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Precision Medicine and Policy Summit

2018 F9H21H, HBEKRZAZREH . HERZFICIEIAIPrecision Medicine and Policy Summitg & 7. 4%
ESEAME2018FEEZTRAARMNECHNES, EAFEETEREEREETIUENZHFHEXIRELX, BSEBEEETR
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[WERMOEZERREBEEER, EERWMRMR LT, Glad-
stone InstitutesBlIf8 ADr. Robert W. MahleyE &G 5
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, ..'*zﬁﬁfe"‘jmﬁaqmu( GHDDI ) AS+{X5y

“~Niscovery. |nst|tute (GHDDI) Opening Ceremoia ‘

-
.

FIREEAMMALFL (GHDDI) FUANFENKXF2018FNA7HEIRTERERPANKRAEMGRFEESST. I6
REHRKES T, BERERKMBE. LRLEHA - ZREEZE (UTER BREER") KEEFELR-F% (BIll
Gates) RIBEARZFHZERRK. ERERAMMALFOEET HEFE T CGHODINE XA FHEB AL R OB,
WS E GHDDIBIF TR TR NEHMER .

WET2016F8 ANEIRKBREAMMLPOZAHILRTEG., BFERFNERES

/ SBAR RN RIS, FEAILANL AR DE S BN,
,// {ERGHDDIMBIAEIEIEE, =HAMAPOMNFERIZRRIBRTESRAR
EMOZIR% .  GHDDIRM th2 2 MRS E M RA I OBAN £ &

GHDDI AETE (PPP) BHAMRNFLWEN, HEFRESRESHNEENG P EES

SPEY(E: NI IN S

EZNMGHDDII R, EREEAMMEPOLEET HARODEE
IEH N 43 7T GHDDIE 2016 FE8 A IR, EEAXIF TERE

S AMEHMERMERIZNE. GHDDIBMSEBETMZ NI RM
FUMAZFFES, FRT TRITEKEBEE ST N EBHARIN
B, #HEZ7T —R40RAMNSKE. Bt ETZERIA.

2018-2010 Bzxmmman  f 06



04 BEARFREPICHBSMAZ RS RS .

BEHMEBNELES
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HBEAREKRAALRRVFHIE, SWHEFRZZRPIC. AFRATLZZEBICNNE TE

fr, AASEISRK. RIKEZESEBIERADSMZIN.

RfE, BHEAEHIEPEBIZMKRERTME, s
i, —ERBEENEGRREANIIETEERES, &
BUAZS) . HBBEA. FAREIF. AHRSFHEEBEN
BSTHENMS, RETER. WS EONFK, R
BT RXEATNNFDINR; FHEMSFRERZNUE
WEMEERES, BEFRIELERTIER.
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=L£, BELCRTARER—FRKECEHENRI, NE
BIIAR. BMERARAHRS T EBRGHHS AR
RHATTINENEE, BEMNAZNEAXE CHZER
ARZRFIIND AN EREHEANBR. T, £)F
FEDTEXRNATESETN, HORABHHERE
B, REXADBE T BERDSE-FMEHABE L
ELMBAAZE TESHTEIRSNMES, BRNNEFE
MARZLBRE T —EhErEIN, ZEHXEER
G IERE, EINEARZEREART TRERR,
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01 FIEBRBASEBHFZZRE X RBEASEEAMHEENREE
Journal of Medicinal ChemistryE& KR T RIMARARE

20185 8H28H

BEARPFARRIREERAS BERFEDRZZRE
KMWARBAB S IEEAMHENE 2 EJournal of Medi-
cinal Chemistryff & &R 7 &FMARMLR ., ZIEIR
BT X¥EHBAEYEANBEEEREHFENMBK AT
R. ZLEBIRANEMRAER—RINEEF KA
MEERSHAITMEEIRDEAREEHNELRRE
BN FHEY, AR FAYETBNE
BETIRIAER,

A B

HLE-B3 cell line
4 M Compounds 0.4 uM Compounds
~ 100, =3 DMSO mm 6 20 wm 35 = 100, = DMSO mm 6 =20 mm 35 S0
£ -6 w29 w34 g =t g
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C aAR116C aAR116H aA Y118D aBR120G  yC G129C YD W43R BB2 R188H

control
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FEEHBOTENERRKTND FRKPAINEE TR
EIRAERRESHEARSE

02 BHIERTAHEAMINRAASEE (EEMNAAXE) LR
MEEtAdthE Z R {KAsperchalasinesE &8 B R B R

2018%9H

BERZAZLEENIERBAMINRRASERE (2
EMNBtE) (Angew. Chem. Int. Ed.) E&XREN
“Total Syntheses of Asperchalasines A-E” 9518
X, RETHNEERRATNEE RIS &N
MRMR. B2014F UK, JEHIEIRRRE XS 4L 50
RERAFWHNEERBA T RGURNNME, HEE
T—ZRIARME., TLHEMLE, ZEAKNXTR T 51
EMER. FEEESMMIEUENARMIDRZRA
Asperchalasines A-EfJENREE .

YRBR AL ZE 2 B Asperchalasines A-E2 &
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03 HETREAE (BF « BHUER) RSRKBEMNRIED
IFEMAAE (SFTSV) RREHREENS

2018%E9H20H

BERFREZRAZEFRAEEEENEZRESEFMARESE/XHBRAAE(E, ESFTS (KRFHMNREDERE
i) AERBENSARTEEREEEHRHE, BHARMEL “Arginine Deficiency Involved in Thrombocytopenia and
Immunosuppression in Severe Fever with Thrombocytopenia Syndrome” N&ifE4, k& T (Science Translational
Medicine) #&., ZARNNIER T SFTSHIBERENIE, mMEASFTSHEMBES ML MMAMNIGREITIRE T M2
TCEMABEE,

SCIENCE TRANSLATIONAL MEDICINE | RESEARCH ARTICLE

EMERGING INFECTIONS

Arginine deficiency is involved in thrombocytopenia
and immunosuppression in severe fever with
thrombocytopenia syndrome

Xiao-Kun Li'*#, Qing-Bin Lu**, Wei-Wei Chen®*, Wen Xu?*, Rong Liu*, Shao-Fei Zhang', Juan Du?,
Hao Li', Ke Yao®, Di Zhai®, Pan-He Zhang', Bo Xing', Ning Cui®, Zhen-Dong Yang®, Chun Yuan®,
Xiao-Ai Zhang', Zhe Xu?, Wu-Chun Cao"’*, Zeping Hu’', Wei Liu""#"

ZMRBEIRIRE T SFTSVERESTRERAWRERE, HiER T HESHI/VR
DRI T YR AR Se AR T REHINHI B9 R BRI

04 sKOKEEIRADAE (M) KGR
BREERIRHIFRE SR

Plasma

2018%F9H27H HMG-CoSA:TnS Memﬁi
\ HMG-CoA Antigen
Reductase FAS .
Mevalonic HMG-CoA ~nQ
N ; S4 o+ A4 L < won N R 4] B S . Acid B )

(HRE) PTIELRRT BEREHZRKIIFRDEETN (FR ' s d
S s =k I S i 66 . /
RER B EFAVREEFFIZIER) (The mevalonate pathway OMAPP o PP ¢ °

is a druggable target for vaccine adjuvant discovery) HIZ
MRIENX, BREUBEXEBEERNMEEEETNE R
B, FER T BEEND FERNG. ZIMAEMRENE
TZMETFEMRKRERERE, FMAYIITHERFAETERS
MALNEG, ZARIEAMNYEEZENREEZRBRBES 7HOIA
R, ENEEEEFNNFEAREERRTEEE —ENEER
X
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05 FRIREAE (AR - LZEWE) KRHEXE,
REFH— S EETLRHNFIF

Volume 25

20184108 7 emica iy
5iolo

(AR » LFEMZF) RFBLRFHZRFMEBAILX (Small- 7 o s gy
Molecule TLR8 Antagonists via Structure—Based Rational
Design ) fEATENXE (Hu, Z. et al. Cell Chem. Biol. 2018, 25,
1286-1291) , ZILXIRE T H—ASIEERTLRSHDEIF, HFHD
HRE (IC50) 4100 pM, HERERNEHRRIETENBES %%
REETT B,

20185108 (4BRE  LFAEMF) HE

06 RIBRBAE (EARMNMAREY RRABPROTACKA
$E[EpEREHDAC6E RAIFA R AR

2019%1A2H

BRERAZAZREEROESEGRNZZRIRIEIASIEE (EERMMIBY (Protein & Cell) EERAR T RFMAR
BR (FFE—LS5HELEEMBRHDACEHMNPROTACTESF) (Developing Potent PROTACs Tools for Selective
Degradation of HDAC6 Protein) ., ZieXOBIMEFHEHDACGIEF NS UEET, ST ESMMPEMIE R B
HDACBHI B %R, BiZMEENEBREECGFPRIAER, IRIUMUABRAFEAMAREEINE A BRBIRENESE
B

NN CRBN . ..
/\"’”‘OA",; N~ lgand — — .
®

Degradation
NP8
3 co8< 150 DC,,=38nM 150 Gl =1.21 pM —=-NP8
x g = =1. |
25838885 mi Sl Bls= 1300 TNERA
HDACG [wee - 3 100 2100
Ac-a-Tubulin o — - S 3
HDACH [m==—===—== x 3
g g
HDAC2 [— —— 2 5] 3
HDACH [ = 8% s e cm o o & B 0
B-ACtin | dese—————— 0.0001 0.01 1 100 10000 0.001 00101 1 10 100
Compound (nM) Compound (UM)
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07 HBERRBAT (MR - AR) EEEARMAEBR (STIMIEBR
mE S REARAE/NRRTERBANNRERFRE)

a - STIMI™(WT, 15) b = STIM1™(WT, 8) c = STIM1™"(WT, 10)
,,,,,,,,,, = (KO, = STIM{%ee (KO, 6)
2019%1R4AH Temetiel rues CRUNRY
Feo ; 80! L gﬁﬂ PR "
e 2ol g selg L lal
§2o g o N B § ©
g g 2 g=
> SEE A o ith R A MY > Y68 B 5,1 < S
Cell ResearchBiFIE& AR T FEAZAFMRE B RIRMA WEFABEED S § fe e eine 8 (et
BB (STIMIEZEAREESRMRE/NE#ITERBA R ¢ orn

DRG neuron activation

thermosensitivity Optimal preference temperature
iz determination

ERFSEE)Y (STIMT thermosensitivity defines the optimal
preference temperature for warm sensation in mice)#9ff
RLX, RETSTMIBEEN—LFRORESES SR &
XERERA, 18R T BIANMBERIERZHNN D F /Jb 2B TG
YRR AL

warm-sensing neuron
—

Warm Preference

08 FRICINRBAE (AHEBZEBIE - EMFE) KRG REZI)
B R AR G R R 12 B D 40 AR ) L 2R B RR B BR AL I

2019%1H17H

BEARZAHZRAELINRAAE (REMZEBE - £%) (PLOS Biology) AR TN (BEENMEEFIE

EREN—MREEFME) LRBEREMREZHEEHNSACREBIFEMIITE) (Organic  cation  transporter

(Oct3) is a distinct catecholamines clearance route in adipocytes mediating the beiging of white adipose
tissue ) WIRARIEN, ZIEXHAE2019F 1AM ERRTIRR. EMRERRI B EAEHMAEAIEIEAE FHEER

i) LEABMRRENR, RLBEAEERNIREN.

(4} %/Catecholamines HA Neuron i

0 o 8 Slc6a2
° o o o . NE(,NO
Glucose 5 (OCTS3 deficiency b4 4‘1 .
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01 Art of Lecturing and “Chalk Talk”
Presentation Skills

Robert W. Mahley

EZEERBZRRT
BERZAZIRMIDE R

Gladstone InstitutesBlia A . BEEE
MMAZIBE LD (UCSF) #i%

2018%F10H29H - 11A1H

Dr. Mahley2Efr EMBHWOMERZR, TEHWRACANOIERE. BEBELHMURE/RZSHE, SH/XEMAPoES
H. BNERTFZREMNEUHENER, SEZEOEDS. EEAMECEND FEMEER . EHRKRARESR.
ZEEMDs. EERZRTNTEBERZ2ME, B0, BHFDr. MahleyfEiB1EGladstonelig ABREIESHA K Hit
ARISEEEMNWEIHFRNE 2 —, EERRIPIELLZF0Or. Mahley “RISFEBHMIME”, fEt 281, Dr. Mahely?EGlad-
stone InstitutesEBIBEHN Z NMREZEBII 205,

2018-2019 EpmmmEn  f 12



O 2 Attacking the cell surfaceome
in cancer

James A. Wells

EENFRBRLT
IMAZE IBE LD RER

2018%F11B2H

Jim pioneered the engineering of proteins, antibodies, and small molecules that target catalytic,
allosteric, and protein—protein interaction sites; and technologies including protein phage display,
alanine—scanning, engineered proteases for improved hydrolysis, bioconjugations, N-terminomics,
disulfide “tethering” (a novel site—directed fragment based approach for drug discovery), and more
recently an industrialized recombinant antibody production pipeline for the proteome.

These lead to important new insights into protease mechanisms, growth factor signaling, hot-spots
in protein—protein interfaces, role of caspases in biology, and more recently determining how cell
surfaces change in health and disease. His team was integral to several protein products including
Somavert for acromegaly, Avastin for cancer, and engineered proteases sold by Pfizer, Genentech
and Genencor, respectively.

He is an elected member of the US National Academy of Science, American Association of Arts
and Science, and the National Academy of Inventors.

183 [ 2018-2010 wEmsmmms



03 How to Create Bioventure
Ecosystems

K&)IFSE

HAHNAMEERER. BFHIITE
WEASRERID

BHEARZHZFRMC)E R

2018%F11819H

KAHNEEMEBTERZRZREOEZERASM0EAFBHE, HEAKRT TN “How to Create Bioventure Ecosys-—

tems"MEEEWH., TEHTP, KB/NEEDZETERE. FE. HAZFEREMMXERES, UERHAKXEFBITENRR

BRUHBATNESHTRRRIFRELSIRA “Shonan  iPark” IR RAL, FMAER T AMOHERBTFENHZ
SHE . BREBRFENNEMHIAT WERERR, HS5EHNFEMEHT THEENITIESE,

SKipEE, KBNIFTERZL T FERZEIRKBIE, NOERFRY THRAMEEXCTRGE, HlEEZSTHUAT
EFRMERRADENNRINEZN, KRE/TENBTEREEER, EMARESTAENRRE, ULRRRSERNEZE
. BREZEBRESMFERFXR, BT T7TSENTNIAA,

WIREIRKE DRSS RLTE—T
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AZBRRMLRBEARFAZRNAINEZARNHEEN 2 —, RENEIBLRLGZIUHE AR
RKFRZEE, LRA AERXARLENINERIHAMTNRENGIER, KRKLARK, B
HAIMRR, RADZHRIMENEMOIFIESN, EERFNEARTE, EHZMRARERZF N
HEXNF M, EESHERNLERIGO,

=/\i#
Neural circuits basis of temporal
lobe epilepsy

Br &

HIRFHR
EHFHaIEE

2018%F9H13H

Temporal lobe epilepsy (TLE) is a common type of epilepsy and not well controlled by current
treatments, but the underlying cellular/circuit mechanisms remain unclear. The early series of our
studies have proved the success of low—frequency stimulation treatment for epilepsy, which was
mainly depending on the stimulation target, the stimulation frequency and stimulation time (the
therapeutic—window phenomenon). Now, by using optogenetics, multiple-channel EEG analysis,
imaging, electrophysiological and molecular techniques, we are continued to investigate the circuit
mechanism of therapeutic deep brain stimulation, and found that entorhinal principal neurons
mediate antiepileptic “glutamatergic-GABAergic” neuronal circuit for brain stimulation treatments
of epilepsy. Meanwhile, we are currently focusing on the interplay of inhibitory and excitatory
network in subicular microcircuits especially that related to the generation of generalized seizures
(GS) in TLE, and we found that depolarized GABAergic signaling in subicular microcircuit mediates
GS in TLE. This may be of therapeutic interest in understanding the pathological neuronal circuitry
and further the development of novel therapeutic approaches.

15 [ 2018-2010 wzsmzmmms



BNH
AR . FALEIARIER S R 5 AR R
WS TRZEYIG B 15 £ RS

Z M

PRI BB R A
BLAESIm

2018%F10H18H

BIFT AR R T 2N ALY LA SHEMNRIL, MERIZRIAMELUHE CIFHF Y RINIERELIRR
W, BSEEMRITARTR. BNBMRITNHCZENZENOARRBE2HN S VERBERTRAGNER. KSHE
PEM ST R EB RS BENSOMR .

BRI HFEI, WTET2 (Nature 2015, 527:118.) . ClpP (J Biol Chem 2011, 286:37590; J Biol Chem
2013, 288:17643.) . Oct4 (Nucleic Res Acids 2015, 43:4381.) . elF4A (Nucleic Res Acids 2015,
43:10157.) #IDNMT1 (ACS Chem Biol 2018, in press) #1175, @B TEHATHWIRZNNIE, RIMBO A FT
TR, HBITREEEEWEN; EIRE N MERER X EHEEPDKIZMEENHE (Cancer Res 2015,
75:4923) %; RUHARENEEEFREIIHE T (Nature Chem 2015, 7:968) ; H3iz& L EESPOP, £MES
PTENRIPPINFIF/\5F (Cancer Cell 2016, 30:474) ; BIRIRERNAX BEAEFTORIMGIF (JACS 2012,
134:17963; Nucleic Res Acids, 2015, 43:373) ; BAXAIIMEARENARIBURIIET (PNAS 2014,

111:13517) 5 HXTBEEREEPIAKIB, RINE MEIREZMALSINEIFIPI-273 (Cancer Res 2017, 77:6253); KINMAAEE
EAREEALC3. /NCGER (RAS) EZTHRERMNENMIEIF, AMERANIFHIERNINAMARETE 7 RIAIE
BITE. AZ2EMEFERAERMHARRETFEFENHRER.

RLEINER, NFER. MG LRH T RAEBNNHERNLESHEY, HE—SHRIASEGYIRITH
PELMIR LA FAMARTIANENEERE,

2018-2019 EmmmEn  J 16
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EhlitE

M RZEFEMEZ SEEFRRK

2018%F11815H

BNEHIRT2000FEFERZRRELFWU, BEEFNEELAZEMAMBELGMRR., 2003 F8AWHINIKE
MRZ RIS PTES M Research Scientist, 2005F9 BRIEEMIIRZEMETT ERERLREHR, 2017FESE
M RFLEF/EMESR SEEFRIRK.

REERNESFRZES. BREAREMRITUERRZR, UEHRIEZEREZRERENRS, BEDRNET
{E#& £ Gastroenterology. Nat Microbiol. Nat Commun. J Hepatol. Autophagy HERFAFMEARIEXTORE
JEIESE (Reactive oxygen species, ROS) KEFA S EMEMEMNRE T 2 —., EHEEROSY S TR ERBNEES
EMmREEFF RS T EEEN SMEHRNARRASER 2 —, SATREREAFMERZENECERRES
PUREZEBANENZINEE, 2MENERESBRBEMBZND FHX, BMEIRPESRACN—ERSF. SRNE
HRREEAREZARFTRE ( OxiodoTMT) , ISR THESEE. WEAELZERIMERATRETNENEARER
B, AEMTFEEHIE T —HEFEAMPK, NAMPT, ANXA2E AN SREESHELEEFNXRECTEREARF
BYND T, FRANFARTEVMZINEHRR, BT XBEATREE B FBRN D F1EN B ILIREMEATT FrEBE
[ FMME.

tesh, BESREMANE. AREESIHRERT, KRRTHARAEE NS FHEMERROSIESMEE A KRRBETT R
B

17 / 2018-2019 TAZ % HAZF IR
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Targeting the untargeted cancer proteins

war-

PR LB B RPAAR 2

2018%F10H18H

The activity of drug discovery still focuses on protein targets those known before the human
genome was mapped. The functions of many proteins in the human genome are unknown due to
lack of chemical tools, even though these untargeted proteins are important in human biology or
disease—associated.

RNA epigenetics is a fast—-evolving field in biology and drug discovery. The dysfunction of FTO
demethylation has been tightly connected with different types of cancers. At this moment few
inhibitors have been characterized and less is known about the potential clinical applications of
inhibiting RNA epigenetics compared to DNA or histone epigenetics, however. To this end,
high—quality inhibitors for FTO demethylation represent unmet needs. We identified the first FTO
inhibitor through virtual screening, while rhein shows modest selectivity for AIkB demethylases.
Then, we have repositioned meclofenamic acid (MA), an anti-inflammatory drug, to a selective
inhibitor for FTO demethylation. However, the cellular activity of MA needs to be largely improved,
and the target engagement remains poorly understood.

Recently, our newfound inhibitor derived from MA reveals a therapeutic utility for treating acute
myeloid leukemia through specifically targeting FTO demethylation.
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