator’s discretion




— An Open-label, Multicenter, Phase 1b/2 Trial

SAR\(LJ,ONNECT Phase 2 Portion
Olara + Dox Dox
Characteristic (N=66) (N=67)
Age, years
Median (range) 58.5 (22-85) 58.0 (29-86)
Sex, n (%)
Male 26 (39) 33 (49)
‘ Female 40 (61) 34 (51)
Race, n (%)
White 55 (83) 60 (90)
Black 6 (9) 5(8)
Asian 2(3) 2(3)
Native Hawaiian or other Pacific Islander 1(2 0
Other 2(3) 0
Ethnicity, n (%)
Hispanic or Latino 6 (9) 2(3)
Not Hispanic or Latino 60 (91) 64 (96)
Missing 0 1(2)




— An Open-label, Multicenter, Phase 1b/2 Trial

SAR!(_ONNECT Phase 2 Portion

\\../
Olara + Dox Dox
Characteristic (N=66) (N=67)
ECOG performance status, n (%)
0-1 62 (94) 63 (94)
2 4 (6) 4 (6)
PDGFRa status, n (%)
Stratification assay
Positive 58 (88) 59 (88)
Negative 8 (12) 8 (12)
Exploratory assay (post hoc)P
Positive 18 (33) 19 (34)
Negative 37 (67) 37 (66)
Histological type, n (%)
Leiomyosarcoma 24 (36) 27 (40)
Non-leiomyosarcoma 42 (64) 40 (60)
Previous treatments, n (%)
0 27 (41) 31 (46)
21 39 (59) 36 (54)

aPDGFRa-positive status was defined as a staining result of 2+ or greater. The results from stratification assay results
were used to stratify randomization

bA positive status corresponds to weak intensity membranous staining comprising more than 30% of the tumor or
moderate-to-strong intensity membranous staining comprising >5% of the tumor, or both. A negative status corresponds
to staining that does not meet these requirements
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An Open-label, Multicenter, Phase 1b/2 Trial

Phase 2 Portion
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GRUPO ESPAROL DE INVESTIGACION EN SARCOMAS

Olara + Dox Dox
Histological type,2 n (%) (N=66) (N=67)
Leiomyosarcoma 24 (36) 27 (40)
Undifferentiated pleomorphic sarcoma 10 (15) 14 (21)
® Liposarcoma 8 (12) 15 (22)
Angiosarcoma 4 (6) 3(5)
Synovial sarcoma 1(2) 2 (3)
Neurofibrosarcoma 1(2) 0
Fibrosarcoma 1(2) 0
Other® 17 (26) 6 (9)

aThe following 8 subtypes were prespecified in the original study case report form: angiosarcoma, fibrosarcoma, leiomyosarcoma, liposarcoma,
neurofibrosarcoma, malignant fibrous histiocytoma (MFH), synovial sarcoma, and other. MFH was subsequently included into the
undifferentiated

pleomorphic sarcoma category to align with the most recent WHO soft tissue sarcoma classification

bOther subtypes were entered into the case report form as free text fields; therefore, some histologies were consolidated
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An Open-label, Multicenter, Phase 1b/2 Trial

Phase 2 Portion

Histological type, n (%) Olara + Dox (N=66) Dox (N=67)
Other
Alveolar soft part sarcoma 1(2) 0
Chondrosarcoma bone 0 2 (3)
Clear cell sarcoma 1(2) 0
Endometrial stromal sarcoma 1(2) 0
Epithelioid sarcoma 2(3) 0
Extraskeletal chondrosarcoma 0 1(2)
Extraskeletal myxoid chondrosarcoma 1(2) 0
Fibromyxoid sarcoma 1(2) 1(2)
Fibrosarcomatous transformation in a recurrent 1(2) 0
dermatofibrosarcoma
Hemangiopericytoma 1(2) 1(2)
Malignant glomus tumor 1(2) 0
Malignant peripheral nerve sheath tumor 1(2) 0
Malignant solitary fibrous tumor 1(2) 0
Myxofibrosarcoma 1(2) 0
Myxoid chondrosarcoma 1(2) 0
Myxoid sarcoma 0 1(2)
Soft tissue undifferentiated round cell sarcoma negative 1(2) 0
for EWS
Undifferentiated neoplasm 1(2) 0
Undifferentiated uterine sarcoma 1(2) 0
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An Open-label, Multicenter, Phase 1b/2 Trial

Phase 2 Portion

Patients screened N=167

\ 4

Patients enrolled and randomized
N=133 J

l

Patients randomized but
not treated n=2

Olaratumab + doxorubicin
NG

Reasons for Discontinuation (first 8 cycles) [a]
Radiologically confirmed progressive disease
Adverse events

Death

Withdrawal of consent

Others

Reasons for Discontinuation (Cycle 9 or later) [c] n
Radiologically confirmed progressive disease 21
Progressive disease (symptomatic deterioration) 3
Withdrawal of consent 3
Others 4
31

Patients randomized but J

\1'—) not treated n=2

Doxorubicin J

N=65
) 4

Reasons for Discontinuation (first 8 cycles) [b] n
Radiologically confirmed progressive disease 27

Adverse events 11
Death 1
Progressive disease (symptomatic deterioration) 7
Withdrawal of consent 5
Others 10
Completed treatment 4
65

Tap WD et al. Lancet 2016;388:488-97
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Frogressionfree Survival

Number at Risk

Olara + Dox
Dox

An Open-label, Multicenter, Phase 1b/2 Trial

Phase 2 Portion

INVESTIGATOR

assessment Olara + Dox Dox
10 - Patients/Events 66/55 67/48
Median, months 6.6 4.1
0.9 1 (95% CI) (4.1, 8.3) (2.8, 5.4)
HR (95% CI) 0.67 (0.44, 1.02)
0.8 - Stratified p-value .0615
0.7 4
0.6 4
0.5 4
0.4 4
0.3
0.2
—— Olara + Dox
019 —— Dox
| : |
0.0 +
T T T T T T T T T T T T T T 1
2 4 B 8 10 12 14 16 18 20 24 26 28 30
Time (Months)
66 50 39 29 21 15 11 6 3 2 1 1 1 0
67 38 28 13 7 7 7 4 2 1 1 0 0 0 0

aThe independent assessment of progression-free survival is included as an insert for comparison

Tap WD et al. Lancet 2016;388:488-97
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An Open-label, Multicenter, Phase 1b/2 Trial

Phase 2 Portion

INVESTIGATOR Olara + Dox Dox
10 - assessment

Patients/Events 66/39 67/52
0.9 5 Median, months 26.5 14.7

(95% ClI) (20.9, 31.7) (9.2,17.1)
0.8 - HR (95% CI) 0.46 (0.30, 0.71)
07 - Stratified p-value .0003

0.6 1

0.4 1

Owerall Sunvival
[}
[Ey]
|

0.3 1

0.2 4 —— Olara + Dox

. DOX T T T T T T 1
0.1 4
0.0 1 T T T T T T T T T T T T T T T T T T T T T T T T I
Number at Risk 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time (Months)
Olara + Dox 66 62 60 57 52 51 50 47 43 41 41 39 33 32 29 26 16 16 15 8 3 3 1 1 O
Dox 67 61 51 46 43 37 34 32 28 23 21 19 19 15 13 13 10 7 6 6 5 3 2 1 O

Tap WD et al. Lancet 2016;388:488-97
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Category

PDGFRa (Exploratory assay)

Number of lines of previous

treatment
Histological tumor type

ECOGPS
Sex
Age (y)

Weight (kg)

Duration of disease (mo)

Duration of most recent
prior systemic treatment (mo)

Grade

Albumin at baseline (g/L)

Liver metastases

Platelets at baseline (10%/L)

WBCs at baseline (10%/L)

Phase 2 Portion

Olara+ Dox Arm

Subgroup # Events
Positive 14
Negative 19
0 21
1 or more 18
Leiomyosarcoma 16
Other 23
0 20
1 16
Male 16
Female 23
18-<65 30
=65 9
<81.4 19
>81.4 20
<14.95 20
214.95 19
<412 8
24.12 10
Grade 1-2 5
Grade 3 21
Unknown/Not assessed 13
<38.0 22
=38.0 17
Yes 17
No 22
<300 26
=300 13
=10 34
=10 5

Dox Arm
N #Events N
18 17 19
37 26 37
40 36 47
26 16 20
24 24 27
42 28 40
36 30 38
26 19 26
26 28 33
40 24 34
48 33 43
18 19 24
29 31 37
37 21 30
33 29 34
33 23 33
11 10 12
15 6 8
12 10 15
29 25 29
25 17 23
29 30 37
37 22 30
26 19 22
40 33 45
49 29 41
17 23 26
59 38 52
7 14 15

An Open-label, Multicenter, Phase 1b/2 Trial

Favors Dox Arm

Favors Olara+ Dox Arm
T

01

: * |
. |
. |
.
. |
: .
. |
. |
: .
: .
———
.
: .
: .
. |
: ® |
. |
.
. |
I *
. |
! .
* I
. |
: . !
. |
: s |
——e—
.
T
0.5

2.1

“HR (95% CI)

0.64(0.31, 1.33)
0.40 (0.21, 0.73)
0.47(0.27, 0.81)
0.55(0.28, 1.10)
0.47 (0.25, 0.90)
0.56 (0.32, 0.97)
0.51(0.29, 0.91)
0.46 (0.24, 0.91)
0.55 (0.30, 1.02)
0.53 (0.30, 0.94)
0.54 (0.33, 0.89)
0.48 (0.22, 1.07)
0.53 (0.30, 0.94)
0.56 (0.30, 1.04)
0.38 (0.21, 0.68)
0.68 (0.37, 1.25)
0.48 (0.18, 1.26)
0.69 (0.25, 1.91)
0.46 (0.16, 1.35)
0.58 (0.32, 1.04)
0.42(0.20, 0.87)
0.60 (0.34, 1.05)
0.46 (0.24, 0.87)
0.45 (0.22, 0.89)
0.51(0.30, 0.88)
0.50 (0.29, 0.86)
0.73(0.37, 1.44)
0.55 (0.34, 0.87)
0.74 (0.26, 2.08)

Tap WD et al. Lancet 2016;388:488-97
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Phase 2 AEs Occurring in >15% of Patients? in the

Olaratumab + Doxorubicin Group
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GRUPO ESPAROL DE INVESTIGACION EN SARCOMAS

Olaratumab + Doxorubicin (N=64) Doxorubicin (N=65)
Event Any Grade Grade 3 Grade 24 | Any Grade Grade 3 Grade 24
Any adverse event, n (%) 63 (98) 24 (38) 27 (42) 64 (98) 25 (38) 20 (31)

Nausea 47 (73) 1(2) 0 34 (52) 2 (3) 0
FatigueP 44 (69) 6 (9) 0 45 (69) 2 (3) 0
Neutropeniac 37 (58) 12 (19) 22(34) | |23(35) 5 (8) 16 (25) |
Mucositis® 34 (53) Z21(3) 0 23 (35) 315) 0
Alopecia 33 (52) 0 0 26 (40) 0 0
Vomiting 29 (45) 0 0 12 (18) 0 0
Anemiaf 26 (41) 8 (13) 0 24 (37) 6 (9) 0
Leukopeniad9 26 (41) 14 (22) 9 (14) 12 (18) 5(8) 6 (9)
Constipation 22 (34) 0 0 21 (32) 1(2) 0
Diarrhea 22 (34) 2(3) 0 15 (23) 0 0
Decreased appetite 20 (31) 1(2) 0 13 (20) 0 0
Abdominal painh 15 (23) 2(3) 0 9 (14) 0 0
Pyrexia 15 (23) 0 0 12 (18) 0 0
Musculoskeletal pain' 41 (64) 1 1 16 ( 25) 1t 11
Febrile neutropenial 8 (13) 7 (11) 1(2) ] 9 (14) 9 (14) 0 ]
Infections and infestationsik 27 (42) 51(8) ) 27 (42) 4-(6) 315)
Infusion-related reaction’! 8 (13) 0 2 (3) 0 0 0

3AEs listed were reported in 215% of patients in the Olara + Dox group, except as noted

Notes b-c, e-h, and | are for a consolidated term comprising the preferred terms listed in each note
bFatigue, asthenia

®Neutropenia, neutrophil count decreased

dSome patients reported both neutropenia and leukopenia

eMucosal inflammation, oropharyngeal pain, stomatitis

fAnemia, hemoglobin decreased

9Leukopenia, white blood cell count decreased

"Abdominal pain upper, abdominal pain, abdominal pain lower

iPreferred terms reported were: arthralgia, back pain, spasms, musculoskeletal chest pain, myalgia, pain
in extremity

JEvents included were considered clinically important

KIncludes all preferred terms within the MedDRA system organ class of Infections and Infestations
'Hypersensitivity, infusion-related reaction, face edema from AESI

n (%) for musculoskeletal pain was 5 (7.8) for Grade 23 in the Olara + Dox group

TTn (%) for musculoskeletal pain was 1 (1.5) for Grade 23 in the Dox group



— Phase 2 AEs Leading to discontinuation, SAEs and
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Olaratumab + Doxorubicin (N=64) Doxorubicin (N=65)
Event, n (%) Any Grade Grade 3 Grade 24 |Any Grade Grade 3 Grade 24
TEAE 63 (98) 18 (28) 25 (39) 63 (97) 19 (29) 17 (26)
QfEtrlng[jrlnnegnio discontinuation [ 8 (13) 12) 3(5) 12 (18) 3(5) 5(8) ]
Serious AE
Any event 27 (42) 20 (31) 7 (11) 25 (38) 14 (22) 8 (12)
Treatment-related event 14 (22) 8 (13) 6 (9) 17 (26) 11 (17) 5(8)
Cardiac dysfunctionb 15 (23) 1(2) 0 11 (17) 0 0
Edema peripheral 10 (16) 0 0 7 (11) 0 0
Ejection fraction decreased 5(8) 1(2) 0 4 (6) 0 0
Congestive cardiac failure 1(2) 1(2) 0 0 0 0
Hepatojugular reflux 1(2) 0 0 0 0 0
Jugular vein distension 1(2) 0 0 0 0 0
Left ventricular dysfunction 1(2) 0 0 0 0 0
Cardiac Dysfunction
(excluding peripheral 5(8) 1(2) 0 4 (6) 0 0
edema)¢
LVEF (lowest postbaseline)
Nd 51 - = 32 - -
LVEF <50% 6 (12) - - 3 (9) - -

3|ncludes individual preferred terms from MedDRA

bSome patients reported >1 cardiac dysfunction event term

No patients with reported AE of peripheral edema had any reported AEs to suggest cardiac dysfunction
dNumber of patients assessed at BL and 21 post-BL timepoint
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Hospitalizations Olara + Dox (N=64) Dox (N=65)
Patients hospitalized, n (%) 25 (39.1) 24 (36.9)
Total number of hospitalizations 35 34

Number of hospitalizations per patient
Number of treated patients 25 24
Median (range) 1.0 (1-3) 1.0 (1-3)
Length of hospital stays
Number of treated patients 35 34

Median (range) 5.0 (2-15) 4.0 (1-40)




An Open-label, Multicenter, Phase 1b/2 Trial

Phase 2 Portion

Investigator Assessment

Independent Assessment

)

)

Olara + Dox Dox Olara + Dox Dox
Variable (N=66) (N=67) (N=66) (N=67)
Best overall response, n (%)
Complete response (CR) 2 (3.0) 1(1.5) 3 (4.5) 1(1.5)
Partial response (PR) 10 (15.2) 7 (10.4) [ 9 (13.6) 4 (6.0) J
Stable disease (SD) 39 (59.1) 34 (50.7) 37 (56.1) 36 (53.7)
Progressive disease (PD) 11 (16.7) 15 (22.4) 11 (16.7) 15 (22.4)
Not evaluable 4 (6.1) 10 (14.9) 6 (9.1) 11 (16.4)
Disease control rate (CR+PR+SD)
n (%) 51(77.3)  42(62.7) || 49(742)  41(61.2)
95% CI (65.3,86.7) (50.0,74.2) | (62.0,84.2) (48.5,72.9)
Objective response rate (CR + PR)
n (%) 12 (18.2) 8(11.9) | 12(18.2) 5 (7.5)
95% ClI (9.8, 29.6) (5.3, 22) (9.8, 29.6) (2.5, 16.6)
p-value (Fisher’s exact test) 3421 .0740
Duration of response, months
Median 8.3 8.2
95% CI (2.7,12.7) (2.8, 14.5)

Tap WD et al. Lancet 2016;388:488-97
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Phase 2 Portion

Olara + Dox Doxa
Post-treatment regimen, no. regimens (%) (N=66) (N=67)
Any additional treatment [44 (67) 33 (49}
1 18 (27) 16 (24)
2 12 (18) 10 (15)

3 9 (14) 2 (3)

4 1(2) 1(2)
>4 4 (6) 4 (6)

a0Olaratumab monotherapy was not counted as a regimen for patients on the doxorubicin arm, who elected to receive olaratumab
monotherapy upon disease progression following doxorubicin therapy

Tap WD et al. Lancet 2016;388:488-97



— An Open-label, Multicenter, Phase 1b/2 Trial

SAR\(L.-’/ONNECT Phase 2 Portion
Olara + DoxaP DoxP
(N=64) (N=65)
Median duration of treatment, weeks (range; IQR)
Olaratumab 26 (3-128; 11-44) —
Doxorubicin 21 (3-29; 12-24) 12 (3-25; 6-24)

Median number of infusions (range; IQR)2

Olaratumab @-83; 6-26) —

Olaratumab monotherapy postcombination (n=34) 9 (2-68; 4-24) —
Olaratumab monotherapy (postprogression) (n=30) — 4 (1-81; 4-8)
Doxorubicin @-8; 3-8) 4 (1-8; 2-8)

Patients completing 8 cycles of treatment, n 31 17

2Patients received olaratumab intravenously on Day 1 and Day 8 of each 21-day cycle
bpatients received doxorubicin on Day 1 of each 21-day cycle

Data cutoff date: 16 May 2015 Tap WD et al. Lancet 2016:388:488-97



Olaratumab tras el tratamiento con olaratumab + doxorubicina:

SAR\(&//ONNECT efectos de la monoterapia (mono) en el ensayo clinico de fase Il JGDG
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Aleatorizacion 1:1

N= 66: Ciclos 1-8 N= 67: Ciclos 1-8
Olaratumab 15 mg/kg (dias 1 y 8 de un ciclo de 21 Doxorubicina 75 mg/m?
dias) seguido de doxorubicina 75 mg/m? (dia 1)2 (dia 1 de un ciclo de 21 dias)

Post-olaratumab + doxorubicina Post-doxorubicina
N=34: N=30:
Pacientes que continuaron con olaratumab en Pacientes que eligieron recibir terapia con olaratumab
monoterapia tras 8 ciclos (sin progresion) en monoterapia tras progresion

Todos los pacientes recibieron olaratumab en monoterapia 15 mg/kg (dias 1 y 8 de un ciclo de 21 dias) hasta que se cumplié alguno de los criterios de
descontinuacion

aDurante los ciclos 5-8, a los pacientes que recibieron doxorubicina se les permitié recibir en el dia 1, a discrecidn del investigador, dexrazoxano junto con doxorubicina en una
relacion 10:1, antes de la infusion de doxorubicina.

Martin-Broto J, SEOM 2018
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Olaratumab tras el tratamiento con olaratumab + doxorubicina:

efectos de la monoterapia (mono) en el ensayo clinico de fase Il JGDG
Els

GRUPO ESPAROL DE INVESTIGACION EN SARCOMAS

Event Median
30 9.8 PFS
17 317 0OS

/) . s
%* Olaratumab en monoterapia después de olaratumab +
doxorubicina.

J/

** SG: 31,7 meses (IC 95%; 23,3, NE)

— e )

** SLP. 9,8 meses (IC 95%; 7,2, 13,2)

/ . s .7
%* Olaratumab en monoterapia después de la progresion
con doxorubicina sola:

J/

, , , , , | ! [ %* SG: 13,5 meses (IC 95%; 8,4, 21,7)

At Risk:
PFS

0S

17
34

15 18 21 24 27 30 33 36 39 42 45 48 .
%* SLP: 1,5 meses (IC 95%; 1,3, 2,6).

Time (months)

4 3 2 1 1 0 0 0 0 0 0 0
34 30 28 23 22 19 11 11 4 3 1 0

Numero de ciclos por paciente

Post-olaratumab + Post-doxorubicina

doxorubicina

N=34 N=30
Mediana 4,5 2,0
Rango (1,0, 34,0) (1,0, 42,0)
Pacientes que recibieron >10 ciclos 10 3 Martin-Broto J, SEOM 2018




Olaratumab tras el tratamiento con olaratumab + doxorubicina:
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SAR\(L"/ONNECT efectos de la monoterapia (mono) en el ensayo clinico de fase 11 JGDG
et Perfil de seguridad; TEAE 215,0%: Olaratumab en monoterapia S EIlS
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Post-olaratumab + doxorubicina 9post-olaratumab + doxorubicina: se observaron
- N=34 acontecimientos adversos graves G3: dolor abdominal,
Cualquier grado Grado 232 o ) ] ] o
Acontecimientos adversos serios, n (%) 8 (23.5) 7(20.6) obstrucc:or; del lrztc?stmo de/quo, rotura del dispositivo,
hemorragia hepdtica, troponina elevada, dolor en la
Pacientes con acontecimiento adverso, n (%) 32 (94,1) 11 (32,4) extremidad y dolor pleuritico. No se comunicaron AAG de
Diarrea 8 (23,5) 0 G40G5.
Edema periférico 6(17,6) 0 bUna reaccién fatal relacionada con la infusion se
Espasmo muscular 6(17,6) 0 resentd como un paro cardiaco a los pocos minutos de
Dolor en extremidad 6(17,6) 1(2,9) p ) ] u_ ) p P ) u
Post-doxorubicina la primera infusion de olaratumab en un paciente con
N =30 cardiopatia grave (cardiomiopatia isquémica, infarto de
Cualquier grado Grado 23° miocardio, insercion de stent arterial coronario,
Acontecimientos adversos serios, n (%) 9(30,0) 9(30,0) taquicardia ventricular) que suspendié doxorubicina
Pacientes con acontecimiento adverso, n (%) 26 (86,7) 11 (36,7) debido a una fraccion de eyeccion reducida. Este
paciente no recibio ninguna medicacion previa a la
Fatiga 6 (20,0) 2(6,7) infusion de olaratumab.
Ndusea 6 (20,0) 1(3,3)
Vémito 5(16,7) 0 Dos pacientes presentaron neutropenia, uno de los
Diarrea > (16,7) 0 cuales fue de G3.
Anemia 5(16,7) 1(3,3)
Mareo 5(16,7) 0

Martin-Broto J, SEOM 2018
TEAE, acontecimientos adversos surgidos durante el tratamiento. Resumidos usando la clasificacion por érganos y sistemas de MedDRA, términos preferidos y términos consolidados.
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¢ Initial analysis of PDGFRa expression showed 88% of tumors in patients treated with
olaratumab + doxorubicin and 88% of tumors in patients treated with doxorubicin
were PDGFRa positive; however, this assay was subsequently found to have poor
specificity for PDGFRa by also detecting PDGFRB, precluding meaningful data
analysis

¢ Reanalysis of study tumor samples with an assay that had better specificity for
PDGFRa showed that 33% of tumors in patients treated with olaratumab +
doxorubicin and 34% of tumors in patients treated with doxorubicin were positive
for PDGFRa, consistent with a 2015 study?

¢ The interaction effect between PDGFRa expression (positive or negative) and
treatment was not significant for either OS (p=.3209) or PFS (p=.5924)

aPDGFRa-positive status was defined as a staining result of 2+ or greater. A positive status corresponds to weak intensity membranous
staining comprising >30% of the tumor or moderate-to-strong intensity membranous staining comprising >5% of the tumor, or both. A
negative status corresponds to staining that does not meet these requirements

Movva S et al. Oncotarget 2015;6:12234-47
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Table 33: Overview of treatment-emergent adverse events — Safety population study JGDG (Phase 2)

Mejorando la Supervivencia en Pacientes con
Sarcoma de Partes Blandas

ElsS

GRUPO ESPAROL DE INVESTIGACION EN SARCOMAS

Contrel Arm: Olaratumak

III.'I-'E;I'iE:_ItiIl]lll Ane’ c':'nt_“ﬂ Arm’ MMonstherapy after Dozorubicia”
MN=54 N=63 N =30
Parameter* ni{%) g (%) o {%a)
FPatients with Any Adverse Event 63 (95.4) o4 (98.5) 26 {B6.T)
Pelated to Any Study Dmg £3 (02 1) 63 (06 0) 13 (13.3)
Felated to Olaranumal e e 11 (36.7)
Pelated to Chemotherapy £2 (06 0) 63 (06 0) TOLN)]
FPatient; with Anv Treamment-Emergent SAE 27422 15 (38.5) 9 (30,0
Pelated to Amy Study Drug 14 21.0) 17(262) (6.7
Eelated to Olaraumab 10113.6) NA 2(6.T)
Beluted to Chemotherapy 12 (18.8) 17262 1033
Patieat: with Any Grade =} Adverse Event | a1 (70T =501 | 11 {367y
Feelated to Auy Study Drug 43 (67.2) 36(354) 1 (6.7
Pelated to Olaranumab 20 (45.3) NA 1 (B.T)
Feelated to Chemotherapy 40 (62.5) 36(154) 103.3)
Patients with Any AF Leading te Discontinuntion of Any Study Drus | says 12(18.5 | 16T
Any AE [ eadmg to Discontmaation of Olaratumab Ouly 1[16) NA 2(6.T)
Any AF Leading to Discontimmtion of Dexorabicin Only 147 12(18.5) D
Any AF 1 eadmg to Discontimution. of Both Olaratumab and Doxorubicin 406.3) 0 0
Fardents wiih Any AF with Outcome Dea on Treatment 0 S(T.7T) 2{6.T)
Palated to Any Study Ding 0 23.1) 13.3)
Eelated to Olarammaly 0 Na 13.3)
Palated to Chemofherspy 0 231 13.3)
Patients with Any AF with Ontcome Dearh within 30 dags of Lazt Diass 0 4(6.2) 2 (6.7
Peluted to Any Study Dz 0 2(11) 13.3)
Eelated to Olaranimah 0 NA 130
Feelated to Chemotherapy 0 2(3.1) 10.3)

Abbreviatons: AE = sdverse event; N = mumber of treated patieats; n = number of patents m category; MA = not applicable; SAE = serious adverse event.

a The median mmber of doxorubicin nfusions in the Investigational Ammwas 7 and 4 in the Control Amm (Table 1.7.4.3).

b Patients mitially randomized to the Contral Arm who received claramab monatherapy after discortinuation of dosonbicin.
¢ Adverse event with missing or unknovn relationship to stady drug is counted as ‘related”

A
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significant improvement of 11.8 months in median OS over
doxorubicin alone (p=.0003) without an increase in serious
toxicity, despite higher cumulative doxorubicin exposure

* Altogether, the pronounced survival benefit, along with an
acceptable safety profile including cardiac safety, represents %
a positive benefit-risk profile for olaratumab plus doxorubicin in
the treatment of patients with STS

/ Tap WD et al. Lancet 2016;388:488-97
()
N, o
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* This study met its predefined, statistical primary endpoint for FV

* Olaratumab added to doxorubicin achieved a statistically (
%
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Variable principal: SLP
Variables y tipo de analisis | Variables secundarias: SG, TRO, cambio del tamafio tumoral

Analisis estadistico tipo ITT

El disefio requeria 130 pacientes para una estimacion de ‘m,/g/f)ra
de la mediana de SLP del 50% en el brazo intervencidn respecto
al control, con una HR de 0,67, un poder estadistico del 80‘%\
un nivel de significaciéon de colas del 0,2 /V
Olaratumab 15 mg/Kg d1 y d8 + doxorubicina 75 mg/mzu;il
(ciclo de 21 dias), 8 ciclos??

Calculo del tamano muestral

Grupo intervencion

Grupo control Doxorrubicina 75 mg/m? d1 (ciclo de 21 dias), 8 ciclos?

R %
3 Ciclos 5-8 = Pacientes podian recibir, a criterio del investigador, dexrazoxano 750mg/m? %
previo a doxorubicina para minimizar la cardiotoxicidad. Todos lo recibieron.

bTranscurridos los 8 ciclos:
~*Brazoexperimental continua con olaratumab en monoterapia hasta progresion de la
/ enfermedad/toxicidad inaceptable.
* Brazo control podian iniciar olaratumab en monoterapia tras progresion durante el
o
O

tratami@to con doxorubicina en monoterapia. ,
— Baginal5s
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Olaratumab+Doxorrubicina |Doxorrubicina ?
Variable principal
(n=66) (n=67) D -

SLP mediana (meses) (leclv4)0 6,6 (4,1-8,3) 4,1(2,8-5,4)

HR (|C95%) o] 0,67 (0,44-1,02); 0,0615*
Olaratumab+Doxorrubicina |Doxorrubicina
Variables secundarias
(n=66) (n=67)
26,5 (20,9-31,7) 14,7 (9,2-17,1)
SG medlana (meses) (1C95%)
0,46 (0,30-0,71); 0,0003
Tasa de respuesta objetiva (%) 18,2 (9,8-29,6) 11,9 (5,3-22,2) o
(mediana) (1C95%) p=0,3421 |
Cambio del tamaiio del tumor (%) 10,3 8,2
(media) (1C95%) p=0,7081
/ *AIcanz;IKr{vel de significacion predefinido
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Curva Kaplan-Meier de SG

Curva Kaplan-Meier de SLP

Olaturah  Doxarubicin = Obmtumbd  Domorubicin
10+ plus dooorubicin e phus doxorubicin
o Patientsjdeaths 6455 G748 09 Patienty/deaths 6639 67152
Median months 66 41 Median months 265 147 /
08 (5w [4-1-83) (2E-5-4) 08+ (95% Q) (209-317) (92-17)
_ HF!-:s_as'.\a u)] oufiF (044-1.02) 07- HR (95% Q1) 046 (030-071)
z 07 Stratified pvalue Q0615 e Stratifed p value 00003
3 e g 06
¥ Independent Olaratumab Domarubicin =
= 05 assessment* phus domorubicin % 05+
s Fatients/deaths GBI 67134 $ o044 D
g o Medion manths B 4 3 o
T 037 (5% ) {559-8) {357-4) 034
= HR[55% ) b7 (D40-1.12) N\
o7 Stratified p value 017208 024
o1 —L— Olaratumab plus dexombicn 014
—— Doxorubicin a
o g3 L L4 o 4 1 i & 2 ds 36 28 30 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 ,/ [
|
Number at risk Time (months) Number at risk S famtin | |
Qlaratvmab 66 50 39 29 21 15 | & 3 3 2 2 1 1 1 o0 Olaratumab 66 62 60 57 52 51 50 47 43 41 413933 322926161615 8 3 3 1 1 0 i
plus deeconubicin plus daxorubicin (O
Dmorvbicin 67 3B 28 13 7 7 7 4 2 1 1 1 o ] o o Doxorubicin 67 61 51 46 43 37 34 322823211919 15131310 7 66 5§ 3 2 10

f Reduccion del riesgo de muerte en un 53,7% &
Mediana de supervivencia del 80% mayor en el brazo experimental %

Efecto consistente en todos los subgrupos
Analisis de sensibilidad confirman resultados clinicamente relevantes

EC fase 3 (ANNOUNCE) en marcha para confirmar los resultados del fase 2

/\ Puntuacién de 4 sobre 5 segun ESMO-MCBS J
O

-
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Nauseas (73,4% vs 52,3%)
Mucositis (53,1% vs 35,4%)
Vomitos (45,3% vs 18,5%)
Diarrea (34,4% vs 23,1%)

Gastrointestinales

e Cualquier grado: 59,4% vs 38,5%
e Grado 3: 18,8% vs 7,7%

e Grado 24: 35,9% vs 26,2%

e G-SCF: 54,7% vs 36,9%

Tasa de infeccion
y neutropenia
febril similar

Neutropenia

e Cualquier grado: 64,1% vs 24,6%

Dolor musculo- e Grado >3:7,8% vs 1,5%
esquelético e Extremidades: 23,4% vs 1,5%

e Mas frecuente antes del 52 ciclo

macién O + D presenta mayor toxicidad que la monoterapia con D

O |- Mayor exposicion a doxorubicina en brazo experimental (mediana de 7 vs. 4 ciclos de D)
) Efecto aditivo de EA mielosupresores y grastrointestinales debidos al dexrazoxang2n@ 58
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INFORME DE POSICIONAMIENTO TERAPEUTICO OLARATUMAB ﬂJsRTRU‘F:'ﬂ&'}

. . Olaratumab esta indicado en combinacidn con doxorubicina para

Informe de Posicionamiento el tratamiento de pacientes adultos con sarcoma de partes blandas en

. estadio avanzado que no son candidatos para tratanvento con cirugia

Terapeutico de olaratumab o radioterapia, y que mo han sido tratados previamente con
doxorubicina.

frmvo s . . '
(Lartruvo") para el tratamiento de Olaraah oo prevens como o2 conoeniado & 10 e/l poa

primera linea de sarcomas de partes solucion para perfision
La dosis recomendada es de 15 mgkp adnumstrada por

blandas avanzados perfission intravenosa los dias 1 y 8 de cada ciclo de 3 semanas hasta
progresion de la enfermedad o toxicidad inaceptable. Olaratumab se
IPT. 42/2017.V1 administra fras premedicacion con dexametasona v un
b
O O
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Mejorando la Supervivencia en Pacientes con
Sarcoma de Partes Blandas

Olaratumab, en combinacion
con Doxorubicina, es
aceptado para su uso a
través del Cancer Drug Fund.

Existe un acuerdo comercial
con el laboratorio.

Olaratumab es aceptado en
la indicacidn estudiada.

P
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OIaratumab+Doxorubicina Doxorubicina

0: 1198,08 €/vial 500 mg
0: 455,27 €/vial 190 mg 42,62 €/vial 100 mg /

D: 42,62 €/vial 100 mg 4,26 €/vial 10 mg

Precio unitario

D: 4,26 €/vial 10 mg

5
O:15mg/Kgdias 1y 8 75mg/m?dia 1 //

Posologia D: 75 mg/m?dia 1 U
Ciclo 21 dias Cldle 21 elfes 5 0

Coste ciclo (21 dias) 5758,26 € 55,40 € - @%

Coste tratamiento® (mediana) 47436,40 € 221,60 €
Coste tratamientoP (media) 55633,52 € 243,76 € % (
Coste incremental/tratamiento*“ +47214,80 €

Coste incremental/tratamiento¥? +55389,76 €
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Estimacion de la poblacion diana en tratamientos de duracion limitada
Escenario: Pacientes con SPB avanzado.

Ambito y horizonte temporal: Catalunya/SISCAT. Horizonte temporal 1afio. ?
Estimacion: Datos epidemioldgicos segun GenCat.
Poblaciéon de referencia (habitantes) 7.477.131 O o
Poblaciéon con SPB 0,0047 % 351 casos nuevos /) ///\
Al diagndstico: 35-70 [ [
10-20 % i
Poblacion con SPB avanzado Después del diagndstico: 140-210 |
40-60 %
Total: 175-280 pacientes
Adultos con SPB avanzado, no susceptibles de Q\
tratamiento con cirugia o radioterapia,| 44,4-66,7 % 77-186 pacientes % e
previamente no tratados con antraciclinas Qb

Coste incremental

paciente/tratamiento
47.214,80 € (mediana) 3.635.539,22 — 8.781.951,9 €

55.389,76 € (media) 4.265.011,67 — 10.302.495,7 €

) S Pagina 62
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SECOND LINE
and BEYOND

Votrient (Pazopanib)*

Doxorubicin Approved on PFS with no significant OS

benefit

Nothing else has been approved front line Yondelis (Trabectedin)

. V}
since the 1970’ Approved in EU for use in L’s subtypes after

Anthracyclines and ifosfamide failure

*Gemcitabine/docetaxel and Halaven (Eribulin)
Ifosfamide/doxorubicin are also used approved for the treatment of adult

patients with unresectable liposarcoma
who have received prior anthracycline
containing therapy

*Efficacy of pazopanib for treatment of liposarcoma has not been demonstrated.
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 Doxorubicin and ifosfamide are the most active drugs
and constitute the standard treatment for advanced STS.
The association of doxorubicin and ifosfamide
increased the response rate and toxicity but did not
ALNIBALTH  ionificantly improve survival in randomized trials [13]
Doxorubicin (I, A). Therefore, the recommended first-line treatment
is doxorubicin at 75 mg/m® and ifosfamide at 6-9 g/m?
being an alternative for contraindication of doxorubicin
Nothing else has been apprc or as a second-line treatment after doxorubicin failure.
However, the llﬂ;f: nf a nmnbmaunn Teg;mﬁ:n nf bl:.]ﬂ'j ‘s subtypes after
drugs could be justified when obtaining an objective Y\l ReITE:
response to improve sympioms or resectability is
‘ important (1L, B).
HOBETWGEVLVCHTIENE « Olaratumab in combination with doxorubicin is the
most recently approved drug in Europe in advanced
STS patients. A randomized phase II trial that includes
anthracycline-naive patients, although 55% of them had
received chemotherapy, showed benefit in PFS
(6.6 months with olaratumab plus doxorubicin and :monstrated.

e 4.1 months with doxorubicin (HR 0.67, p = 0.0615),
/\ and median OS (26.5 months with olaratumab plus
doxorubicin and 14.7 months with doxorubicin (HR

O O 0.46, p = 0.0003) (II, B) [14].
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Clinical Profile of Patients Eligible for
Doxorubicin + Olaratumab Therapy

Metastatic/
advanced STS

No previous
perioperative
chemotherapy?

Doxorubicin
naive

Adequate cardiac
condition
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Dianas no moleculares

en los sarcomas?

Estudio con mas de 4000 pacientes.
Los pacientes intervenidos en centros de referencia presentan una mayor supervivencia y un mejyemﬂado funcional.
O

o s | B gy e
= 08— ﬂloonIume > 0.8 _nLoonIume == i
z Center e Center e
@ 06— @ 06- /7 L7
3 ™7 3 A. Todos los pac@entes
§ 02 § 0.2 v
) B. Tumores alto grado
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T T I I [ 1 5
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CONFIRMACION PERFIL MOLECULAR - COMITE
HISTOLOGICA (SI INDICADO) MULTIDISCIPLINAR
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