















































Figure 6
A

Synergy | N Antagonism

BxPC3 PANC-1 BxPC3 PANC-1
p1s| o1 01 01 02 04 07 pas| o1 01 02 04 0F = T T
03s|oz 01 02 02 05 08 03efo1 01 02 03 06 % Egg{;z;i;f;“m sgggzéi;:a'm
‘S 1004 ' 004 |
% 072l 01 01 01 02 04 0F é 078l o1 o1 01 o3 o5 MO8 ;' CJonc212+2-0G ] onc21242-DG
]
(L] 15101 01 01 01 02 03 ] 1.56| 01 01 01 03 04 0OF g
D D E]:‘ 50
OIJ 313|041 01 04 041 04 0.2 f.{l 313|001 01 02 03 06 J08 _a
25|02 02 01 01 01 0.2 625101 01 01 02 03 05 E o
5 o
125|02 01 01 01 01 04 25|02 02 02 02 02 03 <
0.06 0.13 0.25 0.5 1 2 0.06 013 025 05 1 2
ONC212 uM ONC212 uM =
B C Degradation of D
respiratory chain
ONC212 - + - + mitochondria AT enaymes P=0.0082
SOH -
2DG - - + + NDUFA12 | 1cO 6000
o O e ‘ !
- [ ] | ]
PARP —— — — - 97 kDa e “‘E
— innipion
cPARP £ 40001
- 51 kDa
PERK | ONC212 E
©
- >
ST T . 5 2000 |
| ophosaddicted | glycoaddited 5 ;
Ran | eese-——— - 23 kDa . |||
Decreased ATP Decreased ATP 0 D
Activation of AMPK | 2.pg| Activation of AMPK e A N N
ERK inhibition ~ [€—— Glycolysis & .-l?p &°
Apoptosis ERK phosphorylation S 6@0
Drug resistance P
Vehicle Combination ——
BN TS e ¥ "o ik &
B, a2l .-: = ' o .| g 1so0 !_‘
=' -._' '.v. " A ... é“w 2e -
ki67 2 A ViR T AT A T 3 'soo]
o PR A S £ woor 5
S T i § e
= - Wehicle OMNC21Z 200 Combination
B L o
¥ ! e I —w—
KSR L £ w) TR
*1“ [ | = r—v‘
CCS - - =3 ¥ ; 3
L - '
a v w - i ™ .
a3 popey el ey
Veicle  ONCINE -DG  Combination
Fey M
57 H —
2 o % aoo] X
PERK| 7

Wehicla ONC212 2-DG Combination

Downloaded from mct.aacrjournals.org on September 28, 2021. © 2021 American Association for Cancer
Research.



Author Manuscript Published OnlineFirst on June 17, 2021; DOI: 10.1158/1535-7163.MCT-20-0962
Author manuscripts have been peer reviewed and accepted for publication but have not yet been edited.

AACR ol
Molecular Cancer Therapeutics

ONC212 is a novel mitocan acting synergistically with
glycolysis inhibition in pancreatic cancer

Isacco Ferrarini, Anna Louie, Lanlan Zhou, et al.

Mol Cancer Ther Published OnlineFirst June 17, 2021.

Updated version  Access the most recent version of this article at:
doi:10.1158/1535-7163.MCT-20-0962

Supplementary  Access the most recent supplemental material at:
Material http://mct.aacrjournals.org/content/suppl/2021/06/12/1535-7163.MCT-20-0962.DC1

Author  Author manuscripts have been peer reviewed and accepted for publication but have not yet
Manuscript  been edited.

E-mail alerts Sign up to receive free email-alerts related to this article or journal.

Reprints and To order reprints of this article or to subscribe to the journal, contact the AACR Publications
Subscriptions Department at pubs@aacr.org.

Permissions  To request permission to re-use all or part of this article, use this link
http://mct.aacrjournals.org/content/early/2021/06/16/1535-7163.MCT-20-0962.
Click on "Request Permissions" which will take you to the Copyright Clearance Center's (CCC)
Rightslink site.

Downloaded from mct.aacrjournals.org on September 28, 2021. © 2021 American Association for Cancer
Research.


http://mct.aacrjournals.org/lookup/doi/10.1158/1535-7163.MCT-20-0962
http://mct.aacrjournals.org/content/suppl/2021/06/12/1535-7163.MCT-20-0962.DC1
http://mct.aacrjournals.org/cgi/alerts
mailto:pubs@aacr.org
http://mct.aacrjournals.org/content/early/2021/06/16/1535-7163.MCT-20-0962
http://mct.aacrjournals.org/

