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HREHE:

The fate of circulating tumor cells (CTC) is an important determinant of
metastasis and recurrence, which leads to most deaths in hepatocellular carcinoma
(HCC). Therefore, quantification of CTCs proves to be an emerging tool for diagnosing,
stratifying, and monitoring patients with metastatic diseases. In vivo flow
cytometry has the capability to monitor the dynamics of fluorescently labeled CTCs
continuously and noninvasively. Here, we combine in vivo flow cytometry technique
and a GFP-transfected HCC orthotopic metastatic tumor model to monitor CTC dynamics.
Our in vivo flow cytometry has approximately 1.8-fold higher sensitivity than whole
blood analysis by conventional flow cytometry. We found a significant difference
in CTC dynamics between orthotopic and subcutaneous tumor models. We also
investigated whether liver resection promotes or restricts hematogenous metastasis
in advanced HCC. Our results show that the number of CTCs and early metastases
decreases significantly after the resection. The resection prominently restricts
hematogenous metastasis and distant metastases. CTC dynamics is correlated with
tumor growth in our orthotopic tumor model. The number and size of distant metastases
correspond to CTC dynamics. The novel in vivo flow cytometry technique combined with
orthotopic tumor models might provide insights to tumor hematogenous metastasis and
guidance to cancer therapy.
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information in auditory cortex. J. Neurosci. 32:13339-13342 (2012)

[2] Bendor D, Wang X. The neuronal representation of pitch in primate auditory
cortex. Nature, 436:1161-1165 (2005)

[3] Penagos H, Melcher JR, Oxenham AJ. A neural representation of pitch salience
in nonprimary human auditory cortex revealed with functional magnetic resonance
imaging. J Neurosci, 24:6810-6815 (2004)
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Defining the best targets for effective cancer therapy

Professor Gerard Evan (Head of Department of Biochemistry, University of Cambridge)
Time: 2:30 — 3:30pm, 2nd November

Venue: at the meeHng room of the State Key Lab of Bioelectronics (Chien - Shiung Wu
Lab), Southeast University

Gerard I. Evan, Lamorna Brown Swigart, Trevor Littlewood, Laura Soucek, Nicole
Sodir, Roderick Kortlever and Ivonne Gamper, Dept. Biochemistry, University of
Cambridge, UK.

Cancers are difficult pathologies to cure because tumor cells adapt and evolve
in response to target inhibition. Hence, the major issue confounding efficacy of
cancer drugs is the extent of functional redundancy (either innate, adaptive or
acquired through mutation and selection) of the target. For this reason, we have
developed novel, switchable genetic mouse models that allow us to regulate the
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activities of (currently) untargetable intracellular effector nodes that are

functionally non—redundant: Ras, Myc, and E2F. In this way, we model, in pre—clinical
mouse cancer models in vivo, the therapeutic index of inhibiting these specific
effectors in various tumor models. The Myc oncoprotein is functionally deregulated
in almost all human cancers, even though the gene is frequently not, of itself,
mutated. Using switchable genetic mouse models in which endogenous Myc function can
be systemically and reversibly inhibited in normal and tumour tissues in vivo, we
demonstrate that inhibiting Myc has a remarkably efficacious and durable therapeutic
impact on multiple cancer types while eliciting only mild, reversible and
non—cytotoxic side effects in normal tissues. Moreover, in keeping with the
non-redundant nature of Myc in proliferation, we never see the emergence of resistant
clones since the requirement for Myc cannot be circumvented. Using a different
switchable technology, we have also investigated the therapeutic potential of
inhibiting mitogenic E2F activity. The p53 tumor suppressor is functionally
inactivated in many tumor types, suggesting that p53 restoration might be
therapeutically effective. Using a mouse in which endogenous p53 can be systemically
and reversibly switched between inactive and active states in vivo, similarly, we
use switchable genetics tomodel the therapeutic efficacy of restoring p53 invarious
cancer types and at various stages of their evolution. Our studies indicate
unexpected ways in which p53’s chequered evolutionary legacy has compromised its
efficacy as a tumour suppressor and indicate inherent limits in the efficacy of
p53-restoration as a cancer therapy

A& Lk WlE &2 R b R EHE R
“CEMEEFFARIRE
BFE: 2012510 A 238 (A=) £49:30
Wb RAMHE IBAY LT FERELERTANE
WmEA AEHL
FRE A% 45 Institute for Personalized Respiratory Medicine, Department of Medicine,
The University of Illinois at Chicago
WA E: Sound of silence: non-neutral tale on mRNA secondary structure
Abstract:
Because of the structure of the genetic code, synonymous mutations in genes will
not obviously affect the resultant protein and are hence considered “silent”. If
they don’t affect the protein, silent mutations cannot cause genetic disease.
However, silent mutations are now acknowledged to be able to cause changes in protein
expression, conformation and function. The recent increase in knowledge about the
relationship between mRNA secondary structure and silent mutations has revealed a
substantial contribution of such mutations to human disease risk and other complex
traits. Here we review current understanding of the extent to which silent mutations
influence mRNA secondary structure, the various molecular mechanisms that underlie
these effects and the implications for future research and biomedical applications.
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We also indicate that even non—-synonymous mutations may cause human diseases by

altering mRNA secondary structure instead of changing protein function.
Bl EHEE A
Dr. Zhou completed his B.S. in Biomedical Engineering at the Southeast
University in 2000, and received his PhD from the Southeast University in
2006. He completed postdoctoral training in computational biology at the
University of Texas at Austin (2006 -2010).

Dr. Zhou began his academic career as a Research Assistant Professor of
Medicine at the University of Illinois Medical Center (2010 —— present)
where he focus on molecular evolution and clinical bioinformatics
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R Fab e Rt B30 Kok, A23 A AT 0B 2t 305 3R H 0L T M 69 A AR R 58, A
T A I AR AT ARG SR,
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AR R B R REKBGIERF ARG —RE BBB, AR TR T R FAR, BN
3] 4 BT HE Rk,

BN AL & RAE A SRR, 294 T ESF k&4 % Terumo Corp
BAMAIE R G LIRS (54N, Fujifilm) 624, ERRN5RREHAH EAHHE
HEEXFZ, ARBOSEARLRERERE,

ZER SR Hrh, BAREHAE 3 A 31 B LM EFAF 490 12 B AR,

MATEE
A9 B FAAAF MR 9L

e FHFREE
A4 #htk: X HudsonAlpha ARRIRARZ I, £E2MF T EANG W 6 B TR AT sz

20 I H b AL

FZILRABE R, ERAATE RMAEY PR, AEE| RN T & T8 3848.
BB XF LB P EHBATH—LRE (FHARRTD? ). HE, HHATHS A
BB E TR A~ A BARP R RE, EREE ML, BAEFAG T Lt
FIARA, BEFLFITALARA, PHERERAR, AR AT B LAY F
E: FLEL N

Hole B8 B0AE, KA 07 FEMIAHEA, L0454 NE—K=ZFEFEE. HTH
K R FAEMNFHAR, BMN—TFFhMT T2 ANE, SR2FHEAEABRGZA (SR
BH ).

AEANLA B0 Z B RBEANTE ? ERMHIP—ATRE ? A EADIRES
B2 B R 694, FFEIR KAL) R ARMN K EAR A0 F, TREAH LA LE?
—MN—ETAESANA, FE0, ARe, —TEARE-ANARBEARS VA KRBT
MR LB AR T 0, LF RS AT RFEIRM S 69487 iR Bk ey 2, AT
X BB AR B SRR R R R IRA HALR?

4o R ZAVAF I EGNH TS T B TR FRGHER B F, L FRT, SR
1FRAREG B, T 7 7 0 BACRERRIREGRE T, REMG T, T2
ALABRLEY, HERRE . PTvh, SARIES B F B F 1R, AFTHNALRER T.

BEARREIRKTHEFRZORE, BERINKEF KB AA Ik, R ZDLERN
ERBRIAIA R T IT, REREH R —EFRWONE, A, —ZIMET ML
2y REKR, HREMRIR,

REZRALARSE I W S

(1) ARAEETH, ROALHIE, Bk 5 ATRR R &k

(2) ARKACKIIA, BIEIEHMEE K AATA, B 5 TRR &) R @k

(3) AR, FIRREAERZ AR, Huh 5 A RR & R @k

(4) ARAHEAR, ARIEIFBOIA, Bd 5 RE 8RS k.

RO EARKR, e BAAFL S E PRER, KRHAMPR, BT =+47, TE
% F PCR AHH AMEM? dofTs EXANAMEE? ZANBHRT —B2MEFE, &3 tem—PCR,
arm-PCR A PPT (X ARG T AR 1 B A M g3t 2, A& 3 ARG oHET Moy ).
BB BB AR, A 493k LT S £ A0 — A% PCRALE,

FoRANS—RE T REL, WIS ES —RERRA, BEGELRBRFXEY

H

~
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A,
FZ ROA TR ROFE A F o, SR as RN, &A169 R10K
TE B TXE.
Fo R o) — AR R B HFT F e, XEAFARFEAARNE T, WA
L ETATIHART S, iCubate B4 R+ B T Xk,

MIEANGEFTAR E, REMEET, MY RERT, WAL (B AHFEEAT
FAAAE Y ). IR T FHAWGA, B F LKD) T /AR, 23] TS 6948k, maf
ARk B R H b 30 AT B IR TG A R, e RARA TR,

R0 77 5|

M 24 ANZEABBER “TFAHX]”

KR AN ALE 2012-10-9

BAR, FAREBRFATRIANGLSL LT HAAN, HMNEHR 24 AN, LA HIE
Y 32 4%, WEIRMAEA L A AR AT ALY, ERO LA 14 A, EAEH
WA A B0y 45. 2% RIFTAT (K1) 3 A, &AHFIGH 15%; “FHETFAFX
SA, BAEFIEAY 26. 3%; “UNETAT DA, GABITHEEY 66. 1%, 24 L ANEAS S
FideTF: REBELA, B3 A, ZIL3A, 2F 1A, ZHNILEARTA, §FHRX 1A,
HMKE IA, BMARIT IA, FMAEEBFAR LA, Eb, HFMNREREINERT
LETRAEE,

BN G ERAT Tl B R (B AR “TAFR]” ), TERESE KAEK%B AR, M 2008
FIAE, A S B 10 F, FlHIA F R MRS RA XA, LESH ZLk. 3
7L F A REALF RAARFEAT B E GRAE) 3740k, BR “FATR” Ekhk, M
B ERRARGE R TAGTRIAT E3E 105 A, P, NkelkE “FAX it 73
A, BAGAILE AR 69 47. 4%, FMEBIRA G ERATE) Bl FikH.



