FIG.2

Bax+GAPDH Bcl-2+GAPDH

GAPDH

GAPDH Bcl-2

Con Con Con DOX DOX DOX Con Con Con DOX DOX DOX

Caspase-3 GAPDH

Con Con Con DOX DOX DOX Con Con Con DOX DOX DOX

Cleaved Caspase-3

Con Con Con DOX DOX DOX

AMPK GAPDH

Con Con Con DOX DOX DOX Con Con Con DOX DOX DOX



AMPK+GAPDH

AMPK

GAPDH

Con Con Con DOX DOX DOX

P-AMPK P-AMPK+GAPDH

P-AMPK
GAPDH

Con Con Con DOX DOX DOX

Con Con Con DOX DOX DOX

ucpr2

GAPDH

Con Con Con DOX DOX DOX Con Con Con DOX DOX DOX




FIG.4
Bax Repeat1

Bax+GAPDH

Bax GAPDH

R -

Con DOX AP39 DOX+AP39

GAPDH

Bax

Con DOX AP39 DOX+AP39

Bax Repeat2+Bax Repeat3

Repeat2 Repeat3

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

GAPDH
Repeat2 Repeat3

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

Bax+GAPDH Repeat2 Repeat3

- -

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39




Bcl-2 Repeat1+Bcl-2 Repeat2

Bel-2 Repeat1 Repeat2
Con DOX AP39 DOX+AP39 DOX AP39 DOX+AP39
GAPDH Repeat1 Repeat2
Con DOX AP39 DOX+AP39 DOX AP39 DOX+AP39
Bcl-2+GAPDH Repeat Repeat?2
GAPDH
Bcl-2
Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39
Bcl-2 Repeat3 Bcl-2+GAPDH

Bcl-2 GAPDH

o -

Con DOX AP39 DOX+AP39

GAPDH

Bcl-2

Con DOX AP39 DOX+AP39



Cleaved Caspase-3 and Caspase-3 Repeat1+Repeat2

Repeat1 Repeat?

Caspase-3

Cleaved Caspase-3

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

GAPDH Repeat1 Repeat2

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

Cleaved Caspase-3 and Caspase-3 Repeat3+Repeat4
Repeat3 Repeat4

Caspase-3

Cleaved Caspase-3

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39



GAPDH Repeat3 Repeat4

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

p-AMPK and AMPK Repeat1

AMPK AMPK+GAPDH

AMPK

Con DOX AP39 DOX+AP39 GAPDH

Con DOX AP39 DOX+AP39

P-AMPK P-AMPK+GAPDH

P-AMPK

Con DOX AP39 DOX+AP39

GAPDH

Con DOX AP39 DOX+AP39



p-AMPK and AMPK Repeat2+Repeat3

AMPK AMPK+GAPDH g o Repeat3

Repeat2 Repeat3

AMPK

GAPDH
Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

P-AMPK  Repeat2 Repeat3 P-AMPK+GAPDH

Repeat2 Repeat3

P-AMPK

Con DOX AP39 DOX+AP39  Con DOX AP39 DOX+AP39
GAPDH

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

UCP2 Repeat1+Repeat2

UCP2
Repeat1 Repeat2 GAPDH Repeat1 Repeat2

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39



UCP2 Repeat3+Repeat4
ucpP2 APDH
Repeat3 Repeat4 G Repeat3 Repeat4
Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39
FIG.5
AMPK AMPK+GAPDH

/

AMPK
Con Con Con CC CC CC GAPDH
Con Con Con CC CC cCcC
P-AMPK+GAPDH
P-AMPK
P-AMPK
GAPDH

Con Con Con CC CC cCcC

Con Con Con CC CC CcC



Bax Repeat1
GAPDH

DOX — + + - + +
AP3g - = @ - = %
B8 = = o m  w a DOX -
AP39 =
CcC —
Bax Repeat2
GAPDH

DOX - + + - + +
AP39 - - o+ - - DOX
CC - - - + o+ % AP39
CcC —
Bax Repeat3
Bax GAPDH

DOX — + + = + +
AP39 - -+ = -4
cc - - -+ s DOX
AP39
cc -

Bax+GAPDH

GAPDH

Bax

DOX — + + = + +
AP3g = = # = =
cC - - - o+ 4
Bax+GAPDH

GAPDH

Bax

AP3g = = & - = =
cc - - - o+

Bax+GAPDH

GAPDH

Bax

AP39. - - o+ - - s



Bcl-2 Repeat1

Bcl-2 GAPDH Bcl-2+GAPDH

GAPDH
DOX - + o+ - o+ 4
AP - - o+ — — 4 DOX = o+ o+ = o+ el
e - - _ e . . AP - -+ - =
ccC - - — s s
DOX - + o+ - o+ 4
AP30 - - o+ - —
cC - - -+ s s
Bcl-2 Repeat 2
Bol-2 GAPDH Bcl-2+GAPDH

AP30 - — 4+ - =
cc - s 4 s
DOX - o+ o+ - 4
AP39 - - o+ - =
cC - - -+
Bcl-2 Repeat 3
Bol-2 GAPDH Bcl-2+GAPDH

GAPDH
Bcl-2

DOX
AP39 - -
CC = = = % % 4

|
+ o+
4



Bcl-2 Repeat 4

Bcl-2+GAPDH

Bcl-2 GAPDH

GAPDH
e T I LT Tl box - oeoeo— e Bol-2
AP39 - - T
cc = = -  ®
DOX - + F = & @
AP39 - - o+ - = %
cec — = 4
Cleaved Caspase-3 and Caspase-3 Repeat1
GAPDH

Caspase-3
DOX - + + - + +
AP39 i = + — — +
Cleaved Caspase-3 cc — = — + +

DOX — + 5 _ 5 i
AP39 - — + — — .
cc — — — + . +



Cleaved Caspase-3 and Caspase-3 Repeat 2

GAPDH

Caspase-3

AP39 - - + - - +

Cleaved Caspase-3 cc — = - + * -
DOX — + + — 4 Py
AP39 - - + - s -
cc — = s + + +

Cleaved Caspase-3 and Caspase-3 Repeat 3
GAPDH

Caspase-3

AP39  — - + - - s

Cleaved Caspase-3

DOX - + + == + +
AP39 — - + _ — -
CcC — = — -+ “+ +



UCP2 Repeat1

UCP2 GAPDH

AP39 = == + = = *
CcC = — — + + +

UCP2 Repeat 2
UCP2 GAPDH

AP39 — - + = = +
cc — o — 4 + +
UCP2 Repeat 3
UCP2 GAPDH

DOX — 4 + _ 4 i
DOX —_ + + E— + + AP39 _ —_ + —_ — +
AP39 — = + — = + cc — = - + + +

CcC = — — + + +



FIG.6
UCP2 Repeat1+Repeat2

ucp2 Repeat1 Repeat2 GAPDH Repeat1 Repeat?

Con NC siUCP2 Con NC siUCP2 Con NC siUCP2 Con NC siUCP2

UCP2 Repeat3
UcpP2 GAPDH

Con NC siUCP2 Con NC siUCP2

Bax Repeat1

Bax+GAPDH

Bax GAPDH

R GAPDH
AP39 - - o+ o+ - -
N - - - =+ -
sUCP2 - - - o+ - & e LTI Bax
N - - - =+ -
siuCcCP2 - - - + =+
DOX - + o+ o+ - -
AP0 - - o+ o+ - -
N - - - =+ -
- - -+ =+

siUCP2



Bax Repeat2
Bax+GAPDH

GAPDH

DOX - + + + — -
pX Tt T T GAPDH
N - - == e - DOX - + o+ 4+ - -
sbeRz - - = ¢ - % AP39 - - o+ o+ - -
N - - - - - Bax
SUCP2 - - - 4+ - 4

DOX - + + + — —
AP39 - - + + — =
NC - - - =+ -
siucP2 - - - + - %
Bax Repeat3
Bax+GAPDH

GAPDH

DOX - + + + - —
AP39 - - + 4 — — GAPDH
NC - - - - + - DOX - + o+ o+ - =
siUCP2 - = = + = + AP39 - - + + - -
NC - - - - + -
siulcP2 - - - -
’ ’ Bax
DOX - + + + _ _
AP39  — - + + _ _
NC — - — - + -
siucP2 - - - 5 — .
Bax Repeat4
GAPDH Bax+GAPDH
GAPDH
DOX — + + + — —
AP39 - - + ¥ - —
- - - Bax
siucP2 - - - + - + DOX - + + + - -
AP39 - - + 4 — —
NC - - - - o -
siucP2 - - - + - + DOX - + P - -
AP39 - - o+ 4+ - -
NC - - - - o+ =

siUCP2 - - - + - .



Bcl-2 Repeat1
Bcl-2 GAPDH Bel-2+GAPDH

DOX - + + + — — GAPDH
AP39 - - o+ o+ - - Bcl-2
NC - - - - + -
. DOX - + + + — —
siUCP2 - = = + = & AP39 _ _ + - — -
NC - - - - + -
siUCP2 - —  — + - 4
DOX — + + + — —
AP39 - - o+ o+ = =
NC - - - - + -
siUCP2 - —  — + - 4
Bcl-2 Repeat2
GAPDH Bcl-2+GAPDH
Bcl-2
GAPDH
pOX - o+ o+ o+ - - Bcl-2
AP39 - - o+ 4 - -
NC - - - - + - DOX - + + + - -
siUCP2 - - - + — + AP39 — - B - — —
NC - - - - * -
siucP2 - - - 4 4
DOX - + + + — -
AP39 - - + +* — -
NC - - - - + -
siucP2 - - - 4 4
Bcl-2 Repeat3 Bcl-2+GAPDH
Bel-2 GAPDH
GAPDH
DOX - + ” v _ _
AP39 - = + + - - Bcl-2
NC - - — - + -
siUCP2 - - - + - + DOX — o + * — —
AP39 - - + +* — -
NC - - - - + -
siuUCP2 - - - + - + DOX - + + + — —
AP39 - — + + - -
NC - - - - * -
siucP2 - - — 4 4



Cleaved Caspase-3 and Caspase-3 Repeat 1

GAPDH

Caspase-3

Cleaved Caspase-3

DOX - + + + — -

AP39  — - S - _ _

NC - - - -+ =

DOX - + + + - - siUCP2 - — - " _ e
AP39  — - + + - _
NC - - — — + —
siucPz  — — - + - +

Cleaved Caspase-3 and Caspase-3 Repeat 2
GAPDH

Caspase-3

DOX — + + + - -

AP39 - - + + - -

Cleaved Caspase-3 RE — _ _ _ + _

siuUCP2 — — — + — -+
DOX - * # + = -
AP39  — - % 3 - -
NC - - — — e -

siUCP2 — - — + — +



Cleaved Caspase-3 and Caspase-3 Repeat 3

GAPDH

Caspase-3

DOX — + + T _ -

Cleaved Caspase-3 AP39 - - ~« + - -

NC — — — — 8 —

siucP2 - — — + — +
DOX —_ + + + —_ —
AP39  — - + - - -
NC - — — — + —
siucP2  — — - + - .

p-AMPK and AMPK Repeat1
AMPK+GAPDH

AMPK

DOX — + + + — —
AP39 — = % + — -
NC - - — — + _
siUCP2 - — — + — -

DOX — + + + — —

AP39 — = + - — —

NC - - — — + _

siUCP2 — — — + — -

P-AMPK

P-AMPK+GAPDH

P-AMPK
DOX — + + + — —
AP39 — — + + — - GAPDH
NC - - — — + _
siUCP2 - — — + — -

DOX - + " i _ _
AP39 - — & + _ _
NC - - —. — + -
siuCP2 - _ _ . _ .



p-AMPK and AMPK Repeat2

AMPK AMPK+GAPDH

AMPK
DOX - + + + — -
AP39 - - + + - -
NC - - - - + -
siUCP2 - - — + - + GAPDH

DOX - + * + - -

AP39 - - Ed + - -

NC — = — - + -

siuCP2 — — — + — +

P-AMPK

P-AMPK+GAPDH

o - " - - P-AMPK
AP39  — - + + - -
NC - - - - + -
siucP2 — - - + - + GAPDH
DOX — + + + — —
AP39 — — + + - -
NC - - — — + -
siuCpP2 — — — + — +
p-AMPK and AMPK Repeat3
AMPK+GAPDH
AMPK
; AMPK
;
DOX - " " " S GAPDH
AP39 - — + + - -
NC - - - - + -
siUCP2 — — - + - +

DOX - + & + - -
AP39 - - * * - -
NC - - - - + -
siUCP2 - - - -+ - +



P-AMPK P-AMPK+GAPDH

DOX — + + + — —
AP39 — - + + _ —
NC - - - _ + _
siucCP2 — — — 5 _ .
DOX — + + N _ _
AP39 — — + + — _
NC — — — — = —
siuCP2 — - - + _ -
FIG.7
p-AMPK and AMPK Repeat1+Repeat2
AMPK+GAPDH
AMPK Repeat1 Repeat?2 Repeat1 Repeat2
AMPK
GAPDH

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

Con DOX AP39 DOX+AP39 ~ Con DOX AP39 DOX+AP39
P-AMPK+GAPDH

P-AMPK Repeat1 Repeat2 Repeat1 Repeat2

P-AMPK

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

GAPDH

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39



p-AMPK and AMPK Repeat3+Repeat4
AMPK+GAPDH

AMPK

Repeat3 Repeat4 Repeat3 Repeat4

AMPK

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

GAPDH

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

P-AMPK+GAPDH
P-AMPK Repeat3 Repeat4

Repeat3 Repeat4

! P-AMPK
Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39
GAPDH
Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

UCP2 Repeat1+Repeat2

ucpP2

Repeat1 Repeat2 GAPDH Repeat1 Repeat?

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39




UCP2 Repeat3+Repeat4
UCP2

Repeat3

Con DOX AP39 DOX+AP39

Bax Repeat1

Bax GAPDH

AP39 — — + + o+
cC - - = = 4
DOX - +
AP39 — -
cc - -
Bax Repeat2
GAPDH

DOX — + — + +

AP39  — — 4+ o+ o+

cC - - = - 4
DOX —
AP39  —
cc -

Repeat4

Con DOX AP39 DOX+AP39

GAPDH
Repeat4

Repeat3

Con DOX AP39 DOX+AP39 Con DOX AP39 DOX+AP39

Bax+GAPDH

GAPDH
-+ o+
+ o+ o+
- - +
Bax
DOX — + — + 4+
AP39 — — + + +
ccC - - - -
Bax+GAPDH
GAPDH
+ -  + o+
- +  + o+
- - = % Bax

DOX — + — + +
AP39 - — + + 4+
ccC - - - - %



Bax Repeat3

GAPDH Bax+GAPDH

pox - + - + + GAPDH
AP39 — — + 4+ o+
cc - - - - +
DOX — + — + +
AP39 — — + o+ o+ Bax
cc - - - - +
DOX — + — + +
AP39 — — + o+ o+
ccC - - - - %
Bcl-2 Repeat1+Repeat?2
Bcl-2 Repeat1 Repeat2 GAPDH Repeat1 Repeat?2

DOX + DOX

DOX + - + + DOX - + — + 4+
mIIrriMmICrrg
Bcl-2+GAPDH Repeat1 Repeat2
GAPDH
Bcl-2

DOX — & - + + DOX - + - + +
AP39 — — + 4+ 4+ AP9 - -+ + 4+
cc - —-— - —- 4+ CC - —- -—- - +



Bcl-2 Repeat3

Bcl-2+GAPDH
Bcl-2 GAPDH

GAPDH
DOX — + = + + Bcl-2
AP39 — - o+ + o+
cc - - = =+

AP39 — — + + o+

CC — = = = +
DOX — + = + +
AP39 — — 4+ 4+ o+
ccC - - - - +

Bcl-2 Repeat4
Bcl-2

GAPDH Bcl-2+GAPDH

'

'

GAPDH
pox -— + - + 4+ < Bcl-2
AP39 = = + + + DOX — + - + +
cc — - - -+ AP39 - - + + +

CC — = = = +

DOX — + - + 4+
AP39  — — o+ o+ o+
cc - - - - +



DOX
AP39

AP39

Cleaved Caspase-3 and Caspase-3 Repeat 1+Repeat2

Repeat1 Repeat2

GAPDH

Caspase-3
Cleaved
Caspase-3 ce
+ — 4+ 4+ DX - + = + +
— & + 4 AP - - + + +
- - —- 4 CC = = = = +
Cleaved Caspase-3 and Caspase-3 Repeat3
GAPDH

Caspase-3
Cleaved Caspase-3 DOX
AP39
-+ - + 4+ cc
- = 4+ + +
B
Cleaved Caspase-3 and Caspase-3 Repeat4
GAPDH

Caspase-3

Cleaved Caspase-3

DOX
AP39

Repeat1

| +
I

+

| +

+

|+ +

|+ +

o+t

Repeat2




Bax Repeat1

GAPDH

BEoX = & — &
e A" S
AP39 - — o+
Genipin - — =
Bax Repeat2
GAPDH

DOX — + - + +
AP39 — — + 4+ +
Genipin - _ _ +

DOX — + = +

AP39 — - +

Genipin — _ o _
Bax Repeat3

GAPDH

DOX — + - + +
AP39 — — 4+ + +
Genipin - _ _ _ s
DOX — + = +
AP39 — — + o+
Genipin - =

Bax+GAPDH

GAPDH

Bax
DOX — + — + +
AP39 — — + 4+ 4
Genipin - - - - 3
Bax+GAPDH

GAPDH
Bax
DOX — + — + +
AP39 — — 4+ + o+
Genph - - — — 4
Bax+GAPDH

GAPDH

Bax

DOX - + - +
AP39 - — 4+
Genipin



Bcl-2 Repeat1+Repeat?2

Bcl-2 Repeat1 Repeat2 GAPDH Repeat1 Repeat?2

pox - + — + 4+ DOX - + — + +
AP39 - — 4+ + + AP - - + + +
Genipn - —- — — +43enpn - - — — 4
DOX = + - + + DOX - 4+ - + +
AP39 - — 4+ + + AP - - + + +
Genipin - — — — 4 Genph - - - — +
Bcl-2+GAPDH Repeat1 Repeat?2

GAPDH

Bcl-2

pox - + - + + DOX - + -— + +
AP39 - - 4+ + 4+ AP - - + + +
Genipin - - — — 4 Genph - - - — +

Bcl-2 Repeat3

Bcl-2 GAPDH Bcl-2+GAPDH

GAPDH
pox - + - + +
AP - — + 4+ o+ Bcl-2
Genipin - - —- = + pox - + = + 4+
AP39 - — + + +
Genipin - - —- = +
pox - + - + +
AP39 - — 4+ 4+ 4

|
|
|
|
-+

Genipin



Bcl-2 Repeat4
Bcl-2 GAPDH Bcl-2+GAPDH

GAPDH
DOX = + -~ + 4 Bcl-2
AP39 - - + + + _
Genipin - - = = DOX * v &
AP39 - - + + +
Genipin - - —- = +
DoXx - + = + +
AP39 - - + + +
Genpn - - - = ¢

Cleaved Caspase-3 and Caspase-3 Repeat 1+Repeat2

Repeat1 Repeat2

GAPDH Repeat1 Repeat2

Caspase-3
Cleaved
Caspase-3 O = 4 =+ 4 DoKX
AP - = 4 4+ AP - -
DOX - + = + + DOX - + - + + Genipin = - = 4Genpn - - = = 4+
AP - = + + o+ AP - - o+ o+ 4
Genipn - - - - 4Gempn - - - - ¢
Cleaved Caspase-3 and Caspase-3 Repeat 3
GAPDH

Caspase-3

DoX - + - + +

Cleaved Caspase-3 AP — — + o+ o+

Genipin = —= = = 4
DoX - + - + +
AP39 - — + o+ o+

Genipin = —= = = 4



Cleaved Caspase-3 and Caspase-3 Repeat 4

GAPDH

Caspase-3

Cleaved Caspase-3

pox - + - + +
pox - + - + + AP39 - — + + +
AP - - + + 4 Genipin - - = = 4+

Genipin - - - - 4



