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Caunt B3anmoaemnctaua p53 c MDM2

Ol- cnupanb p53 (pparmeHT 6enkKa)

KntoueBow cant B3aumoaencrama p53
¢ MDM2 orpaHu4yeH Tpemsa
OCHOBHbIMM aMWUHOKMUCIOTaMM —
Phel9, Trp23 n Leu26.

~ P53-cBA3biBaowmin gomeH MDM?2




Yknagka p53/MDM2 Nutlin-3a




TpunTOPaHOBbLIN MOTMB B CUHTETUYECKUX MHTMBUTOpPax MIDM2
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CpaBHeHUue sHeprumn KoHpopmaunn MDM2

Elucidation of Ligand-Dependent Modulation of Disorder-Order
Transitions in the Oncoprotein MDM?2

J. A. Bueren-Calabuig, J. Michel, 2015



ANHAMUKKU N-KOHLEBC




onpegeneHne KoOHC

of the N-Terminus of Human MDM?2 by Small Molecule
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Cxopgcteo yknaaku Nutlin-3a n Nutlin-3b 8 nonoctu MDM?2




Pasnnumna yknaaku Nutlin—3 nNutlin-3b B nonoctn MDM?2

Nutlin-3a EC., Nutlin-3b
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AmunHokmncnotoel MDM?2 B3amoaencTeytoLme ¢ IMraHAoM
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0e nonoxeHne MDM




0e nonoxeHmne MD




Abl TuraHa-6eno
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AMnHoKncnotel MDM?2 B3anmoaencTBytoWwme ¢ IMraHA0M
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10e nonoxeHme MD




Benok Bcl-2

ABT-737

3ddekTnBeH B pM
KOHLLEHTpaLmaxX

ABT-737



Yknagka ABT-737 B p53-cBa3biBatoLen nonoctn MDM2
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E, kcal/mol
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KAnHu4eckne ncnbiTaHMA akTMBATOPOB P53

Compound

"RG?] 12 (also know
I as RO5045337)
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) RG7112 (also known:|

| as R0504533?}W|thll
| Cytarabine

: RG7112 (also known
j as RO5045337) with
\doxorubicin
Iy’l'%f)%?} 3781

I

' RO5503781 with

1 cytarabine
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MI-773 (also known
as SAR405838)

DS-3032b
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PRIMA-1MT (also
known as APR-246)

Mechanism of
action

e e e
Small-molecule
MDM?2 antagonist

Small-molecule
MDM2 antagonist

Small-molecule
MDM2 antagonist

Small-molecule
MDM2 antagonist

Small-molecule
MDM?2 antagonist

Small-molecule
MDM2 antagonist

Small-molecule
MDM2 antagonlst

--------_

Reactivation of
mutant p53

Status

Phase | trial in advanced

solid tumours, solid tumours,
haematological neoplasms and
liposarcomas (all completed)

Phase | in AML (completed)

Phase | in soft tissue sarcoma
(completed)

Phase | in advanced malignancies
(recruiting)

Phase | in AML (recruiting)

Phase | in malignant neoplasms
(recruiting)

Phase | in advanced solid tumour
lymphoma (recruiting)

Phase | in haematological and
prostatic neoplasms (completed)

ClinicalTrials.gov Company
identifiers

NCT00559533 Roche
NCT01164033
NCT00623870
NCT01143740
NCT01635296 Roche
NCT01605526 Roche
NCT01462175 Roche
NCT01773408 Roche
NCT01636479 Sanofi
NCT01877382 Daiichi
Sankyo
NCT00900614 Aprea
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There are more than 65,000 papers
published on p53, but these do not yet
provide an unequivocal prediction as to
which human tumours are most likely to

respond to these therapies with the best
therapeutic index
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