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HALLMARK #4:
EVASIONE DAI MECCANISMI ONCOSOPPRESSIVI
INTRINSECI
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RESISTENZA ALLA MORTE CELLULARE )




Le cellule tumorali sono sottoposte a molteplici stress |JJ
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Le strategie terapeutiche mirate all’induzione di

morte cellulare devono essere mirate ai meccanismi

di morte che sono attivi nelle cellule tumorali
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Apoptosi: via estrinseca e via intrinseca ]J
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Effettori dell’apoptosi: le CASPASI
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Regolatori dell’apoptosi JJ

» Membri della famiglia di Bcl-2 (B-cell lymphoma 2)

> Inhibitori dell’ apoptosi (IAPs)

> Antagonisti di IAP (SMAC/DIABLO)



Death receptor-mediated pathway Vi3 estrinseca
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Regolatori dell’apoptosi IJ

» Membri della famiglia di Bcl-2 (B-cell lymphoma 2)

> Inhibitori dell’ apoptosi (IAPs)

» Antagonisti di IAP (SMAC/DIABLO)
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Interazioni regolatorie tra i membri della famiglia di Bcl-2 J
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L’attivazione della via intrinseca @ mediata dalle
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| membri della famiglia di Bcl2 regolano I'equilibrio
tra sopravvivenza e morte cellulare
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Regolatori dell’apoptosi JJ

» Membri della famiglia di Bcl-2 (B-cell lymphoma 2)

> Inhibitori dell’ apoptosi (IAPs)

» Antagonisti di IAP (SMAC/DIABLO)
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Inhibitor of apoptosis proteins IAPs ]J
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IAP antagonists l
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Meccanismi di evasione dall’apoptosi ]J

engeds:s:of i Underexpression
~  death signals Overexpression of proapoptotic
Reduced - (. of antlap?ptotlc proteins
expression of | @ @ @ proteins Group 11 Group 111
Group I Bid, Bim, Bax, Bak,
Bcl-2, Bel-xL, Puma, Bok/Mtd
Mcl-1, Bel-w, Noxa,Bad,
A1/BF-1, Bmf, Hrk, Bik
BclB/Bel2L10

Expression of
decoy receptor

Impaired receptor withoutdeath

signaling doman Disrupted balance of
pathway Bcl-2 family of
tei
Res 201 & Cancer PrOTEInS
_canc®
L EXP o
\Nong Apaf-
_ . represswn XIAP
g Reduced ‘ Increased

Defects/ mutations expression of expressionof 4g

in p53 caspases IAPs



Deregolazione dei membri della famiglia di Bcl2 J
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Apoptosis

Chen J Cancer 2016
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Terapie mirate per I'induzione di apoptosi ]J

TRAIL receptor agonists BCL-2 or BCL-X, ! BH3 mimetics

BAX or BAK ‘.

Bcl-2 targeted chemotherapeutics
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Farmaci contro Bcl2

Table 1 | BH3-mimetics undergoing clinical trials for cancer indications

BH3-mimetic Alternative name Targets

ABT-199 Venetoclax
S-055746 None
PNT-2258 None

BCL-2

BCL-2

BCL-2

Therapy
Single agent

Combination*

Single agent

Single agent

Indication

Chronic lymphocytic leukaemia

Acute myeloid leukaemia
Diffuse large B cell lymphoma
Follicular lymphoma
Lymphoma

Mantle cell lymphoma
Multiple myeloma
Non-Hodgkin lymphoma
Chronic lymphocytic leukaemia
B cell non-Hodgkin lymphoma
Diffuse large B cell lymphoma
Follicular lymphoma

Non-Hodgkin lymphoma

Haematological malignancies including

myelodysplasia

Diffuse large B cell lymphoma
Follicular lymphoma
Non-Hodgkin lymphoma

Clinical trial
Phase lll

Phase I/1l
Phase |
Phase |
Phase |
Phase |
Phase |
Phase |
Phase lll
Phase I/1l
Phase I/1l
Phase Il
Phase ll
Phase |

Phase ll
Phase ll
Phase Il

Data compiled from the Global Data database: http://healthcare.globaldata.com/ (accessed July 2015). *Combination with standard of care therapies.

Delbridge Nat Rev Cancer 2013



Table 1. Clinical trials with Smac mimetics

IAP targeted chemotherapeutics

Compound Combination Cancer type Status Phase I/II
LCL-161 None Solid tumors Completed Phase |
LCL-161 None Leukemia Recruiting Phase I
LCL-161 Paclitaxel Solid tumors Completed Phase |
LCL-161 Paclitaxel Solid tumors Recruiting Phase |
LCL-161 Paclitaxel Breast cancer Completed Phase I
LCL-161 Gemcitabine Pancreatic cancer Recruiting Phase |
LCL-161 Cyclophosphamide Multiple myeloma Recruiting Phase I
GDC-0152 None Solid cancers Completed Phase |
CUCD-427 None Lymphoma Recruiting Phase |
Birinapant None Solid tumors Completed Phase I/
Birinapant None Solid tumors, lymphoma Completed Phase |
Birinapant None AML Completed Phase /Il
Birinapant None Ovarian, peritoneal and fallopian tube cancer Completed Phase |
Birinapant Gemcitabine Solid tumors Terminated Phase |
Birinapant 5-Aza MDS Active, not recruiting Phase I/II
Birinapant 5-Aza MDS, CMML Recruiting Phase I
Birinapant Conatumumab Ovarian, peritoneal and fallopian tube cancer Recruiting Phase |
AT-406 Daunorubicin, cytarabine AML Terminated Phase |
Debiol143 None Solid tumors, lymphoma Completed Phase |
Debiol143 Paclitaxel, carboplatin Solid tumors Recruiting Phase |
Debiol143 Cisplatin, radiotherapy Head and neck carcinoma Recruiting Phase I/
HGS1029 None Solid tumors Completed Phase |
HGS1029 None Lymphoid malignancies Terminated Phase |

Abbreviations: 5-Aza, 5-Azacitidine; AML; acute myelogenous leukemia; CMML, chronic myelomonocytic leukemia; MDS, myelodysplastic syndrome.

Fulda Clin Cancer Res 2015
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Induzione di morte cellulare tolerogenica e immunogenica: ]J
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Induzione di morte cellulare tolerogenica e immunogenica:
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Induzione di morte cellulare immunogenica e non immunogenica:
implicazioni terapeutiche

a Vaccination Rechallenge Outcome
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with ICD inducer Live tumor cells
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