__ .ﬁ%% %ﬁﬁ‘wﬁﬁ =

)

i ﬁé%gﬁm

N-Wfr-mmﬁ o

i

w oﬂ“mm“ i

.x




PERSFRIMBIRERERSARE
FESFEABRMIIE

B F . Al

H . OE A

l%ﬂi%% 24 &
N\ = lk%ﬁg\

gl 3 % 3|317T“t' 3R
(MHERITGEHEHNF)

W A

14 [8 '
R A
IR 8
FEE
X1 4 B8
7% 7%
TR
SN
e 2 4Rk

E2G % .

(FMKFH
(P B985 & 3] FR M JE AT 50 BT )

2% LA
[ 2 ¢

EHEH. EXZANKER
2HrEEEE W

2 F R

— M B ER)

(#FTXF)

(FTXZF)
(FABRIFERF )
(FIXF)

(FTXF)

(R EBHARMLKF)
(XBEHHMEL2HKF)
(FTXZF)
(REEMHKF)

a|¢

&% M sk

—
PIN



SIS )

SEAESE, BT HEN R M EELS STk R U A TR R E R
AHFTENBINARFAESHEEERTIBRE, EFABIAE. *
AT ENETHREENEMAMANIHRRIES; F_BONTRER
HXHBEKRETERERRAZ; £= %ﬁﬂ@IEM*ﬁiéiﬁEﬁ
BEGESE; ENSSNEELEEFEERRENPINCENRR,; 55
—ESN B XGRS FEMERIE RS ZER.

ABETEMHEEREKESE. 4P, K IRAXEIHEREMTARE
b, AN ESFLFEEFENNRARSEER, AIWE
ﬁ%ﬁﬁﬁﬁiﬁﬁ?ﬁ;ﬂﬂﬁlﬁ%ﬁic

ll|'

BHEMSAmE (CIP ) &

LR / FRBR g, —Ibat: Bl HieeL, 2017.3
h R B S R B R SR - £EREEZBEARIEA
ISBN 978-7-03-051976-4

[ D 1. DFF- M. OYr-ERER-EFGR-# V. OR-058
o [ A B 454 CIP idiiAZ 7~ (2017) 26 041693 =

FimiE. IO FE4L / FERs: W EH
FAEEPH] . AR / H@RH: KO

RRAERE, EESBR. REFHFT, HFEBEIRER

a4 4 & K &
Jb st 45 SUHLIL B 16
ME B Y : 100717
http://www.sciencep.com

Y. S VDAL € NS At
Bl B R AT & B 2B

*

201743 A% — MR FA: 787X1092 1/16
2017 4 7 H 5 —KER R Efigk: 11
Z¥: 314 000

EN4T: 39.80 T
(WA EpEE R R ), IR T AR




iita
E—————= ]
L ——— ]

Bl S

Lkt &k AAR T BA LB R LB EENEEFTEL, £HFA
A FF R ALENE LB, RAFMEALT LFANLERE, EXBREERR
RHFP, RNEZIAA B FLHREREM ERBRART, AL EAMPER,
B2 ¥, LEMNBATAHMAFAOMBHIERE, SIFLHEE, ARFHHAGHEREL
AENBHANRE, FEBLLNAFPALLTLARTHFEZELETNELR, £
Fib, BRNALARELEIFARHF—ZKAR, EAF I LHEEP B, NEHE
BB, ABAEH S FHATIHMBRITREZLEG A L, 446 KM R
BHBTAP, hRRBIHKEEHORITAR, NMBRITH LKL T T AL
HIEE, Bt Lkt ke R phdin . X#kAFEF R L BEHRITNB.

ABITZOEILHLEETEMER, PHIHIALHFHALAIAELEZIL, &TH
BFatfedk, ABRXHKETEPHABRAILERSF, €EN08BT T At Hife
THEMARBAFALKEEFRETE, ARABETHFALE LFREILKERHTF
A A8 E K

ABEHFERASEM, HBhisE Mo TRAXFTHESESE, RN, £
APWFI PRz ERE LRAALES, RT ST RIS, L85 F140
FAF TAE AR RN AR F4F, T VAMIRICILARF, JLE Lk g K ek i
#3, RIULLEPRRREZE, #4755, RERSKE R ERELE,

ABmgekFrmE, KEEHRKFEKTAE., FEERBEMNZXFIHR
Z LERANRELEAMKFHTL, TRKERERE, THAHE, FHE. 24k
e, UBRFEMKFE—HWEERATAME, b EEE L NS AN EZH R 4
LB ALMEREmR, FFHALELERARGRA I, Al—IFRTRM

ABFTERZTFRREF, LFEPLIHALET LA ERKFTEAD, L
TAEM T 24 F oL F AR R AT R FEA R 2%

HFEMAKFAR, 2B&% ), mZLHELETAL R EHRE, PPEL
BAERRFogmz e, BixT KIFAMIFIEE,

o A

2016 4 10 H



Bl 5
%_E - R L E T P T P PP PP PP PP PP PPRRS 1
%_-ﬂﬁ' j{ﬁ‘[ﬁjﬁ ........................................................................................ |
%:ﬂﬁ' ﬁ-ﬁﬂj{@ﬁﬁ? ............................................................................... 4
B=T iﬁﬁ?hﬁ R R R REE ]
ZISEIJ\% ................................................................................................. - 10
E&%J@ ...................................................................................................... 10
% :\‘Cﬁﬁﬂﬁﬁlﬂ ................................................................................... 11
%_-‘—"{.‘ Web Of SCIENICE *# v v s rsrrrrrrerrsestoenstatatarearsssessressnssssisnssscssnssscsssssssnsnsnes 11
%::ﬂj PUBMEd «ccrcrrrrrre ettt ittt a sttt a e 22
% __:_:_-fﬁ Google e 110 | R R R R R R R R R 32
2!;%,]\% .................................................................................................. 40
lﬁ%}@ ...................................................................................................... 40
%—E q“iéiﬁﬁﬁ*ﬁﬁ ............................................................................. 42
%—‘_—Fﬁ EJE %nﬁq ...................................................................................... 42
ol I BB TR T A oo = wemon sammsampmrny s m e i 4 i s oo et i 48
=3y ﬁjﬁﬁﬁﬁ ................................................................................... 52
%[m'—ﬂj Hkﬁ%}i thﬁ ............................................................................. 55
7_‘;%:; \g-él: .................................................................................................. 55
E&%@ ...................................................................................................... 55
%EE ﬂ"iéiﬁﬁﬁ&ﬁ ............................................................................. 56
%_‘:Hj‘ Wlley ﬁ%;ﬁ ................................................................................. 56
%:iﬁ' Springer ﬁﬁ,;‘. .............................................................................. 62
%:iﬁ NPG ﬁ%g,ﬁ .................................................................................. 68
BEUUTT  ACS B E T oo v vrr e 71
AT Elsevier B E E - ocvorrrrrr e 77
% ,,‘\*5‘ RSC ﬁﬁ% B+ ettt et et e e e e e ee e s e a e e e e e e e E et e et e ee e ]2
= N~ T T T T P R T TP TRT TR PPPRS R6
H 7‘%@ ...................................................................................................... R6
%iﬁ E;E#mﬁ ...................................................................................... R7
B—T BRI FIE oo 87
B/ % [H gigﬁﬂjmﬂ: ....................................................................... 97
ZFE-""‘?E ................................................................................................. 102
”_Elp%ﬁ_lij .................................................................................................... 102
% \E %*'H"' %ﬁﬁ ..................................................................................... 103
%_.:‘ﬁ' mﬁ ........................................................................................... 103



%—-—'ﬁ :g.ﬁjiﬁ ..................................................................................... 104

% ﬂf’j Elﬂjt%’?%ljzﬁﬂﬁi% ......................................................................... 106
%E +4 % %ﬁiﬁﬁ? ......................................................................... 115
BhH ﬁﬂﬂ%ﬂiﬂﬁﬁ ......................................................................... 119
j;ﬁgj\% ................................................................................................. 121
EH%@ ..................................................................................................... 121
%tﬁ iﬁ%ﬂ'ﬁlﬂﬁ .................................................................................. 122
A R T - v e 122
%_:—'ﬁ jﬁﬁ]@ ..................................................................................... 140
jg%;]».,% ................................................................................................. 145
EH%@ ..................................................................................................... 145
%)\E g*miﬂ’%‘&ﬁﬁ ............................................................................ 146
B— %*%iiﬁgﬁ ......................................................................... 146
B AR ICATTE v 147
== %*&i%ft&ﬁg&m ................................................................ 148
HEPUT e AR S R R s s 153
jgi%:{\% ............................. SRR I e A T N AT e w26 - MIRTETOR (16 R KT Ve W (8 L B RSl AT 155
E_Hp;‘%@ ..................................................................................................... 155
%#iﬁ ........................................................................................................ 156
mi .............................................................................................................. 157
}ﬂ-i 1 %Bﬁ%ﬁ) HE{] Ei%g:%fgﬁﬁ&ﬂﬁt ............................................... 157
5 2 AR BB AR LA S v v rerrermee e 158

% 3 ﬂE%ﬁig@%ﬂ:&ﬂ%@m ........................................................... 166



-8 &

[1¥

-1 XE &N

GEig - /MB) RAXH—BOE, TH: [ BfL, BEEFZ, IARMEW; BEL, &1
=52, RARME, CERARINE., &, MERIEZR, | XA gk T “E” —iamE
HICER T o mMARKRE (UBEALERFE) AR “3C, g, mk, BT0”. meknl L, AREBr

TR “SCHER” A scEmEE (“307) MERMEIE. WH, DU i) B AR
F Bk )

|

A AE T B K P AW AR, 7E 2000 AR HIASR, 0T —iRAY S RS RN
SCHRE . “CERETEICFA AR —UIEIER”, 32 1984 43R E M AR 1Y B RKindE € STk E 5%
Y BARAET SR e X, BASkEL, CERERASCE . BB, fF5 . A,
FEHARTFBHE F AR AR B 2B

— . X#R#J4FAE

SCHER A =N REARRRHE, EIERRME. DR Y, Hik, SCEREAAERITR
iﬁ%ﬂ%ﬁf’* 5! ET‘JJJJﬁm

L]

'"n%hcna%imMHmmﬁ.ﬁﬁmimﬁﬂﬂ%mﬁ.Mﬁu%%e%~&

—ln

TR T 1 SR, don] LURNIRIAAG ) (%8 ) BIERTPRRERARSC ERERT LUSFH T

VE# KRBTSO IR 2 B8, Rl LI H B AT 2 B WE R 2B pi a1
W SRS, IO, SCERAPRY “ENR” BeARE . SSEIFAITR AR . 2 EARE SR
BFA BT, 2016 4E, P EPBlEBIGEMAYEERTST P E AT it R 532 B E S BA:
F5ER%: ( National Institutes of Health, NIH ), My/REERII MBS —ERSEE, KHEANEH
K- AR, AT AR REAS PSR EES TRESHINTBAAPTREFE, K
AR, WARRREE =Y TR eI AN I A4-maBR a5 Ak, MR B il Aed 40
M E K. FHICHRERLE Oncotarget 275 . ( Oncotarget, 2016, 7, 15200-15214 ), X—&oHT
H@ﬂ% anbiﬁa j TA%XTE}EE&F aw,,u, BARRZENITOME, 2R E T 1-1 Fis,

iﬁkﬁiﬁ IEEI:KLV 5 Ml]ﬁﬁ%ﬁﬁﬂt:&ﬁ;mﬂ%{ﬁwE':'o B, FRMIERTFB
FXTEp—, FERECFSHEIE. Fﬁ%ﬁﬂﬁﬂ%ﬁﬁﬂﬁﬂﬁu% HHRMIC R FBRARS 2
Betk, . BB, A, SR ] HF AR R . 2L AIE sk T B 1R 3 TX
IREAREIMEZR . BRAF 2 ﬁ/‘f’*$l§9%% THE P EERHE4H ( Bottom-up
Proteomics ) HIFEASLIWAE . B—MHE, UCRAHCF MR : M4l 2R 32 B 88 H i

1




2 BHEIXMEE

www.impactjiournals.com /oncotarget ﬁnc&tafge’t, Vol ?. No. 12

Hypotaurine evokes a malignant phenotype in glioma through
aberrant hypoxic signaling
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ABSTRACT]

Metabolomics has shown significant potential in identifying small molecules
specific to tumor phenotypes. In this study we analyzed resected tissue metabolites
using capillary electrophoresis-mass spectrometry and found that tissue hypotaurine
levels strongly and positively correlated with glioma grade. In vitro studies were
conducted to show that hypotaurine activates hypoxia signaling through the
competitive inhibition of prolyl hydroxylase domain-2. This leads to the activation
of hypoxia signaling as well as to the enhancement of glioma cell proliferation and
invasion. In contrast, taurine, the oxidation metabolite of hypotaurine, decreased
intracellular hypotaurine and resulted in glioma cell growth arrest. Lastly, a
glioblastoma xenograft mice model was supplemented with taurine feed and exhibited
impaired tumor growth. Taken together, these findings suggest that hypotaurine is
an aberrantly produced oncometabolite, mediating tumor molecuiar pathophysiclogy
and progression. The hypotaurine metabolic pathway may provide a potentially new
target for glioblastoma diagnosis and therapy.

INTROBUCTION of new thermpeunc avenues [2] Despile these advimees
pathophvsiologic and matslational discoveries have nol |ed
Gliomas are the nesl common prmary  brai o appreciably mpreved chimeal oulcomes [ 3], Among all
mabenancies m adulis | 1] Advances have recentiv been glioma subtvpes. e ghioblstoma imaltdonse (GBND e
made m clucxdanme vanons ghomna phenotypes, mcindng the most aggressive form and commonly vesudts m a poo
the develepment of the World Health Orpanization prognoars [4] Novel msights mito the imolecular ongms
(WHO) ghiuna grading scale and exploranon of glioma aid dovers of GBM progression are needed (e eahance ow
molecular nology wiuch lave led © the dennfication basic understandmg and treannent of these unos
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Over 10000 Peptide Identifications from the HeLa Proteome by Using Single-Shot Capillary Zone
Electrophoresis Combined with Tandem Mass Spectrometry

fE#: Sun. LL (Sun, Liangliang)[ 1] Hebert, AS (Hebert, Alexander S.)l 231 van, XJ (Yan, J(iaojing)[ 11 Zhao, YM (Zhao, Yimeng][ 1l Westphall. MS
(Westphall. Michael S {231 Rush. MUP (Rush. Matthew J_ P {231 7hu, GJ (Zhu, Guijie)l 1] ; Champion, MM (Champion, Matthew M.){ 11 Coon. JJ
(Coon. Joshua J. )1 23] Dovichi, NJ (Dovichi. Norman J.){ 1]

ANGEWANDTE CHEMIE-INTERNATIONAL EDITION
£: 53 W: 50 T 13931-13933

DOI: 10 1002/anie. 201409075

5 DEC 8 2014

EEMAIRE

Capillary zone electrophoresis (CZE)-tandem mass spectrometry (MS/MS) has recently attracted attention as a tool for shotgun proteomics. However, its
performance for this analysis has so far fallen far below that of reversed-phase liquid chromatography (RPLC)}-MS/MS. The use of a CZE method with a wide
separation window (up to 90min) and high peak capacity (ca. 300) is reported. This method was coupled to an Orbitrap Fusion mass spectrometer through an
electrokinetically pumped sheath-flow interface for the analysis of complex proteome digests. Single-shot CZE-MS/MS lead to the identification of over 10000

peptides and 2100 proteins from a HelLa cell proteome digest in approximately 100min. This performance is nearly an order of magnitude better than earlier
CZE studies and is within a factor of two to four of the state-of-the-art nano ultrahigh-pressure LC system.

x¥

fE% X B A: analytical methods; CZE-MS: MS; electrophoresis; mass spectrometry, proteomics
KeyWords Plus: COMPLEX PROTEOMES; INTERFACE: SENSITIVITY; PLATFORM; YEAST
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