B S (B - REEE=R)

2018 FXEIREESFFE® (American
Association of Cancer Research 2018 )

AR HRRR - BINLRGIH AR R R b
PEZNRHE © IR EAE
IRELBIZE © SREZ =

HIBIHAR © 1070413-1070420
& B - 1070527



i1

(EREREZE R > B FE g4 ( Annual Meeting of the American
Association for Cancer Research, AACR) &I BRI EM L - 54F (2018)
PR TR AE 2 IR McCormick &arfuls - 18 4/14-4/18 FIH TR AR T
A A AR B B B R 43 S E R B KB PRIFF ST < S Ky Y F A
EEEEEER » Rphllie P i AHR R R - AN s ditae T M DRenvEEy) - BT IHr
BH—VERY CAR-T ##2: » Sai Hal A PEETAHBRA T R e « [AIFS RS
T (liquid biopsy)afrl » & af H BG4 H R 3 AR E2 B R IE] - A
Koirade » WA PG QR o e » B LA B SR S 00 A8 - [RIIRF ol gl e
il NFRE R R - WAt AR KHE R T - ARBIAREE » 282 AACR & —
BN ARz b > bR T RES RG] S RERREE A" — %1 H At iy
B EAASER T o G BB ER LA B i) - R R S I AT TR E - T
HE PR a R L) -




BHX

— -~ HHY

=R

o~ RS

fifek (FERamHHE)




— -~ HHY

5109 JEEBEEE S e (The 109th Annual Meeting of the American
Association for Cancer Research, AACR 2018 ) iR 2018 4 4 H 14 HE 4 H 18 HAE.Z
HIEHRLT < SIS > g (%9 22000 42K H 152 s A B priaiy
NEZNN > WEHRIREE > B R TR -E A B e A > S SRR R 7E SE 5 Y
W NBSE - By ARSI o AR > BV > o Tl RahE
Ty THI RSB R RIS E DA R ARG 555 2 i KSR B E M o m,
BEA - EEE 6000 FRRYR RS R ek — AR RSO AR R
& B SE IR AR o e S O - FETAE 2013 DL 2014
AN A RIS ER - N i nvass - oo —uE kb
EGBH N - AR A REA B EE B G P A B o JTAFAK - EH AL BHLGRE X
T R L webcast ST UREFE 2K - REBL ANy A o BE PR Y
JRERL > T ok HA R BR A A2 i - SN S MM E el % > tpe
SYEIRKER RS » BRI E - AR I EERIAY Sk - AACR 2210
B (BN e SR N A B LHE - RS i W E I RHER e > Gediiid
AU SRIMERE R 3R - FHE S ATIRAL !

DRIVING \TIVE _ : .V X :8 ANNUAL
SCIENCE o8 MEETING

TO PATIENT CARE _ Rl 015 + CHICAGO

J/mre Us OMZ'./
a2AACR * HAACR18

f]v]injc]a]B!




= AE

IR LB AR » B PaAR] » K2 InaHE A LI 900 & @ &2
B GAERT AR = RE e - B THEES McCormick Erag Ot
RS > BT R W B NS RN B B - ST Sz & i R
BB RRENER - BV R 0% 2 Bl & (PR B 5e Ok I 7e 2% /3 gk ] >
FHFAN AT FIHENRM - EEME > E-mail > APP BIGHEHERS » S istEl T
TR - Era LHEE L R 35— Rk LAEE A (educational session)f5 3 »
IR RS AH BRI SRR RLRE o 25 — R 50 11 R Wy g 24l [ S S
JWRERE: o R R B TRy S5 FE (Meet-the Expert Session ) » i
IRETARINF AR 12 Bl A 73 By 5 e e Bk B R e 5 — B e -
{2 E AN PR 2 R AR R B o BRI A ] LU (A &
I RGOHYZHE « R BT R R B B - 52201 1 A R e 5 i A
Bl - —MRd RS > T AMURERE NI 2 2 5% 5E - Mlam LR G R TH
REHE HH o058 SR e R B 2 R A - SR BB At e e R e A2 i
W4 PD-1 » M T AR DRE - BT TR TR me it e A Hh I iE S
HIMERSZEE > eI T AHARIEIRE » LTI EEA: « 2RI P& 1800 > T
AN A HES T priming - WL EFERRIERANG > BUIE R H R ohaeny T A
i > SEEEEETA] LAE L CDA0 LERs 28I (dendritic cell ) HUZBIARIEIR T A
HY priming fRK - (HHEERET T MM o BE4t - Qe RRER R A T A -
k&R TEEY cold tumor ##[4 hot tumor » #AT K& T MLRIHEAYEREL » AI1T
B JTEATIE N » SRR R B - (L EEEY) » Ay DA R S 55
et T MR EAR A R St va e - NSAID SE¥IHYfdE A » B4 Naproxen »
A BT RER RIS D AR L - IAHRBIMTSC RS Naproxen BEJkA>
PD-L1 #yZE » S S AR CD8 HYZR - Ml SRR AE R - G H T
tHHEAE immunoprevention HIREE: -

A5 4H K-Ras FIMFIERBEEHEI S84 > K-Ras 28 g il e id i 5
HIEHSe » {H)2 K-Ras HAMRZAAEIHIHIRAT A - 3L NS RSt
fm H B e sn) K-Ras 2508 » DRI EES #H ] FH L R RS 7 =0 BT K-Ras MR
FREE RS M s M A RL LA B S © FEEAH 1oxP Cre $fli » GEF D3RR —{ld—
TSR » SR8 PRI IR A IR TS T » (e PRI TR RESR B IR e ) > (H RS2
A MNMENRHT > AMER] DG H e 2B ierY Bl g ton] DURE I ZE N G ER R r s
Rk c-Raf B cdk4 &M fFe A= s - S8 iR RIRIBR R AR KK
e e 2EYIT 50 1) > BAEFTA CRISPR Bl UAE HE - B E RIS I FE RS
T o KETBAGA I B TGS - 5 R0 T R R e L B e A
(liquid biopsy) » anti-CTLA-4 YR TBE 1 a8 ia e mfiTiloc - Ke25 HifEE N85
R AU TP AR - B > B EE S G R MEMH 8
% biomarker BEES BORG R ES Al A U IERE Y v LA HH P LL S8V S E RS

2



S A PR ] DA T R R MR A AR S (LR e
H— BBl e SRS > B ICOS-B7h uERE b T AU - RERH B IR A
HBh o S CDA0 HAEEETT anti-CTLA-4 K anti-PD-1 AJEREHIGIGCER « FEAT -
FORREAHA 30 VISTA 8 PD-1 JE[EHIIRY T AHIEATE(L - #EHHIH] VISTA
HURRAR > HEEE e 5 =X o IRt et b 23 CD47 AT 4l Eff 7
W 1 H AT EASE SHEHIE] CDAT UG IR S EBSHE ST - SR #E T A% (liquid biopsy)
At HESFEH(EH] CTCs » ¢tDNA (circulating tumor DNA ) B exosome #7722
B BT TR R R AR HI - 2RI » ctDNA {E I ZE 52K cfDNA(cell free DNA)
M [RIRFHA SRR 1 B2 R AHIGERZK > CTCs HO{ETHIEESR
e SRRl - H 2R AN E S S R ] - CTCs Refefit 3211y
Bl o —ELRSCtEE S o A H{EHT CTCs(circulating tumor cells)FT 75 EHAY immune
checkpoint f555C 41 PD-1 » BETHIHITRIGHRIVRAN o Bade P — (7 A bR A il
AR T EBV Y DNA # SR, 8 R B e a2l » VRS - A8
B

FERAEBER e R LA > AAE ST Numb FRIE L bz rh
PRI o FACHTFEEEE microRNA--31 R H IS0 microRNA BEFHRE
Numb > [AE A A fE B S 2] Numb 230 TR THTE » FIF CRISPR %
B numb FERIFE B ZEEL > Numb ] aEFE HHImIEEfAEAHRH LA MCT1 sz MCT4
s B R AR - S b (S SRS - AR e (ol
HuEd55350) CAF AAREAH > MCT-1 $yiEE SRR e s ac s e - BHER A
EAn N e AN TR




=~ LR

IS REUHE FH 5 et T BRI Al 2 DU T
e e > B R R R A I - AR RO I e B - PALGS
R E R o B X ERE TR - eI RN SRR IR - BB
SN > T AR PR RO E - T | - AP RN E PR R
REUR > HHSERE IS 288 (S T AR FE B R » 3 lGa T P S0 et A M ST O I P2 0
ARARHTE » bR 1 IR 0 TR e ARTCRE T HE N TR ADERSE R
BHIHER © A NEEHRTERYE - google BIBRAEE & i T L5 —1
AT B > REA R ICIREE RS A T BeH kL ik > HE E - IR R
BB AT BETA BRI HERE NS N TPIRE 38 » AR san i H I - 5944
KRB AT HRER Do B i - MER AR A B E AT 5t (H2RES
RRiR o NS > W7 T— 2Rk PP n] DRI E P Ekih > 7
T NS AR e VIR TRUR - [ FYAN TSGR - IEAL - BRI — T R
OSSR > [ Tl e AR TIB@ A AIE - ARG T —
Ertft s TS > REAE TR R IR SR AL - H A e Tl
FUR T IEAEET TR PREASS  ;ERERA S AEARACIE BT » S H RHZE /5
RS IS RNA BDDREDRERT » — Lo b ERITREAEE sk h - Bl fe
HHAHR TR - A S E RO - A EEERINGIR - TORA ek B f = E A
B2 LR RGHIER TR B ey SRy > A ERAKREF X2 I8
El=F




o~ TR ¢

1.

FEA SEBLI A AR TH R AR A » (132 2T TR AR Ak [ SR B ) -
IRIMENBERILE - SEEIRYMFSERE AR N » 1 H 5038 r) DR B 5 1
WHoe i o DI—a RS Aliskas - ey o sl » KI5 ] DUIEERT
FEFEFHIARGEIRIIIRFRE o SR AT E A FHEHE IR R AR ik
Bk > SE BRI SVE S B T — BRI S e LB & SR8
B E s > AR IR -

P25 TSR E FH B i D BN\ 72 B R OK B o BRIAER > — EuflfifiaASHe
BEYIHEPE i N FREFH A S AP TEENE - (B [RIARA SR F T _E ik
BORANEE - H AR IR Ryl E A e A A 2 SES PERYT - IR aT
N\ BB R EEYIER A B S XA AR -

il NACHY BRI AR A TR0 24 - [ BRI B P sl e,
ARARFHENRE 72K T AR SR Er2e 8k e i A a2l - CAR-T %k
SR IR LA R - ARRUOEIR ARG R T il ABR S
HINESRE - (RSB M R A RS RER o DAZE ey s B > H AT
skl A — IR T o R PRI e L e e e
PR 2R o a2 Ve 5 AT ER - B 1R 5 Pl S PRIE RS
b BEFEEMERT EBUmYIR B T - nIRE A RIRR S8BT - fefit
IBIRE S - SEE s U EESEERT

F] TCGA ERNEIEAEWT T Bt > S PRraseE e FIH
e MERNEAETTERS « 5o EBUEEM TR S — (I E EE
#HEE The NCI's Genomic Data Commons (GDC) » 45 TCGA ¥ TARGET Wi {lE
FORHE - HgthR e EIERHAYE RS - SO TIREHB R E R » (5015
EpiSi R 2B B IR WA S o ek R S A (LB e f8
AT AHE RIS BT o — Sl AL n] DUR| RS =X 0 78]
5 HEERERES » Jodibasg a1 M o AR ILE ERL EZ0EE Y
e AR ER LB AR AR E R - Bl iR R EGEAS - FHn
BIAECE TR IR A - sk E RTINS - S (B E R A ATRE RS
RIS R AR B -



BRAWIE

Tumor suppressor Numb represses monocarboxylate transporters

to reduce the glycolysis in oral carcinoma

Chung-Hsien Chou, Chun-Yu Fan Chaing,
Shu-Chun Lin, Kuo-Wei Chang, Hsi-Feng Tu*

Oral squamous cell carcinoma (OSCC) is one of the most common malignancies
worldwide. Our previous studies have shown that Numb pluripotent gene drives
suppressor activity against OSCC, and it is co-targeted by multiple oncogenic
miRNAs. In this study, we further identified that Numb mRNA expression was
down-regulated in a large fraction of OSCC tumors. We established the
Numb-knockout (KO) OSCC cell subclones using CRISPR-Cas9 system. We also
generated lentiviruses for exogenous expression of Numb 1 and Numb 4 isoforms.
The anchorage independent growth potential was found increased in Numb-KO cell
subclones. However, such eligibility was repressed after the rescue of the Numb
expression by lentiviral infection. In addition, the level of lactate production and the
ratio of ECAR/OCR in the Numb-KO cell subclones were higher than parental cells.
The knockout of Numb was able to up-regulate the expression of monocarboxylate
transporter (MCT) family members MCT1 and MCT4, but not other metabolism
genes, to increase the lactate production. Knockdown of both MCT1 and MCT4
significantly decreased the anchorage independent growth and the lactate production
of OSCC cells. This study provides new evidences denoting that Numb represses

MCTs to attenuate the transformative capability and the glycolysis in oral carcinoma.
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