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WE B IR A T R TR (GBM ) DR SRPUT 245 By FE ML, I o0 B T [ B T oo R4S A R
F1 1 (SREBP-1) /ARG 8 ( FASN ) A1 5G 08 BR AR i 45 K b Bz 181 6 4k ( EMT ) M6 0 T R BRI . J5 ik
FHAEYE B 2E A TRE B A E b S GBM WA XAE AL, T Amig fEAZ% O S S SCAE Y 2ad # L Jl e AR A1 52 50 W 5%
R E] A XS DUAR BB 25 U87. U251, SHG-44 ZHJEAEM, SR FH A S ne L pume (MTT ) dE Al 40 s 07, R SE
Y5 Transwell SEISPEAGANMER 51252687, B GRREMIE ( ELISA) R H ¥ =Fs (TG) & ik, LA 5OtE
HRAMEE SN (gRT-PCR) FIZE 19BN ( Western blot ) A5 B B AR 2 EMT A ChREM s . 4558 dhikg
45 ANBFFEME GBM MRS X HN S, AHSCH S8 &% SREBF1. FASN. EGFR 253, I £ 5 4 T Mg AH 56 B
PI3K-AKT. MAPK. HIF-1., VEGF HH3A5 5 KX g B ACH A S A 22t i . IRAMCI R, R Rl Ab 35 DLAR
BT 25 GBM A0S 1 SR 2 Mk B AR PE T R, AR AR ZERE I FEAIL, 400 TG & & F . qPCR R R,
B IL B FASN . SREBF1 Je B4y [H) iR B AHC I mRNA FiE SR E T, CDHI ( E-cadherin)
mRNA FiE R T4 ; Western blot 55 /R, FASN. SREBP-1 } EMT #H%E H Kk SRR A RN A2k, HA
[l 20 i R SRR BRI Ge it B B A 22 5, e 22 R B A G4 X (P<0.05) o 45 BRI El il ] FEAR 0L
fREPLMT 25 GBM 4 MG J1, IEIsI R MR sEee 1, HAER T Be 5/ b aife IR AR B2 . 52 M SREBP-1/FASN #H
SRR AR U 2 LAY EMT M 56401 R A 6o
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Orlistat attenuates bevacizumab resistance in glioblastoma by suppressing SREBP-
1/FASN-mediated lipogenesis and modulating epithelial-mesenchymal transition-
related phenotypes

HUANG Guanyou'-2**, GAN Hongchuan'-2, SONG Lairong? , ZHANG Junting?

(1. Department of Neurosurgery, the Second People’s Hospital of Guiyang, Guiyang 550081, China; 2. Department of Neurosurgery, the Affiliated
Jinyang Hospital of Guizhou Medical University, Guiyang 550081; 3. Department of Neurosurgery, Beijing Tiantan Hospital, Capital Medical
University, Beijing 100070)

Abstract  Objective To investigate the potential mechanism by which orlistat attenuates bevacizumab resistance in
glioblastoma (GBM), focusing on sterol regulatory element-binding protein 1 (SREBP-1)/fatty acid synthase (FASN)-
mediated lipogenesis and epithelial-mesenchymal transition (EMT). Methods Bioinformatics analysis was performed to
identify the intersecting targets of orlistat and GBM, followed by analysis of potential core targets and related biological
processes. In vitro experiments were conducted using bevacizumab-resistant U87, U251, and SHG-44 cells. Cell viability was
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assessed using the methyl thiazolyl tetrazolium assay. Cell migration and invasion were evaluated using wound-healing and
Transwell assays, respectively. Intracellular triglyceride (TG) content was measured by enzyme-linked immunosorbent assay.
The expression of lipid metabolism- and EMT-related markers was analyzed by quantitative polymerase chain reaction (qQRT-
PCR) and western blotting. Results A total of 45 intersecting targets between orlistat and GBM were identified, including
SREBF1, FASN, and EGFR. These targets were primarily enriched in cancer-related pathways, phosphatidylinositol 3-
kinase/protein kinase B, mitogen-activated protein kinase, hypoxia-inducible factor-1, and vascular endothelial growth factor
signaling pathways, as well as lipid metabolism-related biological processes. Orlistat treatment dose-dependently reduced the
viability of bevacizumab-resistant GBM cells, suppressed cell migration and invasion, and decreased intracellular TG content.
qPCR analysis showed downregulation of the lipid metabolism-related genes FASN and SREBF1, together with a general
decrease in mesenchymal phenotype-related gene expression, whereas CDHI, which encodes E-cadherin, showed an
increasing trend. Western blotting demonstrated corresponding changes in the expression of FASN, SREBP-1, and EMT-
related proteins, although statistical significance was observed for only some indicators (P<0.05).Conclusions Orlistat reduced
the viability of bevacizumab-resistant GBM cells and inhibited their migration and invasion. These effects may be associated
with reduced intracellular lipid accumulation, modulation of SREBP-1/FASN-related lipogenesis, and regulation of EMT-
related molecular phenotypes. These findings support metabolic reprogramming as a potential therapeutic target for
overcoming bevacizumab resistance in GBM.

Key words orlistat; bevacizumab resistance; glioblastoma; SREBP-1/FASN; epithelial-mesenchymal transition
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o 28 J2 o R A A AR 2 R G d i LI R R PR R 2 —, A mER B SELE, EHHEW
Jai N, BRI (glioblastoma, GBM) J& #H 48 i i J8 OB MERE FE S iR AL, RS R AL AR A7
HAANEAR, HETEF AR BT A7 A AR a6 7 55 07 T 35 I V8 57 JEPU A &2 MR, DR AR
RNPUILE AR 2, "I — e E R E R GBM BE KIE KM, s G, (HE24
BEART SR D S HIREE2G, Mg E R G R R, KIAAEF RN EE K
0341,

IR FER W], GBM DU B HTIN 24 1 T8 Bl il B I8 A ik i ok, 38 55 g 4 i A K61 22 2 12
FEYIFAORET, Hodr, JRBUARH 7 S nT A MR Al M S . RE RS M T i IR TR AL, N
A2 3E R 40 Pt sE AR 78 b -IA] B %4t (epithelial-mesenchymal transition, EMT) #FF2 I AT {5 fif
IR 4N M 3R A5 BB R AR 28 e ), Hg R R ILALHE N-cadherin, Vimentin, Snail &5 (0] Jii #H AR E 4
Fik LA, [HAERMZE, BIARE EmES EMT S HAEM . BRI oS a5EE 1
(sterol regulatory element-binding protein 1, SREBP-1) {E N5 & Bl 8 B4 iz A1, nlfgdt
T IE iR & Bl (fatty acid synthase, FASN) Fik Mg/l iR Mk & K, FIBHAIGE25 EMT A
Koy TRV, AT FHR, SREBP-1 ) FASN /£ GBM KA KEH AH EEMEH, — &0k
I WA R BT A R R A R G S R R R R S 5 GBM HEEE). (K, SREBP-1/FASN 5%
NE AR o vl e 2 I ERAES EMT X0 7RE. H35 GBM TR 2 EE 5 1
ettt o

BHR|FEMh Corlistat) & —FhCIRALAERIPUALEZ Y, B FASN #MGil/EAH . BRI RE, HAE
Z Fh MR Re AT A G TR A R, RZ e IR A BB B L R T A MRk R 0O, SR XY GBM DUAR LT
i 245 240 i 45 28 22 28 (1) 52 i e LT AE AL MO AN B A . AW F0 I8 I AR AE B 22 A S AR A S, PR LA
AT GBM DU BUmT 25 A T TAE A, JFHE S Hr 5 SREBP-1/FASN AH 3¢ it AR5 U 4% 12
EMT MR FRMZ MR, VN GBM VUK R B 24 1 A3 T Ptk s 38 4k 4%
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1 #HEITTIE

1.1 Z8Am

A\ GBM 4 #k U87 (&5 TCHul38) . U251 (175 TCHuS58) F1 SHG-44 (155 TCHu48)
H b E R} 2B A Ay B AR A e i R R (R
1.2 FERFESMNES

BRI R (48 EE>98%, BR5 HY-66220) . UIAH#HT (F25 HY-P9906) HI FASN il C75
%5 MCE HY-12364) W4 [ 26 [H MedChemExpress A ) ; & 5 B ik /R A1 58 05 B A7 A& K 3% 97 4
(dulbecco’s modified eagle medium, DMEM, f&*5 11965092) . &4 1% (fetal bovine serum,
FBS, %5 16140071) . HH R-#HEZWPIBEW (85 15140122) . R L (phosphate-
buffered saline, PBS) (%5 14190144) M H 3 E Thermo Fisher Scientific 23 &) ; H 35k ige w35 IO s
(methyl thiazolyl tetrazolium, MTT) 23 5 S 40 B 25 AT MR & (B85 C0009S) « JHUH # it
TE T2 v (radioimmunoprecipitation assay buffer, RIPA, %5 P0013C) . + kit ay-H N
I e R B i HLK (sodium dodecyl sulfate-polyacrylamide gel electrophoresis, SDS-PAGE) b #E%z ik
(5%, 25 POOISL) MHILHERZ RAEMHAGRAF]; Transwell /h%E (8.0 um, 5 3422) Flkk
i (Matrigel, %5 356234) I HEE Coming Aw]; NHM=E C(triglycerides, TG) BBk f %Wk
Bl 72 (enzyme-linked immunosorbent assay, ELISA) #illi{7f& (25 H710548) W H i3 mipk
AR IR A PR AF] s TRIzol K7 ($85 15596018CN) i (3% F Thermo Fisher Scientific 23 ;
FEIKIR — ¢l (diethyl pyrocarbonate, DEPC) /KALEE RS (155 10601ES60) My H i 8 L A=W H}
BB A F; TransScript® —##i% ¢cDNA &AM & (155 AT311-02) 1 PerfectStart® Green qPCR
TR (155 AQ601-01-V2) ¥IWH M X &EXNEEMP ARG ERAF; —HiEHE E-cadherin (185
20874-1-AP) . Vimentin (%5 10366-1-AP) . FASN (%5 10624-2-AP) . SREBP-1 (f%%5 14088-
1-AP) . SNAI2/SLUG (%%%5 12129-1-AP) F N ZHifk B-actin (F7 5 66009-1-Ig) I H % H
Proteintech Group A #]; N-cadherin ik (T&*5 ab76011) W HJFEE Abcam A Fl; BRI H ALY
(Horseradish Peroxidase, HRP) #nic lIZEH/NRAZEEREA G —41 (&5 SE131) WHILEEEFR
FARAR; RS EBEEFR L FE R eZEIRER G =t (185 ab6721) WHIE Abcam A
Gl

FEAY S AAEE R 7758 (B5 Heracell™ 150i) M) H 35[E Thermo Fisher Scientific A #]; ik
BURE O (35 3K15) W H 78 E Sigma Laborzentrifugen GmbH A &) ; {8 & s (5 CKX41)
W H H A BEARE AT ; Western blot %1% (%15 Tanon 6600 K YE 240) WH LiFREERHEHIR
/A7l; Berthold LB941 £ W REREAR X (5 LB941) W H [ Berthold A .
1.3 KWHE
1.3.1 #patEsc SmZ5H M ikE L

UMK s R R R 9%, 4R IRdEH DMEM. 10% FBS Al 1% % & -1 5 & MPLIE TR A
. dHIE T 37 °C. 5% COAHMEEEFFM AP e K . N VRPN 250tk , 78 Lk se a8 9%
HEHIAN DR EPT, FIGEIRE N 10 pg/mL, FE7E40 M AL A 72 Froz 20 s 38 25 Wik B, KN 104
20, 50, 100. 200 pg/mL. EERINZ G S0 MRS S AAiE s DL, Ao 20 PRLCEAH B 25 ik FE R s AR K
JE RN T —IRESHEES . WA EER, $BHE 50%~80%LAN . M4ifufE 100~200 pg/mL 2
VI R AR R, JRMEFRIE R RS S AEAE ), il bR o A A i Xt DR R BT U, 56
UE TR 24 20 MO PR A2 75 D 57
1.3.2  MTT &4 A&

RIGAIE DA R PUIN 2540 i R 2 75 R Th S, KA MTT vk b e AR 40 i 5 i 24 40 B ek DLAR SR T
BURE 2 o B BUE KR SEA U7, U251, SHG-44 4 i K %6 B 4 it 25 40 s (U87-BevR .
U251-BevR. SHG-44-BevR) DL 5x103AN/FLEZ FERFRT 96 fLAR, WHEEREFE 24 h J5, 2 AINAANE
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WP DR 4T (0. 104 204 50, 100, 200 pg/mL) . &4 3 NEAFL, 4ZFL0 PBS 7. 1EA
48 h i, ®FLIIA 20 L 5 mg/mL ) MTT ¥R, BOEIFE 4 h JERFBSs &, 5 LSRN 150 uL
DMSO #fi#, 7R . A HEEARCE 570 nm OB E (Z2HE WK 630 nm) , WIFEHEHE (optical
density, OD) fHilBAMMAFWEZR, HHEAR: (LG4 OD /A4l OD ) x100%. Frf #1EH
TE TG B HE 1 5 P 5E

W o0F H Al KT DR A 25 U87. U251, SHG-44 ZHfubL 5x10°~1x10* N/FLA S E R T 96
FUBR, WHEERZFE 24 h J5rHAbEE: DMSO SFHR4L: W& AF DMSO &N IR (IR E<0.1%) ;
BAIE M BN 100 20, 50, 100, 200 pmol/L #f B & SR & 4th s PHMEXTHRZH: 2> B0
10, 20, 50. 100, 200 pmol/L JigWil& & Ml sl ) C75. AW 3 ANEAL, AL PBS LA /b 2
Ko ZiIMER 48 h g, $%& bk MTT dEAG UM /7. FRIE MG S st iR ah R, Jh4s 6 R 8 ohre sui
TE, EFE 100 umol/L HAE] Al 20 pmol/L C75 1E NG LERIIR LK. Transwell 22851256 . TG & &
Kl . qPCR A Western blot SZ56G ) AL FEIR .
1.3.3 ZHRERIREL

H 50 B AR KT DA B 245 U7, U251, SHG-44 M LL 5x 105N /FLIEEM T 6 L, IR E 4
MRk & BEIA 80%~90%. f A 200 pL Jo Ak AE R LA M B 2 3R i B Rl 3 45 FATRIJR, H PBS #
Tk 2 WERMIEMM )G, BikNE 1% FBS FIKIMiE DMEM mfissoEdt, 4S8 1.32 X
B, B35 DMSO XfHiZ . B &) 20 A0 P o 2l JHrp BRI A ZH KA 100 wmol/L BE R ] A Ab
B, AT HEZH R A 20 pmol/L I i & & s B 4 1177 C75 AbBE . 43 FALER S 0 h A1 48 h 7E{5] B Bl
BN — LA R I . {FH Image) v1.54 BAFMIERRTA, HIMHEMMTEER: TBE (%) = (1-48
h XYRHEA/0 h RJRHAL) x100%. #FH% 3 MEFL, LREHE 3 K.
1.3.4 Transwell 2ZE5L16

M 25 40 M 22 T LI R R AR UL 3 12 h J5, IR Em (5x1037/4L) , EZEMmA 200 uL
YU B CGES 4 S50 N Matrigel 78 55 SR 28) , FEIMA 600 uL 7 10% FBS ] DMEM = #%5;
FRIEAE NI T, T 37°CHE 48 h )5, MHE/=E, AMSERER L= RITBUMM, 4%2 KHE
[ & 30 min, 0.1%%5a58%4 4 20 min, PBS ¥, RRFLEEALIEH 5 MLE T4 8 B Tt
BT RS A A M A . A 3 ANE AL, SRR EE 3 k.
1.3.5 4HBER TG &£

KA ELISA ME4HiE A TG & & KR8 K IR RS0t 25 U7, U251, SHG-44 4 45 Fh
T 6 LR, fraupuliEfsde 1.3.2 W d . WA S UiiH HER/E: BUE ELISA HCPH T %R 60
min, FREEFLIIAN 50 pL AR b Bl FEWR BRI, FEARSFLIIA 50 pL frillFEAs, B2 AFLAMIIA 100
uL HRP #RicHifk, HWEESGEET 37 °CHE 60 min. WEEFE, T, FElREx. SHAmA
50 uL JEEY A F1 B, 37 °CEEYEHEE 15 min J5 I 50 uL &b . &b M5 15 min 9T 450 nm 3 K
T EWOGEE, RIEFFMEMLITEREA TG S 8. FHE 3 ANEA, LREF 3 K.
1.3.6 EIHRFEEESESEEHERMN ( quantitative real-time polymerase chain reaction, qRT-PCR ) #& il

K qRT-PCR A6 3 A J53 ARG K b B - 18] J53 5 A A G 6 R mRNA Rk 7KF o W% 204 K ) DA% A
P25 U87. U251, SHG-44 ZHMi4Fh T 6 FLAR, FrAMMulieejsi% 1.3.2 1oy ab3, RA TRIzol i%
FEHLE RNA. MMM EIMAZN 75, FHBEVE RNA, 75%CBE5 5T DEPC 4B KA,
Rl RNA WRFE R AT 5, 1 BB e il f) B B4 & B cDNA. qPCR R AK & 20 pL, f45 cDNA
1 pL. E3#551% 0.4 pL. Fi#E514 04 puL. 2xqPCR TR 10 pL FIEAZEREF/K 8.2 uL. ¥ LT
A: 95 °CTIAEM: 3 min; 95 °C 10 s+ 60 °C 30's, 3t 40 MG N 4R G HATIAM & 5. L B-
actin TEAWN S IR, KA 2-208COETH R HAR R RIA R, THK 3 NMEIL, LREE 3 X.
1.3.7 Western blot #& il

41 B HORE 5 F P PBS I3 Ik, & 2K B L % (phenylmethylsulfonyl fluoride, PMSF) Al
AL (sodium fluoride, NaF) [f] RIPA 2, VK _LZ4# 30 min, 4 °C. 12 000 x g &:0» 15 min B
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g, EAWKEMEE BCAVENEFIMA 5x EFEZZ M, 95 °CAME 5 min, 773E0R1fF. WEEEOF
& 10%8% 12% SDS-PAGE 7; %, HIKFEIEE R % LM (polyvinylidene difluoride, PVDF)
o MAFLROHIANEBESAR R, P Ss%IMEAEA=®RIMA 1 h J5, T 4 °CIHE —$1 (E-cadherin
1: 1000, N-cadherin 1: 5000, Vimentin 1: 1000, FASN 1: 5000, SREBP-11: 5000, SNAI2 1:
5 000, B-actin 1: 5 000) & . KHHEMIEE-20 f Tris 2234 57K (tris-buffered saline with tween-
20, TBST) ¥EME 3 ¥k, K 10 min, AIAAR HRP =i (1: 2 000~1: 5 000) =R HE 1 h, FHik
JiE£ 3 k. ECL f%, Tanon 6600 i RLi KA E G . 247 KIS Image Pro Plus 6.0 73041, HA5
HEFRIEE UK ZERR L B-actin K EAETHE .
138 HEWERESH

i T PubChem ( https://pubchem.ncbi.nlm.nih.gov/ ) F1 PharmMapper ( https://www.lilab-
ecust.cn/pharmmapper/) 3R USR] S AR EAEHSE £; A GeneCards Chttps://www.genecards.org) #HX
GBM MR ; A Venny 2.1 784k T H AR BB =] Al 78 AE #E /5 GBM AR B PR ) 2 SR T . 4552
FEHE 5 3 N STRING #0#E E Chttps://string-db.org/) #4228 [ i -5 A i A BAERH  (protein-protein
interaction, PPD) M %%, JFfKH Cytoscape 3.9.1 A @EAT ML 0704, itz 048 A, 18It DAVID
AR (https://david.nciferf.gov/) HEATHEF A KL (Gene Ontology, GO) Ijfg il it # ik K 5 B R 24
H AT (Kyoto Encyclopedia of Genes and Genomes, KEGG) # & HE7Mr. &R % P EHTF
HEF, EH GO Dhae & S M il 10 2 & KEGG B HT 20 25 H T T M4k e o A pL i 40 A o
1.4 SHEFE

B S5 45 5 D1 3 80 & br e 22 (; +s ) F~. KM GraphPad Prism 9.5 #AFEBAT G107
P TR) BB M2 AR AR ¢ K236 Cunpaired t-test) , Z A BRI ZE 7 2 28 (one-way
ANOVA) . Ll P<0.05 NZEFAEA IR L.

2 ®#HR

2.1 BERWMNSEMEREDH

N A A BRI E Al F i GBM T AE o AL, B 2 B R A e kR R . R A
PubChem Fl PharmMapper %4 2 3 H B8R =] A7 7E/E AR 21, FF M GeneCards (45 EH2 HL GBM #H ¢
HN. & Venny 2.1 7828 T HEC )5, H3RkE 45 ANEF|FMh S GBM L FREE S (F 1A, 1B)
1M & B2 8 (15 -85 1SR B AR FH 9 2% 20 BT A T RE & 4 2 A () S A

B FIRAZERE 5 5 N STRING ¥ 244 4 PPI MM %%, F£>KH Cytoscape 3.9.1 B AF3E4T 4% #h #h 7
M. 45 % %78, SREBFl. FASN. EGFR. PIK3CA. MAPK1. HIF14. VEGFA. MMP9. CDHI1 .
CDH2. SNAI1 1 SNAI2 HE A7 T W28 1% 0 X 3, $R7R X Le 8 i vl §e 2 5 BR) ] AT Tl GBM 1 S 42
LR, RO S FESIERMAE. EMT MR, M8 Em. iE %IR58 i 26 M <5
SHEAEX (F 10 .

Ht— s F ) DAVID $¥E FE T8 GO IREM KEGG B EHE 0. GO it EELS LR, W&
B R B LR . AIRIERE 51228, B O S PR VR A B SR B S AR ) s s Al 2
EBEEET R LMK 7 Ihie £ 2 & £ T 18 Wi B A G B35 7 F1 & A s s 1 (I
ID) . KEGG Mg EEL RN, LEMSTEESET R AEY G IH M EACE . PI3K-AKT.
MAPK. HIF-1 } VEGF #Xf5 5% (K 1B) . 454 PPI M4t SREBF1 A1 FASN Z5 15 Ji A% T 4H
KRS AL FAZ AL E, o8 BRI A AT 7 GBM B8 7EAE ML AT e S 08 AR EgmfE . BAR/ I AE
Hifs 5 & EMT iR A 5%
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BFIE A (Orlistat)

HMegative regulation ofapoptotic process | )
Insulin receptor signaling pathway | e
Epidermal growth factor receptor signaling pathway | .
Protein autophospharylation | °
Positive regulation ofPI3E/AkE signal transduction | . =2} E
Positive regulation of cell migration | ®
Insulin-like growth factor receptor signaling pathway | ®
Ephtin receptor signaling pathay | ° Pt P i
Wascular endothelial growth factor receptor-1 signaling pathway| e Py i Pathways in cancer
otsol | - £ value Proteoglycans in cancer G—_——
facieus | ° PI3K-Akt signaling pathway I
Cytoplasm | ™y B Lipid and atherosclerosis Pii
Nucleoplasm | ® - Eyned Prostate cancer
Fxtracellular space | 4 = BN Won-small cell lung cancer Pvalue
Glutamatergic synapse, ® Pl Bie04 i Hepatitis B
Receptor complex; [ ndocrine resistance |
Protein-containing complez; @ Prolactin signaling pathway — 1.6e-06
Futalga\:lhasmn: ] ) _Hepatitis 1.2e-06
FMa polymerase 1 transcription regulator comple| o Thyroid hormone signaling pathway SE— 80607
Bt BOAAT 10 e iy | 8 e L b 40007
1stone nase aclivity | Y strogen signaling pathway e-
Proteintyrosine kinaseactivity | o Chemokine signaling pathway
Muclear receptor activity | o 0 X Breast cancer
Platelet-derived growth factor alpha-receptor activity | e = : a0 signaling pathway in diabetic complicati ons=
Brain-derived neurotrophic factor receptor activity 1 @ e Mon-alcoholic fatty liver disease
Hepatocyte growth factor receptor activity; Chemical carcinogenesisreceptor al:tlvatlon=
Protein tyrosine kinase collagenreceptoractivity | @ Human cytomegal ovims infection]
Stem cell factor receptor activily! e Bladder cancer M
Gpi dinked ephrin receptor activity| ® 0| z
L i L 20 30
20 40 60 0 10
5 [ o) RN E B
Gene ratio Gene counts

He A BREMBER AR B BRI RMBIEAEE LSS GBM MG Venn 285 Kl C: SLEH AU PPIIMES, 5 Rk
NEBUEARE degree H, WMMHAREREATEEEE; D: ZELAK GO e LN, BHAEMIEE. WRAS MG T
fié: E: ZZHELAH KEGG @B E L0 .

Pl 1 o 2 24 B2 43 BT T BRI W) At - T30 GBML F) 1S 7 B s K% A 5% T i it
Note. A, Chemical structural formula of orlistat. B, Venn diagram showing the intersection between putative orlistat targets and GBM related
genes. C, PPI network of the intersecting targets; node size and color represent the degree value, and edge thickness indicates the confidence
score of protein-protein associations. D, GO enrichment analysis of the intersecting targets, including biological process, cellular component
and molecular function. E, KEGG pathway enrichment analysis of the intersecting targets.

Figure 1 Network pharmacology-based prediction of potentialtargets and related functional pathways of orlistat in GBM
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Figure 2 Comparison of bevacizumab sensitivity between parental and bevacizumab-resistant GBM cells (n=3)
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Figure 3 Effects of orlistat on the viability of bevacizumab-resistant GBM cells (n=3)
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Figure 4 Effects of orlistat on the migration ability of bevacizumab-resistant GBM cells (n=3)
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Figure 5 Effects of orlistat on the invasion ability of bevacizumab-resistant glioblastoma cells (n=3)
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Figure 6 Effects of orlistat on the mRNA expression of lipid metabolism- and EMT-related genes in bevacizumab-resistant GBM cells (n=3)
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Figure 7 Effects of orlistat on TG content and the expression of lipid metabolism-related proteins in bevacizumab-resistant GBM cells (n = 3)
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