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Figure S1. Heatmap of dysregulated genes from HIF-1 signaling pathways in metastatic OSCC patients by quantitative real-time PCR. 
[image: ]Figure S2. LDLR was identified as the only significantly dysregulated mRNA in a validation cohort of OSCC patients by quantitative real-time PCR assay. 
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Figure S3. The origin graph of the HSC3 cells with different treatments under normoxia and hypoxia.
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Figure S4. The origin graph of the FaDu cells with different treatments under normoxia and hypoxia.
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[bookmark: OLE_LINK63]Figure S5. The dynamic light scattering (DLS) of CECMa (A) and after dissolved in PBS for 2 weeks(B).
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Figure S6. The Confocal fluorescence images of HSC3 cells incubated with CECM and CECMa under normoxia or hypoxia after 2 hours. Scale bar: 100μm.
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Figure S7. The quantification of CLSM images of (A) CAL27 and (B) SCC4 3D multicellular spheroids in Figure 4C. **** P < 0.0001.
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[bookmark: OLE_LINK55][bookmark: OLE_LINK51]Figure S8. (A)The CCK-8 result of tumors treated with CE NPs + Laser. **** P < 0.001. (B) The tumor volume curve and the photo of the nanoparticle (no drug) + laser control. (n=4)
image1.tiff
I tpye

TFAP2C
GSs

TP

MRPL14

VEZT

EIF251

SLCO1B3
LDLR
TMEM189

TPBG

CXCL8

PLAU
TMEM30B
PYGL
TEAD4
GMFB
RUVBL2
HOMER1
MRPS17
SLC2A1
PPM1J
SPTB
CDCA4
PGK1
NDRG1
PDZD11
PAWR

| TRMT5

PLEKHG3
PGF
KRT17
LRP2BP
SLC16A1
CNIH4
TNS4
XPO5
TUBB2A
VAPB
ANLN
SNX24
MTX1
B4GALT2
ALDOA
P4HA1
AK3
HILPDA
RAN
BNIP3
GPN3
LDHA
OAZ1
MNAT1
B2M
HES2
ACTB
PTGFRN
ADORA2B
DPM2
HPRT1
PGAM1
PSMD2
GEMIN2
HAUS2
PSMB7
MIF
COL4A5
BCAR1
IGF2BP2
MRGBP
PFKFB4.
NUDT15

PPP4R1

CA9

GAPDH
PVR
S100A3

RNF24

SLIRP

TANC2

CORO1C

PPARD

ANGPTL4

CA12

RPL27
S100A10

KCTD11

NME1

PSMA7

RNPS1

ANKRD9

TIMM23
TPD52L2
VEGFA
SLC6A8

tpye
metastasis

12 i non-metastasis
10

8

6

4

2

0




image2.tiff
Type Type

2 Metastasis
LDLR™ Non-metastasis

1

ANGPLT4

0
. NEM1 e
. TMEM189 | -2

RNPS1

PSMA7

TIMM23

SLC6A8

PFKFB4

TRMTS





image3.tiff
1.5 1.5
;\;1.0- §1.0-

2 2
a o
g s
> >
© o
O 0.5 © 0.5 -

o'o T T T T T T T o'o T T T T T T T
CDDP 0 0.03906 0.07813 0.15625 0.3125 0.625 1.25 CDDP 0 0.19531 0.39063 0.78125 1.5625 3.125 6.25
Metformin 0 0.1953 0.3906 0.7813 1.5625 3.125 6.25 Metformin 0 0.03906 0.07813 0.15625 0.3125 0.625 1.25

1.5 1.5
31.0- = 3 } 3 { s gm' z T ¥ ¥ ¥ 3
2 2
a )

] s
> >
© ]
© 0.5 © 0.5 4

0.0 T T T T T T T 0.0 T T T T T T T
CDDP 0 0.1953 0.3906 0.7813 1.5625 3.125 6.25 CDDP 0 0.19531 0.39063 0.78125 1.5625 3.125 6.25
Metformin 0  0.01953 0.03906 0.07813 0.15625 0.3125 0.625 oo o0 001953 0.03906 0.07813 0.15625 03125  0.625

1.5 1.5
31.0- :\;1.0-
£ 2
] 8
2 s
> >
° ©
O 0.5 © 0.5 4

0.0 T T T T T T T 0.0 T T T T T T T
CDDP 0 0.1953 0.3906 0.7813 1.5625 3.125 6.25 CDDP 0 0.19531 0.39063 0.78125 1.5625 3.125 6.25
Metformin 0 0.00195 0.00391 0.00781 0.01563 0.03125 0.0625 0.00195 0.00391 0.00781 0.01563 0.03125 0.0625

Metformin

—— Metformin only
—— CDDP only
—— CDDP+Met




image4.tiff
normxia hyDOXIa
15 15
51 51 —— Metformin only
—— CDDP only
S 104 <101 i+ 1 | — CDDP+Met
o o
§ gt =
) a I
g s
> >
© °©
O 054 O 0.5
CDD(;SO 0 019531 0.39063 0.78125 1.5625 3.125 6.5 p 0 . ) X ) ) ;
. g - - - : - CDDP 0 0.19531 0.39063 0.78125 1.5625  3.125 6.25
Metformin 0 0.03906 0.07813 0.15625 0.3125  0.625 125  Metformin 0 0.03906 0.07813 0.15625 0.3125  0.625 1.25
15 15
S 101 101
= 2
S ]
g s
> >
3 3
O 0.5 O 0.5
1 T =
o'o T L J J L] T L] o'o T T T L} T T
CDDP 0 0.19531  0.39063 0.78125 1.5625  3.125 625 CDDP o 0.19531 0.39063 0.78125 1.5625  3.125 6.25
Metformin  © 0.01953  0.03906 0.07813 0.15625 0.3125  0.625 Metformin o 0.01953 0.03906 0.07813 0.15625 0.3125  0.625
15 15
| I ~ 10l S -
S 101 3 J_ F | | s b4 x = ¥ +—F
s [
3 K
g S
3 3
8 05 O 05+
00 0 ) > X . A p - 0 019531 0.39063 078125 1.5625  3.125 6.25
CDDP 0 0.19531 0.39063 0.78125 1.5625  3.125 625 CDDP ’ : : ' Y} %
Metformin O 0.00195 000391 000781 0.01563 0.03125 0.0625 Metformin ° 0.00195 0.00391 0.00781 0.01563 0.03125  0.0625




image5.tiff
)
/2
T T T T T T Q\
o 0 o n o 0 o
© N N - -
(%) so|onuedoueu jo "oN
[7)
- O,
%
. O,
%
T T T T T T T T Q\
o n (=] n o n
[y} N

N - -
(%) s9jonuedoueu jo ‘oN

Diameter (nm)

Diameter (nm)




image6.tiff
normxia hypoxia

CECM

R . .




image7.tiff
.

I

I

I

I

-

.
.

.

I

I

I

I

I

I

.





image8.tiff
16

L <
S
. (N
o
Lo
B L ©
=3 L ol
©
0 >
= 00 a
N~ o
> "
© ©
()
- <
—
==
© - o
)
| I I o
o [=} (=] (=} o
(=] (= (=] (=)
0 © < N
m AnEvaEz_o> Jown)
X
*
*
¥
¥
*
I
0
-

< Ajeya 9o




