\ /'

SHGAE

STN INTERNATIONAL

UJUbwvate=70—

* IMSPATENTS 774 J)LIX, Y—EXZFHIELELT-.

JAICI

£ 18 3R 7 =






[ZC&HIZ

B D BT STIN oo 1

A. BEZE GO XHE R

T R T O T oo 3
EEXBRIEHREUIEE T DI T T AL e 4
EE DRI E R B R D I e 6
BB R 1 L 12
PV 0 D R e 31
T T R e 32
BB BRI 2 o 34

B. EE AR ER

A I D B o 41
ADISINSIGHT, IMSRESEARCH J7AILDELBBREAE oo 42
BB Bl B o 46






B EXERORAK

EEMODEFEE STN

[TCL®HIZ

- HEBHEORBEERETERSN, RESND. COEXRBSNLIETOHFEIEEIE 10-15

FTHD.

- BIFEOEHRHMETER, ¥

HFHEOBRMDS 20 ETHS. LHAL, EESZEFHFICON

TIXEABRBLZIRETARNICHETAICENZ L. Z01=0, BIRAR, WERIPEZZ(TS
ETIZ 10-15 EHETSHE, LHiE 5-10 FRILILUZEESZ T 5 TELL.

- EDEH, HFEOHRMNELLENESIC, BATREFHFHARERFENRITONT
W5 ERHAMEEKX 5 EFROLH EXRLOFHFHAMEIEKXR 25 FHTHD.

BRHE 4158 R S B B R 5B AREE
2-3 & 3-5 & 3-7 & 1-2 &
FEWED BMERLT E AENRILE  E4 s EA
gl MOEMEORS S ABREL. B
BRUEDO  MEEDYL. MRSt
oy NEBENDE

CEDEBFE - B HERR | M s

CEMBERE | - B0 HRR | ginz

- EHME - F I AR

P

- STN TRERAFEBRBORAGEREZRARLSILENTES.

ot 5 - T R

R &
HE

IR %5 RO
EXSTET T
Bt [
CHEEEDD



[TCL®HIZ

EEMODEFEE STN

B STN DEEFHREET —4N—X

EELFRER
X Rk 15 #R ADISINSIGHT
MEDLINE -
ETENEE IMSRESEARCH MR — BTIEE
EMBAL IMSPATENTS
DDFU INPADOC
CAol IFICLS
plus
: IFIALL
BIOSIS % &
EZ-
HSRHB—
l:/I\IgDICINE ERME R
PS
CASREACT
—a1—2X DJSMONLINE/DJSMDS
ADISNEWS ReaxysFile
Z Dt
IPA

NAPRALERT 7#¢&

- EEROBERAFEROMET, BEEOEVEREERIIE AT, KHFBLRMATED
MEDLINE, EMBASE, EMBAL, DDFU/DRUGU Z7A/ LI EERIAT LKL

- J7—YAECSUR (EERZTREMER) OEOICTELNEI7Z7AILITAE—THS
PV 95 R4—%FALT, BIEKEERORIEFABEREAETIELELTAETHS.

- (5

- EEMORARRKRZRETSICE EXERART IN—RZFATS.

TS



A EZa DX IEH






A EEMROXEIFEH

mRE&EOHAE

B EEARAETREIAENELEREEICOVWTRGELEZFAENSRDONS.
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- EAEADEL . —RICHE~FARET, —FAEBABZIEEHOFIZBL
- HREORY MR BRE EREEERASNE. Frd HHE AL EE AT R
- BEMMAEL  RBRMM TR AR

e

- MHREBEOEBOEEREDBIGTIX, KAREFICFHINSG:H, BRAB TIIHLMASHEND
FEIMERMRELDIELHD. TCTRERARZESIL-OIC, TREOEEROFDMN LS
2HDOREETOTREZFAZE (PMS : Post—Marketing Surveillance) MEBIh TLVAS.

B TRERAE
- HIR#%ZFAZEIL, GPSP (Good Post—-Marketing Study Practice = B ERTZ DFAE R U

ERDEEICEETHE#) & GVP (Good Vigilance Practice = EEREDR EHRTERETE
EHEE) CTEOWWTThnTLAS.
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HRESHAE D
RotE AL >
B PR - s g 25 >
ERAREES HEEARREE, BE RS RS R >
- HEREARAE  HRERCEESOBIAEREEL EESIERZON
HEREIEIET 0I5,
- ERARERE  BERIZHBNT, BEOREEEHHILES BERAOEER D

RERROCRE AUUESIVCRERICEIIBERERNETS.
BREERRERE DR S@E ZEG RACERAIIEEFICOVTITS>HE
R ERE
HERFTRERAR  BRILIEAREREORBEORABRTEONLEESF
ZIREIL-Y, BEDORRICEIIERRDERERT TER
SNGEVWRE, AU T2HICETIEHRENETH=HIT,
ARBSN-RZRAE DEMRICHSTITIAR
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* AFIZEBERBIDNERT
AEIOLa—KIZY, 7T
JALIZE-TH 5N =
MEEMNIRBESNATLS
(EMBAL Z74)JL)

B EX-XEFZHEOXHMENE TS STN OFLT—E~A—X
. EMBASE/
T—HAR—24% MEDLINE EMBAL (2% 1) DDFU (DRUGU)
EMEXEBLIVEDR HE | SAYEZHLVEFEEHO | EXELKOERK, AR, 1,
2, BEELEDOEL VX | XEER &, FRAEICEYT M
IR 53 1% 3R ik 15 #R &
BRERY, =292, ZERE | EBEIASERTITOEER |6, o, £, &
IR 5345 B HEELLE At E (RSB EREYE, £ |2, BEFTEMERE, EYE
R K7 2 2 OREY mHE FER |bE MAEYE, ERIFE [ Eim, KB, AEDRLEE
HE EEES HREELRE A s¥W%
EMBASE : 1947 4 ~
UR % H#A E 1946 £~ EMBAL - HiLUk 1983 £~
" EMBASE :28,902,000 4 X HR ;1,523,000 4
AR 8% # 25 23,821,000 EMBAL : 101,000 {4 Y& . 190,000 #
EHEE #A8 #H =8
77—k #08, #48, A #08, #48, & B#HE #A
YEF X x x
SEEH O @) @)
CAS
BRES O © ©
HMEEESI D 83 EMBASE : #J 100% 100 %
I 53 & ’ EMBAL : 98% (XEET AV
. , EMBASE : 64% 100%
B o EE 60% EMBAL : 84% (XEkET AUR)
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EMEBLIVENMEESIBTOL (b2, E2IFEHHFEHDEL |Inpharma : EEREEEREEICETS
#3752 Ak 1 ) =X #k1E R 7o—MER
Reactions: EZE GEI/EFRICE TS
77— ER

Pharmacoeconomics & Outcomes News :

EEZEICETESI—a—X

=7, BEZFE THF £
CEMIZ £EYHERE &£

EERE RKESR, RE

CREBEZ BYELGE

1 5 e
i i

EEELTILRE T2 EMIC
BEALBEALGHZEM S F

EXRSLVEERARICATLIEER
5 -ER

1926 £~

1808 £~

Inpharma : 1994-2008 &
Reactions : 1983 4 ~

Pharmacoeconomics & Outcomes News :
1995 £~

CAplus : 39,901,000 #
23,652,000 4 CA . 35.213.000 1 153,000 {4
. CAplus : &H
20 cA - & &H
. . . B |8, RAE .
58, WA CAplus : ®H, %8, WA 50, B8 5F
CA : fmad
A O X
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HlEBERAETED
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A EEMROXEIFEH
EXROBIEFRABEHROMAE
B EF EFEBROAETHE, RIAKELTVWEIT —AR—XATHHEEEFALEREZP D

[CIISEMBH THEGRIENGLOND.

- ERE-EZHEDOT—HR—XTIL, MEDLINE, EMBASE, DDFU/DRUGU J7A4IILTEEIHA

REELTLS.
B BEEOFMEREERTIBEE, REIEHALLRRETS
=-F Yok
=>S EYO#HHIFE/CT (L) BIERADI—F/CT

B EERBHROKRE
MEDLINE Z74J)L

D BEBED MeSH 4—L (#4E) AEETIEES

=>S E¥Y®D MeSH #—L/CT (L) AE./CT

=>S E¥YD MeSH #—L./CT (L) (AE OR PO OR TO)/CT

- La—F# (TRIAL ReER)

TI Neuropsychiatric adverse effects of oseltamivir in the FDA Adverse Event
Reporting System, 1999-2012
CT *xAdverse Drug Reaction Reporting Systems
*xAntiviral Agents: AE, adverse effects
Antiviral Agents: TU, therapeutic use
Cross-Sectional Studies
Data Mining
Drug Approval

Huma
*Menfal | MeSH Z—L
Megtal Ulsorders Ul di.-
(L)

Postmarketlng SN, statistics & numerical data
ancnRDalatand DI nnyﬂnyn' DI diacnanci
bs{ MMXDEREICEHSD MeSH Z—LIZIE |ogy
*xSubs{ Z7RAUVRY (x) hiffH5EZh 5B
Unitea states
*United States Food and Drug Administration
CN Antiviral Agents; Oseltamivir

HIANT4UY




A EEMROXEIFEH

EXROBIEFRABEHROMAE

@ BEBH®D MeSH 2—L (#H#IE) NEELAVEER

- BEEA®D MeSH A—LMNFELLGWMEEYMETH, EEMWERLRMN CN J1s—IILFFEEIE
RN J4—JLRIZEKBIESNTWWAAEEELHD. TDHEFIEEMWERLZEZ /CN T4—ILK
THRERT .

- YINTAVIEHATEBAR, TONECHETHLUEBED MeSH S—LISYY
HEES,

=>S EFEHR/CNAND EHRSZD MeSH #—L (L) AE./CT

=>S EZES/CNAND EMEEZ D MeSH #—L (L) (AE OR PO OR TO)/CT

» fil : CLOPERASTINE ) MeSH #—J/L (#F#IZE) [FE|EUL\A, CN LY—FRIZEFENTLS.

=> E CLOPERASTINE+ALL/CN

E1 15 -=> ~cloperastine/CN
E2 0 RN 3703-76-2/CN
E3 0 RR  14984-68-0/CN
(HGI)
E4 0 RR  69M5L7BXEK/CN
E5 0 RR  PI4N7C63ND/CN
E6 0 UF  1-(2-((4-chloro-alpha-phenylbenzyl)oxy)ethyl)piperidine/CN
E7 0 UF  cloperastine hydrochloride/CN
HM__ #Piperidines @ CLOPERASTINE =i %
NOTE RN given refers to parent cpd FHEBEED MeSH 4— A
skskkkokkskkk END skokskskskskokskskk

(TRIAL ®~ERK)

TI Cloperastine-based cough syrup and acute dystonic reactions
CT  Check Tags: Female

*Antitussive Agents: AE, adverse effects

Child

Gough: DT, drug therapy

*Dystonia: CI, chemically induced

ans
*Piperidines: AE, adverse effects I
RN 3703-76-2 (cloperastine) (L

GCN Antitussive AgenQii_Piperidines

CLOPERASTINE/CN
TREITSE EVT D




A EEMROXEIFEH

EXROBIEFRABEHROMAE

EMBASE 774l

=S EY®D EMTREE F&/CT (P) (AE OR T0)/CT

* EMTREE #& = EMBASE/EMBAL J7 4 L0 #i #l &
- La—Kk#l (TRIAL RARFX)

TI Pharmacokinetics of orally administered oseltamivir in healthy obese and
nonobese thai subjects

CT Medical Descriptors:
adult .\\\\\\
area under the curve -
##HEE (X, Medical Descriptors &

E;;;CJHZSS Drug Descriptors ICXBILTCEEH NS
: Medical Descriptors: TR B O ED 2L THEIZ
. B 5#HlEE
?ég%::njrug dose Drug Descriptors : ZEM I I 5l 5
time to maximum plag€ma concentration
CT Drug Descriptors:
4 acetamidebamina 2 (1 athy|propgxx) 1 cuelohexene 1 carboxylic acid:

PK, phafma¢ EMTREE & 1y H3E
xoseltamivir: AE, adverse drug reaction
oseltamivir. DU, drug dose (P)
xogeltamivir: PO, oral drug administration
RN ’EZS ol WX OEHICHDS EMTREE B | | carboxylic acid)
acetami 24U R %) A exene 1 carboxylic aci
187227-454 TAZURY () m SRS eltamivir) 196618-13-0,

204255-09-4, 204255-11-8
CN (1) tamiflu
co (1) Hoffmann La Roche

EMBAL 274JL

- EMBAL (EMBASE Alert) 774 JLIZ EMBASE J7AILDEHIRTI7AILTH 5.
- AFIZEDZFFIHAERTHRMDOLOI—FMBUERESNA TS,
- HEBE (BEX—T7—NKN) I2mz, 7ILIYXLIZE>THREENT- EMTREE EA KB

ENTWAS. =1L, YV IEBHE LY CAS BHRESEAESATHERLOT, BERAICD
WTEF—T—FZERTS.

=S E¥ @O EMTREE E&/CT* AND EI{ERICEATAFX—7J7—F

* MANCRIENLERE S, EMBEZELRSITRETS.
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La—K#H (ALL ®RrER)

AN
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S0
DOI
PB
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FS

LA
ED

AB

CT

CT

0064292665 EMBASE Alert (EMBAL)

Safety and tolerability of double-dose and duration oseltamivir regimens

in patients with HIN1pdm09

Cupelli, Lisa (correspondence); Bailony, Mohammed; Burgess, Tracy;
Dutkowski, Regina

Cupelli, Lisa (correspondence); Bailony, Mohammed; Burgess, Tracy;
Dutkowski, Regina

Infectious Diseases in Clinical Practice, (3 Jan 2014)

ISSN: 1056-9103; E-ISSN: 1536-9943 CODEN: IDCPEY o~ _ m= o fp B SR A
10.1097/1PC. 0000000000000126 N 83 M TULVAELY
by Lippincott Williams & Wilkins.

K?;rnurtlcle, (Article in Press) AIP I{J—Fli féﬂfiﬁ‘i?iﬁ (DT)

English ?53:07?{)‘L1z?;‘h‘fl~ (FS)

Entered Embase Alert: 13 Jan 2014 | 21 /VFTHAILTATHE

Last Updated on Embase Alert: 13 Jan 2014

First Entered Embase Alert: 13 Jan 2014

BACKGROUND: A novel influenza A/HIN1 virus (HIN1pmd09) emerged in April

2009. To address concerns about the suitability of standard oseltamivir
regimens for controlling the virus, a randomized trial was initiated to
explore virologic responses to standard and nonstandard regimens in
patients infected with HIN1pdm09. METHODS: Patients aged 1 year and older
with influenza-like illness and a positive rapid test result for influenza
A were eligible for enrollment. Adults received 75 mg or 150 mg of
oseltamivir twice daily for 5 or 10 days; children received weight-based
unit-dose equivalents. Assessments included viral shedding and resistance
testing; symptoms were recorded in patients’ diaries and adverse events
(AEs) were recorded during patient visits. RESULTS: When the pandemic was
declared over, the study was closed prematurely and therefore did not meet

Medical Descriptors:
*patient

*human

*safety

— | PILTUXLTHREEhE

weight EMTREE ZEBIZ&BFHE Bl
diseases

Drug Descriptors:
*oseltamivir J

* Article-in—Press (AIP) La—F&(&

- ERRAEITSNIAMDERIRDEE. IFE IR (SO) T4—ILRIZE - T - R—UHURER
ENTVAWL. PEOTILTIIALIZEYF ESNE=RSIARFSA TS,

- HRIROTELLEREFER (EH-B-R—=2) 2AFLEBE, AIP La—FEEAMoLa—
KAER SN, TD AIP LO—FKIZEIBREhS.

- AIP La—FKI%, => S AIP/FS TRETZ5.
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A EEMRDOXEIFEH

EXROBIERABHROMAE

DDFU/DRUGU 74 L

=S EYD#HHIFE/CT (S) AE/CT

© T ARTOREYICHE O

EBIERSIT—ILFORAICRTEINS.

- MEFEEEMLICTEDONS. HEEWE [01] [02] GENESHTESID.

La—k#l (ALL REBER)

T
3
AN
Tl

AU
GS

AB

GC

(L)

2 Xk TIE

o

2009-38310 DDFU T M S

Systematic Review: Safety and Efficacy of Extended-Duration

Chemoprophylaxis Against Pandemic and Seasonal
Khazeni N; Bravata D M; Holty J E C; Uyeki T M;
Univ. Stanford; Cent.Dis. Contr. +Prev. Atlanta

This systematic review of 7 randomized, do e-1 Zifi R _
international, 1 single-center, 1 pla o-contr MXEHRDOEEEEDIC

the safety and efficacy of extended-duration ne
(NAI, p.o. oseltamivir (OM) and zanamivir (via
chemoprophylaxis in 7540 patients with pandemic

35 Adverse Reactions
41 Virucides

Bl lofoct ion

TIRUTEVIAITINIUY, EFHBALAOILIVOTFDOFHELTEHEL
SELBLUYTFTFIEILOREEEMBICOVDTODRER]

IZonTHERshTWS.

‘ XS AN

Influenza.
Stave C D; Gould M K

BERZEHTTRALTLSD
(E=FPHK)

and seasonal influenza

INFLUENZA *TR ; PANDEMIC *TR; SEASONAL *TR:
NAUSEA*AE ; EMESIS *AE; PNEUMOPATHY *TR;
GASTROENTEROPATHY *AE; CASES*FT; IN-VIVO *FT;

INFECTION, VIRUS *TR=
HEBEDFESEI

META-ANALYSIS *FT;

BMEE [ | B—

NEURAMINIL (S) WHTBTTORS *FT P 0. *ET™ TR ¥

1
[01] OSELTAMIV 3 OSELTAMIVIR *AE::DR9700242 *RN-?ELLIRUI AEILEIELDRE |
1 (8)

T

[02] ZANAMIVIR *TR; ZANAMIVIR *AE; GG-167 *RN; VIRUCIDES *FT; I

NEURAMINIDASE-INHIBITORS *FT; INHALATION *FT

| TR #FT: AE H ¥¥3EL0FR3 |
|

AMUDEYOEYIVIVINSY T ERF R
(DDRN) [2A—JL®D RN At 5Eh3

AN 49223 DDFU

FS Registry

DDRN DR9700242 — OISy ELRE
DDN  OSELTAMIVIR « #DOI AFRSvIE

SS AMINOACID; C-AMIDE; OLEFIN; C-ESTER;

CT EXO-ALPHA-STALIDASE-INHIBITORS:; NEURAMINIDASE-INHIBITORS; VIRUCIDES

REGISTRY €45 ALk

ETHER; CYCLOHEXANE
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A EEROXHEIER
mERHF 1

B REA 1 RMEEEER TILTSyk (—%  AXHUTSFY) &, BARTIKABIR
THRLET - BREOEB - EBRBEOYEE-SHET 2005 £ 3 AICKBESIHh 4 A
[CERFEMNBIRESh TLVS.
COINTSYMEALT, REZDOBIFAIE$ZE MEDLINE, EMBASE, EMBAL,
DDFU 77/ ILERWVWTCHETS.

BEEDR L

- MEDLINE, EMBASE, DDFU 2741 JL

- ILTIVNOMHELEMERICET IV IANTAVT (VU5 2#HAEHET, Mk
LBEIERERICRES 5.

v MEDLINE 77/ T, {LEZMEICODVWTEHE®D MeSH F—LNRBFEELEWNGAET
3 CN J4—J)LFFEIE RN Z4—LFICZIRFESN TS EZELH ST, CN 2 V—
SREMWRTS.

vV INLTSYEAEBETHALI—FIZIRETS.

- MEDLINE, EMBASE Z7AJLI%, /MAJ #RH\5.
- DDFU 74L&, DIV MRS YT &4 (DDRN) &O—)LERAWLS.

v 2005 £ 4 ARFEROEEREZRAEBERNERET S, ERBEY 2005 FELUREIZER
ET5.

 EMBAL J74JL

- EMBAL 7ML TRUVVEIMFEShEZWNESD, BIEFRERIZIEERICETS2F—7
—KE2EAZRSITRERETS.

- EMBAL 77X R THD-0, BEEZSHLILXZBNICHRER 1 TEEE
MEVEERRSITREL, EFBIUVERRBREIZITHAEL.

- FRHTS 4 DOTFAMILDOEEXBBR KL, DUPLICATE O UFEFIAT 5.
BEDIEN

@ MEDLINE 7ML TREIERE#RZRETS.

@ EMBASE 77/ TEIEABHRERETS.

@ EMBAL 77/ L CEIEAB®RERERT 5.

@ DDFU J7A/ L TEIERABHRERETS.

® D~@ DHERIZHLT, EEXBBRELEETTS.
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A EEMRDOXEIFEH

I

D MEDLINE 774/ CRIERAB®RE®RET S

=> FILE MEDLINE — MEDLINE Z 7 1 /LIZA B
=> SET PLU ON; SET ABB ON; SET SPE ON — HEHF, E ERDODBEYEGEF
SET COMMAND COMPLETED EERIHEET ERT
=> E OXALIPLATIN/CT 5 — FFVYTSFoDHHNEZHNSE
E#  FREQUENCY AT TERM
E1 56 OXALIC ACID: UR, URINE/CT
E2 0Xx ==
E3 @j— OXALIPLATIN/CT 32\1#3?33_'-/[%
eSH YVY—FXICZ
E4 2 OXALOACETATE/CT SEN T
E5 0 2 OXALOACETATE TRANSAM 3T
=> E OXALIPLATIN/CN 5 — N > YV—SXTEHTS

ADDITIONAL TERMS AVAILABLE BY USING “OXALIPLATIN+XUSE/CN”
E#  FREQUENCY AT TERM

- T - ""’ FEHUTSFUIE
E1 1 2 OXALIC ACWI‘ CN Y—35Z|z
E2 3 1 OXALINE/C SFENTL:
E3 3745 21 ——> OXALIPLATIN/CN
E4 0 2 OXALIPLATIN, (SP-4-2-(1R-TRANS))-I1SOMER/CN
E5 0 2 OXALIPLATIN, (SP-4-2-(1S-TRANS))-I1SOMER/CN
=> E E3+ALL — IRNTCDEFEZFZTFT S
E1 3745 --> oxaliplatin/CN
E2 0 RN 63121-00-6/CN
E3 0 RR  61758-77-8/CN
((SP-4-2-(1S-trans))-isomer)
E4 0 RR  61825-94-3/CN

((SP-4-2-(1R-trans))-isomer)

E5 0 RR  61913-68-6/CN
((SP-4-3-(cis))-isomer)
E6 0 UF 1,2-diaminocyclohexane platinum oxalate/CN
E7 0 UF 1, 2-diamminocyclohexane (trans—-1)oxolatoplatinum(I1)/CN
E8 0 UF  ACT 078/CN
E9 0 UF  ACT-078/CN
E10 0 UF  Eloxatin/CN
E11 0 UF  Eloxatine/CN
E12 0 UF  L-OHP cpd/CN
E19 0 UF  oxaliplatin, (SP-4-3-(cis))-isomer/CN
E20 0 UF  oxaliplatine/CN
E21 0 UF platinum(I1)-1, 2-cyclohex ani| Ax4yIFsSFoiztindd

HM  *Organoplatinum Compounds FRBES D MeSH 4—L
PA  Antineoplastic Agents

NOTE RN given refers to (SP-4-2-(trans))-isomer
sokskokskskokkkk END skskskskokskokskskok
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mERHF
=> E ORGANOPLATINUM COMPOUNDS/CT 5 — BFHATIEEYDHHEZHEZET S
ADDITIONAL TERMS AVAILABLE BY USING “ORGANOPLATINUM COMPOUNDS+XUSE/CT”
E#  FREQUENCY AT TERM
E1 0 2 ORGANOPHOSPHORUS POISONING/CT
E2 0 1 ORGANOPLATINUM/CT
E3 85217 8 ——> ORGANOPLATINUM COMPOUNDS/CT
E4 3718 ORGANOPLATINUM COMPOUNDS: AD, ADMINISTRATION & DOSAGE/CT
E5 1763 ORGANOPLATINUM COMPOUNDS: AE, ADVERSE EFFECTS/CT
=> E E3+ALL — IRNTCDEGFEZFZTFT S
E1 0 BT3 D Chemicals and Drugs/CT
E2 16950 BT2 Organic Chemicals/CT
E3 34168 BT1 Organometal | ic Compounds/CT
E4 8527 --> Organoplatinum Compounds/CT
E5 16697 MN D2.691.800. /CT
DC an INDEX MEDICUS major descriptor
NOTE Organic compounds which contain platinum as an integral
part of the molecule
: CPDS
AD AE AG AT AN BL CF CH CL CS GT DU EG HI IM IP ME PD
PK PO RE SD ST TO TUUR
IE Organometallic Compo.ngs\ilff3—19//)
PNTE Platinum (1966-1977) . N
HNTE 78 HAHEbEARREYIANTIVY
MHTH NLM (1978)
E6 0 UF Compounds, Organoplatinum/CT
E7 0 UF ORGANOPLATINUM CPDS/CT
E8 8951 NT1 Carboplatin/CT

A EEMRDOXEIFEH

sskokskokskskskskk END skokskskskokskoskskok

=> E COLORECTAL GANCER/CT 5

— BBEEBSADRHZEEHNS

ADDITIONAL TERMS AVAILABLE BY USING “COLORECTAL CANCER+XUSE/CT”

E#

E1
E2
E3
E4
E5

=
E1
E2

FREQUENCY

AT TERM

2 COLORANTS, HAIR/CT
COLORECTAL/CT

0 2>> COLORECTAL CANCER/CT

E E3+ALL

0
55428

COLORECTAL CANCER HEREDITARY NONPOLYPOSIS/CT
2 COLORECTAL CANCER, HEREDITARY NONPOLYPOSIS, TYPE 2/CT

— INTCDEFZEFZTT S
--> Golorectal Cancer/CT
USE Colorectal Neoplasms/CT «— #BEBLELI A DIFEGE

soforrrkkokkk END  skokskokstskskokoskok
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=> E E2+ALL

E1 0
E2 4023
E3 30845
E4 14313
E5 13446
E21 0
E22 4023
E23 30845
E24 14313
E25 6960
E26 55248
E27 146813
E33 0
E34 0
E35 0
E36 0
E37 0
E38 0
E39 0
E40 0
E41 0
E42 0
E43 0
E44 0
E45 0
E46 0
E47 0
E48 0
E49 4731
E50 640
E51 58837
E52 4731
E53 640
E54 3906
E55 3354
E56 10
E57 10
E58 33649
E59 4666
E60 175
E61 280
E62 54

A EEMRDOXEIFEH

I

— INTCOEBREZEEZTT S

BT5 C Dis
BT4 Dige
BT3 Gas

eases/CT
stive System Diseases/CT
trointestinal Diseases/CT

BT2 Intestinal Diseases/CT
BT1 Colonic Diseases/CT
BT5 C Diseases/CT
BT4 Digestive System Diseases/CT

BT3  Gas
BT2 In

trointestinal Diseases/CT
testinal Diseases/CT

BT1 Rectal Diseases/CT

-—>
MN

AQ

PNTE
PNTE
HNTE
MHTH
UF
UF
UF
UF
UF
UF
UF
UF
UF
UF
UF
UF
UF
UF
UF
UF
NT1
NT2

Colorectal Neoplasms/CT
C4.588.274.476.411.307. /CT

BL BS CF CH GI GCL CN CO DH DI
GE HI IM ME MI MO NU PAPC PP
SC SE SU TH UL UR US VE VI
Colonic Neoplasms (1966-1988)
Rectal Neoplasms (1966-1988)
89
NLM (1989)
COLOREGTAL NEOPL/CT
Cancer, Colorectal/CT
Cancers, Colorectal/CT
Carcinoma, Colorectal/CT
Carcinomas, Colorectal/CT
Colorectal Cancer/CT
Colorectal Cancers/CT
Colorectal Carcinoma/CT
Colorectal Carcinomas/CT
Colorectal Neoplasm/CT
Colorectal Tumor/CT
Colorectal Tumors/CT
Neoplasm, Colorectal/CT
Neoplasms, Colorectal/CT
Tumor, Colorectal/CT
Tumors, Colorectal/CT
Adenomatous Polyposis Coli/CT
Gardner Syndrome/CT

NT1 |

Colonic Neoplasms/CT |

NT2
NT3
NT2
NT1
NT2
NT3

Adenomatous Polyposis 1i/C
Gardner Syndrome/CT

Sigmoid Neoplasms/CT

Colorectal Neoplasms, Heradit
Lynch Syndrome I1/CT

DT EC EH EM EN EP ET
PS PX RA RH RI RT

T

ary Nonpolyposis/CT

NTT |

Muir-Torre Syndrome 2;///
Rectal Neoplasms/CT

NT2
NT3
RT
RT

sokkokskokkokkk END  skokskokskokskokskok

HHREBIADTHRIZEBENAL
EBREASADEFELHD

Anus Neoplasms/CIl

Anal Gland Neoplasms/CT
Genes, DCG/CT
Genes, MCGC/CT
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L1

L7
Tl

ST
CT

RN
CN

A EEMRDOXEIFEH

I

OXALIPLATIN/CN — FTFYYTSFERFTS

3745 OXALIPLATIN/CN (17 TERMS)
("OXALIPLATIN”+XUSE/CN)

ORGANOPLATINUM COMPOUNDS/CT (L) AE. /CT — FTFYYTSFDLEHZTHS

8527 ORGANOPLATINUM COMPOUNDS/CT (3 TERMS) HHE (FEEEZIEEY) ICHL T
(" ORGANOPLATINUM COMPOUNDS’ +XUSE/CT) EIEEIE#HIZIRE T &
1701989 AE. /CT

2190 ORGANOPLATINUM COMPOUNDS/CT (L) AE. /CT

L1 AND L2/MAJ — FFYYTSFHESSHh, FHEAZIEEYD
716 L2/MAJ EIERIEHEILTETCHSELI—FICRETS S

469 L1 AND L2/MAJ

COLORECTAL NEOPLASMS+NT/CT — BHBEEBYAZERET S
146874 COLORECTAL NEOPLASMS+NT/CT (17 TERMS)

L3 AND L4

269 L3 AND L4
L5/HUM — EFZRETS

265 L5/HUM
L6 AND PY=>2005 — 2005 FLIFICRZET S

1868920 PY=>2005
211 L6 AND PY=>2005

TRI L7 1

ANSWER 1 OF 211 MEDLINE ® on STN

Bevacizumab improves splenomegaly and decreases production of hyaluronic
acid after L-OHP based chemotherapy

Sinusoidal obstruction syndrome; bevacizumab; oxaliplatin

Check Tags: Female; Male

Adult

Aged
*xAngiogenesis Inhibitors: TU, therapeutic use
*Antibodies, Monoclonal, Humanized: TU, therapeutic use
Antineoplastic Combined Chemotherapy Protocols: AE, adverse effects
Antineoplastic Combined Chemotherapy Protocols: TU, therapeutic use
Colorectal Neoplasms: DT, drug therapy

Colorectal Neoplasms: PA, pathology
*Hepatic Veno-Occlusive Disease: CI, chemically induced
*Hepatic Veno-Occlusive Disease: CO, complications

Humans

Organoplatinum Compounds: AD, administration & dosage
*0rganoplatinum Compounds: AE, adverse effects

Retrospective Studies

Spleen: PA, pathology

Splenomegaly: BL, blood

Splenomegaly: DI, diagnosis

*Splenomegaly: DT, drug therapy
*Splenomegaly: ET, etiology

Tomography, X-Ray Computed

63121-00-6 (oxaliplatin); 9004-61-9 (Hyaluronic Acid)
Angiogenesis Inhibitors; Antibodies, Monoclonal, Humanized; Organoplatinum
Compounds; bevacizumab
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A EEMRDOXEIFEH

I

@ EMBASE 77/ TRIEFBARBHRERET S

=> FILE EMBASE — EMBASE Z 714 IIZA B

=> E OXALIPLATIN/CT 5 — FFHUYTSFoDHEHEZFHNSE
E#  FREQUENCY AT TERM

E1 1 OXALINIC ACID: AN, DRUG ANALYSIS/CT
E2 5 2 OXALIP/CT

E3 21202 26 ——> OXALIPLATIN/CT

E4 1 OXALIPLATIN 5A/CT

E5 1 OXALIPLATIN 5A: PD, PHARMACOLOGY/CT
=> E E3+ALL — IRCDEFEZFEZFT S

E1 10 BT4 emtree thesaurus/CT

E9 4448 BT1 coordination compound/CT

E10 21202 -—> oxaliplatin/CT

HNTE Creation date 01 JAN 1987

RN 61825-94-3 FELE (UF) (R HBEE

E11 0

E12
E13
E14

EMBASE 774DV —5X (EMTREE) (&
; B 3 B EHFINLHH, 774’_»2%@%?
eonatine/CT EE@%%T@K[&*E%E”]IZ%H'&‘%% ZDt=

E15 0 h S
- O, EFBEBIZCEESINTE (IH EMTREE
i : neloxatt ST | B pERELA—K SR TINBI LB,
E18 oxalato 1,2 oy ZDiGEEI1L, EMTREE SEICHEBEZBLSHT
E19 @ UF  oxalip/CT BRTS
E20 UF oxaltic/CT
E21 0 UF platinum 1,2 cyclohexanediamine oxalate/CT
E22 0 UF platinum 1,2 diaminocyclohexane oxalate/CT
E23 0 UF platinum oxalate 1,2 diaminocyclohexane/CT
E24 0 UF platinum trans(oxalato) (1,2 diaminocyclohexane) /CT
E25 0 UF transplastin/CT
E26 0 UF xaliplat/CT

sskokskokskskokskk END  skokskokskokskokskok

=> E OXALIPLATIN:/CT 25 @——— | EMBASE 774/ MDY—5RZ (EMTREE) IZ[%
E#  FREQUENGY AT TERM HEELEASDOEAERYVIENRRTINAL.
o - e LA L, EMTREE FBIZ : (3OY) %4+ 14T EXPAND
E1 1 OXALIPLATIN(D 24 #EaH&bEaaRUVVEERBTED
PD, PHARMACO
E2 1 OXALIPLATIN-BASED CHEMOTHERAPY/CT
E3 0 -—> OXALIPLATIN:/CT
E4 145 OXALIPLATIN: AD, DRUG ADMINISTRATION/CT
E5 5218 OXALIPLATIN: AE, ADVERSE DRUG REACTION/CT
E6 288 OXALIPLATIN: AN, DRUG ANALYSIS/CT
= E
E26 79 OXALIPLATIN: PO, ORAL DRUG ADMINISTRATION/CT
E32 302 OXALIPLATIN: TO, DRUG TOXICITY/CT
E33 1 OXALIPLATIN: TP, TOPICAL DRUG ADMINISTRATION/CT

E34 6 OXALIPLATIN: TU, INTRATUMORAL DRUG ADMINISTRATION/CT

17



A EEMRDOXEIFEH

mERHF
=> E COLOREGCTAL CANGER/CT 5 — FEBEEBENA DG ERNSZ
E#  FREQUENCY AT TERM
E1 1 COLORECTAL CANGCE/CT
E2 1 COLOREGCTAL CANCE: DT, DRUG THERAPY/CT
E3 82133 95 ——> COLORECTAL CANCER/CT
E4 1 COLORECTAL CANGCER 2 WEEK WAIT REFERRAL/CT
E5 1 COLOREGCTAL CANCER ANTIGEN/CT
=> E E3+ALL — IRNTCDEFEZFZTFT S
E1 77818 BT9 diseases/CT
E2 6632 BT8 physical disease/CT
E60 77818 BT9 diseases/CT
E61 6632 BT8 physical disease/CT
E62 52 BT7 physical disease by anatomical structure/CT

E63 3164 BT6 digestiv

e system disease/CT

E64 16033 BTH enteropathy/CT

E65 1703 BT4  intest

ine tumor/CT

E66 139 BT3 large intestine tumor/CT

E67 530 BT2 i ancer/CT
E68 46685 BT1 colon cancer/CT

E69 77818 BT9 diseases/CI
E70 6632 BT8 physical d
E85 77818 BT9 diseases/CT
E86 6632 BT8 physical d
E87 52 BT7 physical

isease/CT\

MEDLINE 7/ Tl EHBEBRBISAD T
isease/CT IC#EBRLAALEBRNADH>T-H, EMBASE
disease by apat J7A4ILTIEERIZHD

E88 3164 BT6 digestive system digease/GI
E89 16033 BTH enteropathy/CT
E90 311 BT4 large intestine/disease/CT

E91 4519 BT3 rectum diseasg/CT
E92 13831 BT2
E93 20380 BT1 |_rectum cancer/CT
E94 82133 -—> colorectal cancer/CT
HNTE Creation date 01 JAN 1983
E95 1797 NT1 metastatic colorectal cancer/CT

sskokskokskskkskk END  skokskskskoskskoskskok

=> S OXALIPLATIN+PFT/CT(P) (AE OR T

0)/CT « FFYYTSFoDFEFRBRHRICZBRET &

21202 OXALIPLATIN+PFT/CT
1083441 AE/CT
454019 TO/CT

(17 TERMS)

L8 5422 OXALIPLATIN+PFT/CT (P) (AE OR TO)/CT
=> S L8/MAJ — FTFVYTSFODFERERNITETHELT— FIC
L9 2480 L8/MAJ RZET S
=> S COLORECTAL CANCER+NT/CT — BHEEBOAZERET S
T/CT (2 TERMS)

L10 83398 COLORECTAUQQANCER+N

=> S L9 AND L10

MEDLINE 7741 DL Y—5REEZEIZANT, COLON CANCER
B&L&U RECTUM CANCER D#idIEZELRERICEHTHLL

L11 1027 L9 AND L10
=> § L11/HUM — EFZRET S
L12 1025 L11/HUM
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=

L13

=

L13

Tl

CT

CT

A EEMRDOXEIFEH

E ST
S L12 AND PY=>2005 — 2005 FLEICRET S

9778300 PY=>2005
784 L12 AND PY=>2005

D L13 1 TRI

ANSWER 1 OF 784 EMBASE GOPYRIGHT (c) 2014 Elsevier B.V. All rights
reserved on STN

Dose escalating study of cetuximab and 5-FU/folinic acid

(FA) /oxaliplatin/irinotecan (FOLFOXIRI) in first line therapy of patients
with metastatic colorectal cancer

Medical Descriptors:

adult

human

intestine obstruction: SI, side effect

|iver metastasis: DT, drug therapy

lung metastasis: DT, drug therapy

male

*metastatic colorectal cancer: DT, drug therapy

Drug Descriptors:
*cetuximab: AE, adverse drug reaction

xirinotecan: IV, intravenous drug administration
*oxaliplatin: AE, adverse drug reaction
*oxaliplatin: CT, clinical trial

BZ - EMBASE Z74/LDLI—FDIEUNE

- STN ORBRFBHFRIE, TIA—IITRHLA—FFEESDOKREWIEIZE .
LML, EMBASE J7A4I)TIlE, LO—KAA4JIZ&>TLO—FBEEDEERANEL ST
H, UTOEBEIESELES.

" e = La—FEESDESHKX (10 #1)
1 EMBASE (Regular EMBASE) 1974~ 1974000001 (FE/E + 6 #7)
2 SERE SBRR 2009- 0050000000 (005 + EfEFES)
, _ 0047000001 (004# + EfEHEE)
3 EMBASE Classic 1947-1973 O
4 EMBASE (MEDLINE i 3) 1948- 0000000001 GE#HES)

C RTEOHLVIEICHEANBEZADE AL, RITE (PY) ORIE (D) 2 EELT SORT O
RURERTITS.

[:> SORT L &5 MEZEHS PYD }

* DUPLICATE aX > RZ2FERALEESIE, BZFEHLWIEICESDT EMBASE Z74/LOEEIC
LT SORT avURZFEBATILEILLL.
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A EEMRDOXEIFEH

I

Q EMBAL 774/ TCEIERBEHRZHER TS

EMBAL 774 DEFE )
v  EMBAL 74 DESIEFZITYXLIZE>T EMTREE EAfTESIIhBH,
JUOEIFA ESNA.
- BIERICELTIRYUOELNFRATELRWNED, BIERICEET 2F—T7—F%
HEAXZFSITRETS.
- FAXHYTSFUBIUKEBEBLPAOHKTHEITIRATES.
LML, EHIRTHS EMBAL J7AILICHRLTIIWEMEZS OHB1=0I
S TRTDF—T—F#EHARXRFITHRERTS. y

=> FILE EMBAL — EMBAL Z 714 IIZA B

=> S OXALIPLATIN OR ACTO78 OR ACT 078 OR ELOXATIN# OR CRISAPLA OR DACOTIN OR DACPLAT OR
HELOXATIN OR OPLAT OR OXALIP OR OXALTIC OR TRANSPLASTIN OR XALIPLAT

84 OXALIPLATIN \
0 ACTO78 FEYUTSFUORE L IE MEDLINE,

0 XALIPLAT EMBASE 77/ DY Y—SATRRENT=

L14 84 OXALIPLATIN OR ACTO78 OR ACT 0] >rEEE (UF) SUBRL, FIALL
DACOTIN OR DACPLAT OR HELOXATIN OR OPLAT OR OXALIP OR OXALTIC OR
TRANSPLASTIN OR XALIPLAT

=> S L14 AND ((ADVERSE OR SIDE) (1W) (EFFECT OR REACTION OR EVENT) OR TOXIC?)
3412 ADVERSE BIEFEEDF—T— FEHITEDPES
2240 SIDE

361.9 (ADVERSE OR SIDE) (1W) (EFFECT OR REACTION OR EVENT)
2920 TOXIC?
L15 39 L14 AND ((ADVERSE OR SIDE) (1W) (EFFECT OR REACTION OR EVENT) OR TOXIG?)

=> S L15 AND COLORECTAL (2A) (CANCER OR NEOPLASM OR TUMOR OR CARCINOMA)
1060 COLORECTAL | BHEEBEVADF—T— FEBIEPES
0 COLOURECTAL

892 COLORECTAL (2A) (CANCER OR NEOPLASM OR TUMOR OR CARCINOMA)
L16 13 L15 AND COLORECTAL (2A) (CANCER OR NEOPLASM OR TUMOR OR CARGINOMA)
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A EEMRDOXEIFEH

I

=> D TRI L16 1

L16 ANSWER 1 OF 13 EMBAL COPYRIGHT (c) 2014 Elsevier B.V. All rights
reserved on STN
TI Glial role in oxaliplatin-induced neuropathic pain
CT Medical Descriptors:
analgesia
*xastrocyte
*chemotherapy
colorectal cancer
dysesthesia
glia cell
human
intrathecal drug administration
*microglia
modulation
nerve cell
*xneuropathic pain
neuropathy
*xneuroprotection
neurotoxicity
nucleolus
pain
paresthesia
pathophysiology
patient
peripheral neuropathy
rat
rat model
spinal cord dorsal horn
spinal ganglion
toxicity
CT Drug Descriptors:
antiinfective agent
carisoprodol
*fluorocitric acid
*minocycline
*oxaliplatin
platinum
ST  Astrocyte; Chemotherapy induced neuropathic pain; Fluorocitrate;
Microglia; Minocycline; Neuroprotection
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A EEMRDOXEIFEH

I

@ DDFU 774/ TCRERABHREZ®RE TS

=> FILE DDFU — DDFU Z 71 INIZA S
=> E OXALIPLATIN/CT — FTFYVUYTSFoDHFNEERNNS
E#  FREQUENCY AT TERM

E1 1 OXALIPATIN/CT

E2 1 OXALIPATIN *AE/CT

E3 5060 5 —=> OXALIPLATIN/CT

E4 2583 OXALIPLATIN *AE/CT

E5 325 OXALIPLATIN *DI/CT

E6 222 OXALIPLATIN *DM/CT

E7 90 OXALIPLATIN *0C/CT

E8 889 OXALIPLATIN *PH/CT

E9 138 OXALIPLATIN *RC/CT

E10 3867 OXALIPLATIN *TR/CT

E11 6 OXALIS/CT

E12 6 OXALIS *FT/CT

=> E E3+ALL — INTODEGFEZEZFT S
E1 0 BT2 ANTICANCER AGENTS/CT

E2 345845 BT1 CYTOSTATICS/CT

E3 5060 -—> OXALIPLATIN/CT

E4 1 UF  nsc-271670/CT

E5 1 OLD NSC-271670/CT

sokorrrkkkkk END  skokskoksskskokoskok

=> E OXALIPLATIN/DDN 6 « FFH# Y TFSFoDIZTIT Y F F5vTEERE DDRN) ZHET S

3 1 OXALATRUNCUL IN-B/DDN o i _
E2 1 OXALICUM/DDN AMTDEMDEIVIVIRSYY
E3 1 =-=> OXALIPLATIN/DDN B84 (DDRN) ISH—L O RN
E4 1 OXAL1S/DDN Mt 5ShBDT, ¥ HUTS5FY
E5 1 OXAL1S-CORNICULATA-EXTRACT/DDN O DDRN % ~3%

=> S B3 & —— | #YIUIRSYS & (/DDN) DRERRIE,

L17 1 OXALIPLATIN/DDN | REGISTRY &4 AV RTH%

=> D ALL

L17 ANSWER 1 OF 1 DDFU COPYRIGHT 2014 THOMSON REUTERS on STN

AN 16907 DDFU
FS Registry

DDRN NSC271670 @ | AFHUTSF>® DDRN (& NSC271670

DDN  OXALIPLATIN
RN 61758-77-8 61825-94-3
CT CYTOSTATICS

SS COMPLEX; PLATINUM-COMPLEX:; POLY-C-ACID;

CYCLOHEXANE:; POLYAMINE

=> S OXALIPLATIN+PFT/CT(S)AE/CT — FFYVUYTSFDEEFERICIRET S

5071 OXALIPLATIN+PFT/CT (3 TERMS)‘_
427160 AE/CT
L18 2588 OXALIPLATIN+PFT/CT(S)AE/CT
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EBAEFE (UF) BLUIB#HEFIEE (OLD) IS
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A EE

a O 3k 1 ¥

I

=> S L18(L)NSC271670/CT (S)RN/CT

— FFYYTSFoDENEFIEHEITETHS

4004 NSC271670/CT
1384767 RN/CT

La—FIZIRET S

L19 2365 L18(L)NSC271670/CT (S)RN/CT
=> D L19 1 TRI
DDFU J7A/IL DR RER T #i 8
L19  ANSWER 1 OF 2365 DDFU COPYRIGHT 201 . —sZEp AR EREZDESIEIL—XTEE
AN 2014-27881 DDFU T SV INT, REHENRSSNWIBEANHS
Tl Prognostic value of chemotherapy-indul . ZEEEIZEITREOS/TOLMEEMN 1 EL L
metastatic colorectal cancer patients HaEND
00 35 Adverse Reactions - ERORBERILMUERTAE
42 Vitamins - mEERTAE EPMAE)
51 Chemotherapy - clinical
15 Monoclonal Antibodies ;
CT COLON =TR; INTEST. *TR; RECTUM *TR; COLORECTALI*TR; GASTROENTEROPATHY
*TR; METASTATIC *TR; NEOPLASM xTR: | *AE; THROMBOCYTOPENIA
*AE; ANEMIA *AE; INTESTINE *TR; MARROW-DISEASE *AE; IN-VIVO *FT; CASES
*FT; RETROSPECTIVE *FT; CYTOSTATIC =FT:; SURVIVAL *FT
[01] OXALIPLATIN =TR; OXALIPLATIN *AE: NSC271670 *RN; CYTOSTATICS
*FT; TR #FT; AE *FT
[02] IRINOTECAN *TR; IRINOTECAN *AE: CPT-11 *RN; CYTOSTATICS =FT;
TOPOISOMERASE-I-INHIBITORS *FT; TOPOISOMERASE-INHIBITORS *FT; TR *FT;
AE *FT
[03] BEVACIZUMAB +TR; BEVACIZUMAB *AE; DR0050247 *RN;
ANGTOGENESIS—-INHIBITORS *FT; ANTIBODY *FT: CYTOSTATIGCS *FT; GLOBULIN
*FT; IMMUNOGLOBULIN *FT; MONOCLONAL *FT; VEGF-ANTAGONISTS *FT; PROTEIN
*FT; TR #FT; AE *FT
=> E COLORECTAL/CT
E#  FREQUENCY AT TERM
E1 1 COLORCON-ASIA/CT
E2 1 COLORCON-ASIA *FT/CT
E3 8224 -=> COLORECGTAL/CT
E4 113 COLORECTAL =*AE/CT
E5 479 COLORECTAL =FT/CT
E6 1353 COLORECTAL =0G/CT
E7 6454 COLORECTAL =TR/CT
E8 1 COLORIMAZOLE/CT

> S L19(L) COLORECTAL/CT
8224 COLORECTAL/CT

813 L19(L) COLORECTAL/CT

L20

=> § L20 AND (HUMAN OR CASES)/CT
170361 HUMAN/CT
671724 CASES/CT
802 L20 AND (HUMAN OR CASES)/CT

L21

=> S L21 AND PY=>2005
403600 PY=>2005
613 L21 AND PY=>2005

L22

— BBEELICRET S

LN

- EF

.

PALEDHLBEEIL TEREXRTIS
=>S L19(L)COLORECTAL/CT(L)NEOPLASM/CT

IZRE T B

DDFU 74 TIIEMZE T D#HHENES A
HUMAN &3 CASES [ZHhhTULVS

— 2005 ELIEIZIRE T S
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A EEMRDOXEIFEH

mERHF
=> D TRI 1-2
L22  ANSWER 1 OF 613 DDFU GCOPYRIGHT 2014 THOMSON REUTERS on STN
AN 2014-27881 DDFU T SV
TI Prognostic value of chemotherapy-induced hematological toxicity in
metastatic colorectal cancer patients.
CC 35 Adverse Reactions
42 Vitamins
51 Chemotherapy - clinical
75 Monoclonal Antibodies
CT COLON *TR; INTEST. =*TR; RECTUM *TR; COLORECTAL *TR;

L22
AN
Tl

CC

CT

GASTROENTEROPATHY *TR; METASTATIC *TR; NEOPLASM *TR; NEUTROPENIA *AE;
THROMBOCYTOPENIA *AE; ANEMIA *AE; INTESTINE =TR; MARROW-DISEASE *AE;
IN-VIVO *FT; CASES *FT; RETROSPECTIVE *FT; CYTOSTATIC *FT; SURVIVAL
*FT

[01] OXALIPLATIN *TR; OXALIPLATIN *AE: NSC271670 *RN: CYTOSTATICS

*FT; TR *FT; AE *FT

[02] IRINOTECAN =TR; IRINOTECAN *AE; CPT-11 =RN; CYTOSTATICS *FT;

TOPOISOMERASE-I-INHIBITORS *FT; TOPOISOMERASE-INHIBITORS *FT; TR *FT;
AE *FT

[03] BEVACIZUMAB *TR; BEVACIZUMAB *AE; DR0050247 =*RN;

ANGIOGENESIS-INHIBITORS *FT; ANTIBODY *FT; CYTOSTATICS *FT; GLOBULIN
*xFT; IMMUNOGLOBULIN =FT; MONOCLONAL *FT; VEGF-ANTAGONISTS *FT: PROTEIN
*FT; TR *FT; AE *FT

[04] FLUOROURACIL *TR; FLUOROURACIL *AE; FLUOROURA *RN; CYTOSTATICS *FT;
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(GOLFIG) versus FOLFOX chemotherapy in metastatic colorectal cancer
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oxaliplatin-based chemotherapy. (908-1342 #H)

ANSWEF 1355 DDFU COPYRIGHT 2014 THOMSON REUTERS on STN DUPLICATE 87
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Matched Analysis.
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DN  PubMed ID: 23813745

TI Early predictors of oxaliplatin-induced cumulative neuropathy in

colorectal cancer patients

AUPB|Velasco Roser; Bruna Jordi; Briani Chiara; Argyriou Andreas A; Cavaletti

Guido; Alberti Paola; Frigeni Barbara; Cacciavillani Mario; Lonardi Sara;

Cortinovis Diego:; Cazzaniga Marina; Santos Cristina; Kalofonos Haralabos P

AU |Velasco Roser

CS Unit of Neuro-Oncology, Hospital Universitari de Bellvitge-1CO Duran i
Reynals, , Barcelona, Spain

AU Bruna Jordi; Briani Chiara; Argyriou Andreas A; Cavaletti Guido; Alberti
Paola; Frigeni Barbara; Cacciavillani Mario; Lonardi Sara; Cortinovis
Diego; Cazzaniga Marina; Santos Cristina; Kalofonos Haralabos P

SO  Journal of neurology, neurosurgery, and psychiatry, (2014 Apr) Vol. 85
No. 4, pp. 392-8. Electronic Publication Date: 29 Jun 2013

Journal code: 2985191R. E-ISSN: 1468-330X. L-ISSN: 0022-3050
10. 1136/ jnnp-2013-305334
\ Comment in: J Neurol Neurosurg Psychiatry. 2014 Apr;85(4):359. PubMed ID:

23833264
CY England: United Kingdom B2 - MEDLINE, EMBASE/EMBAL Z71/LDRITDE L
DT (CLINIGCAL TRIAL)
Journal; Article; (JOURNAL ARTICLE) - AUPB J4—IJLFK
(MULTIGCENTER STUDY) FHRIEHIEOEZEFLZNEHELTNDS. nITKYE—
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EM 201405 - DOl Z4—IJLF
ED Entered STN: 3 Jul 2013 DOl (FUHINATOORER F) #IREFZ LTS

Last Updated on STN: 2 May 2014
Entered Medline: 1 May 2014

AB  OBJECTIVES: Peripheral neuropathy ranks among the most common dose-limiting and
disabling side-effect of oxaliplatin (0XA)-based chemotherapy. The aim of this
prospective, multicentre study was todefineearlyclinical and neurophysiological markers

METHODS: 200 colorectal cancer patients, scheduled to receive 0XA-based chemotherapy
were prospectively followed. Detailed neurological assessment employing the clinical

ST  EMG; NEUROONCOLOGY; NEUROPATHY; ONCOLOGY
CT Check Tags: Female; Male
Aged
*Antineoplastic Agents: AE, adverse effects
Antineoplastic Agents: TU, therapeutic use
Biomarkers, Pharmacological
Colorectal Neoplasms: CO, complications
*Colorectal Neoplasms: DT, drug therapy
Humans
Middle Aged
*Neural Conduction: DE, drug effects
Neural Conduction: PH, physiology
*0rganoplatinum Compounds: AE, adverse effects
Organoplatinum Compounds: TU, therapeutic use

RN 63121-00-6 (oxaliplatin)
CN  Antineoplastic Agents; Biomarkers, Pharmacological; Organoplatinum Compounds
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TI Gemcitabine, oxaliplatin, levofolinate, 5-fluorouracil,
granulocyte-macrophage colony-stimulating factor, and interleukin-2
(GOLFIG) versus FOLFOX chemotherapy in metastatic colorectal cancer

patients: The GOLFIG-2 multicentric open—label randomized phase III trial
AUPB|Correale, Pierpaolo; Pastina, Pierpaolo; Bestoso, Elena; Martino, Elodia;
Pirtoli, Luigi; Conca, Raffaele; Licchetta, Antonella; Cusi, Maria G.;

AU Correale, Pierpaolo; Pastina, Pierpaolo; Bestoso, Elena; Martino, Elodia;

Pirtoli, Luigi

CS Radiotherapy Unit, Siena University Hospital SantaMaria Alle Scotte

[stituto Toscano Tumory, Siena, Italy
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SO Journal of Immunotherapy, (January 2014) Vol. 37, No. 1, pp. 26-35
Refs: 33
ISSN: 1524-9557; E-ISSN: 1537-4513 CODEN: JOIME7

10. 1097/CJ1. 0000000000000004
PB Lippincott Williams and Wilkins, 530 Walnut Street,P 0 Box 327,

Philadelphia, PA 19106-3621, United States
cY United States
DT Journal; Article
FS 016 Cancer

026 Immunology, Serology and Transplantation
037 Drug Literature Index
038 Adverse Reactions Titles
048 Gastroenterology
FS EudraCT
NCT 2005-003458-81
LA English
SL English

ED Entered Embase: 7 Jan 2014
Last Updated on Embase: 7 Jan 2014
First Entered Embase or Embase Alert: 1 Jan 2014

AB  The GOLFIG-2 phase III trial was designed to compare the immunobiological activity and
antitumor efficacy of GOLFIG chemoimmunotherapy regimen with standard FOLFOX-4
chemotherapy in frontline treatment of metastatic colorectal cancer (mCRC) patients
This trial was conceived on the basis of previous evidence of antitumor and
immunomodulating activity of the GOLFIG regimen in mCRC. GOLFIG-2 is amulticentric open/

CT Medical Descriptors:
absence of side effects: SI, side effect
adult
aged

male

memory T |ymphocyte

*metastatic colorectal cancer: DT, drug therapy
middle aged
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Drug Descriptors:
acute phase protein: EC, endogenous compound
autoantibody: EC, endogenous compound

*|evoleucovorin: DT, drug therapy
*oxaliplatin: AE, adverse drug reaction
xoxaliplatin: GT, clinical trial
xoxaliplatin: CB, drug combination

Aldesleukin; Chemoimmunotherapy; Colorectal carcinoma;
Granulocyte-macrophage-colonystimulating— factor; Phase iii trial
(fluorouracil) 51-21-8; (folinic acid) 58-05-9; (gemcitabine) 103882-84-4;
(lactate dehydrogenase) 9001-60-9; (levoleucovorin) 68538-85-2

80433-71-2; (oxaliplatin) 61825-94-3; (recombinant granulocyte macrophage
colony stimulating factor) 123774-72-1, 127757-91-9, 99283-10-0;
(recombinant interleukin 2) 110942-02-4
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2012-10518 DDFU T S Full-text

Liver Resection for Colorectal Metastases in Older Adults: A Paired DDFU
Matched Analysis.

Di Benedetto F; Berretta M; D' Amico G; Montalti R; De Ruvo N; Cautero N;

Guerrini G P; Ballarin R; Spaggiari M; et-al.

Univ. Modena+Reggio-Emilia; Nat.Cancer-Inst.Aviano

Modena, Italy

J. Am. Geriatr. Soc. (59, No. 12, 2282-90, 2011) 2 Fig. 4 Tab. 62 Ref

CODEN: JAGSAF ISSN: 0002-8614

Univ Modena & Reggio Emilia, Liver & Multivisceral Transplant Ctr, 71 Via

Pozzo, Modena, Italy, 1-41100. (Di Benedetto F, 14 Authors, e-mail:
f.diben@virgilio. it)

English

Journal

This case-control, retrospective study assessed the safety and long-term results of
hepatic resection (RN) of colorectal liver metastases (CLM) in 64 patients who received

capecitabine (Xeloda, Roche), oxaliplatin, bevacizumab, folinic acid, fluorouracil,
irinotecan, or cetuximab. Rate of cumulative postoperative complications was similar in
patients aged 70 yr and older and those aged less than 70 yr. 1, 3 And 5 yr DFS rates
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Glial role in oxaliplatin-induced neuropathic pain

Di Cesare Mannelli, Lorenzo (correspondence); Micheli, Laura; Zanardelli
Matteo; Ghelardini, Carla; Pacini, Alessandra; Tani, Alessia
Di Cesare Mannelli, Lorenzo (correspondence); Micheli, Laura; Zanardelli

Matteo; Ghelardini, Carla

Dept. of Neuroscience, Psychology Drug Research and Child Health -
NEUROFARBA, Pharmacology and Toxicology Section, University of Florence
Viale Pieraccini 6, 50139, Florence, Italy. lorenzo.mannelli@unifi.it
Pacini, Alessandra; Tani, Alessia

Dept. of Experimental and Clinical Medicine — DMSC, Anatomy and Histology
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Section, University of Florence, Florence, Italy

Experimental Neurology, (2014 November 2014) Vol. 261, pp. 22-33
Refs: 69

ISSN: 0014-4886; E-ISSN: 1090-2430 CODEN: EXNEAC

10. 1016/ j. expneurol.2014.06.016

B Academic Press Inc.

PUI
cY
DT
FS
LA
SL
ED

AB

CT

CT

ST
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United States
Journal; Article

EMB
English
English

Entered Embase Alert: 11 Aug 2014
Last Updated on Embase Alert: 11 Aug 2014
First Entered Embase Alert: 11 Aug 2014

Oxaliplatin, a platinum-based chemotherapeutic agent, has become a standard treatment for
advanced colorectal cancer. The dose-limiting toxicity of this compound is

development of peripheral neuropathy. A tangled panel of symptoms, sensory

the

loss,

paresthesia, dysesthesia and pain, may be disabling for patients and adversely affect their
quality of |ife.Recently, we described a characteristic glial activation profile in a rat
model of oxaliplatin-induced neuropathy. Glial cells are considered a
pharmacological target for neuropathic pain relief but its relevance
chemotherapy—-dependent neuropathies is debated. Aimed to evaluate the significance of
glial activation in pain generated by oxaliplatin, the microglial inhibitor minocycline
or the astrocyte inhibitor fluorocitrate were continuously infused by intrathecal route
in oxaliplatin-treated rats. Both compounds significantly reduced oxaliplatin-evoked

Medical Descriptors:
analgesia
*xastrocyte
*xchemotherapy
colorectal cancer
dysesthesia

spinal ganglion

toxicity

Drug Descriptors:

antiinfective agent

carisoprodol

*fluorocitric acid

*minocycline

*oxaliplatin

platinum

Astrocyte; Chemotherapy induced neuropathic pain; Fluorocitrate;
Microglia; Minocycline; Neuroprotection
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s EOICKRRTBIZEK, 95R9—ZFFHALTELRZESITRET HEELLN.
- BEDISAI—IZRLT, Z27AILQEMOCTI7AILOEIBRLARETHS.
- FHTS 6 DDITFAMILDEEX#KBRE L, DUPLICATE av U RE#FIHT 5.
 EHIFAIILDTS— I DERE, FEHTZITRYEWVE SIS —STFS— NN EEND.
BEDFI
D PV 95R2—E LV BIOSIS J7AILTHRETS.
@ Ny —CT75—he%&89 5.

@ 75— tDEEZEZZITIRS.

@D PV 95R4—FE &V BIOSIS J7AILTRETS

=> FILE PV BIOSIS -CAPLUS HCAPLUS e—— PV 95 X4—I[C BIOSIS J7A/IL&EMT

5. F-BREFBEZFIHTBDT, CAplus
FILE "ADISNEWS" ENTERED AT 14:58:21 ON 05 AUG 2| 7 A )LD HYIZ HCAplus T7 A IL%EF

COPYRIGHT (C) 2014 Adis Data Information BV AT 3

FILE 'EMBAL' ENTERED AT 14:58:21 ON 05 AUG 2014
Copyright (c) 2014 Elsevier B.V. All rights reserved.

FILE "EMBASE’ ENTERED AT 14:58:21 ON 05 AUG 2014
Copyright (c) 2014 Elsevier B.V. All rights reserved.

FILE "MEDLINE' ENTERED AT 14:58:21 ON 05 AUG 2014

FILE "BIOSIS" ENTERED AT 14:58:21 ON 05 AUG 2014
Copyright (¢) 2014 The Thomson Corporation

FILE "HCAPLUS' ENTERED AT 14:58:21 ON 05 AUG 2014

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT.
PLEASE SEE “HELP USAGETERMS” FOR DETAILS.

COPYRIGHT (C) 2014 AMERICAN CHEMICAL SOCIETY (ACS)
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A EEMRDOXEIFEH

mERE 2
=> SET PLU ON:SET ABB ON;SET SPE ON — HHF, BE EROEIEOGEF

SET COMMAND COMPLETED BBRICIRFT SRE

/ TILFI7AILIEFEIC SET MSTEPS ON &R ELTHLE,
=> SET MSTEPS ON EI7ALDEEZELEYMI L BESHNFESNEH, T7/40LT
SET COMMAND COMPLETED COEEHKERITED

=> S OMALIZUMAB OR LI1ZUMAB OR XOLAIR OR RHUMAB E 25 OR RHUMAB "E25" « F v U v ZF#HF
L1 149 FILE ADISNEWS

L2 25 FILE EMBAL

L3 3824 FILE EMBASE

L4 1146 FILE MEDLINE

L5 881 FILE BIOSIS

L6 874 FILE HCAPLUS

TOTAL FOR ALL FILES

L7 6899 OMALIZUMAB OR LIZUMAB OR XOLAIR OR RHUMAB E 25 OR RHUMAB “E25”

=> S L7 AND ((ADVERSE OR SIDE) (1W) (EFFECT OR REACTION OR EVENT) OR TOXIC?) <« BUfEAIE# /=

L8 98 FILE ADISNEWS RZET S

L9 6 FILE EMBAL

L10 1556 FILE EMBASE

L11 354 FILE MEDLINE

L12 146 FILE BIOSIS

L13 172 FILE HCAPLUS

TOTAL FOR ALL FILES

L14 2332 L7 AND ((ADVERSE OR SIDE) (1W) (EFFECT OR REACTION OR EVENT) OR TOXIC?)

=> S L14 AND (CHILD OR ADOLESCEN? OR TEEN OR TEENAGER OR JUVENILE OR BOY OR GIRL OR INFANT OR
BABY) I FEEICRET S

L15 21 FILE ADISNEWS

L16 0 FILE EMBAL .\‘ FEBITEHTEHIXF—T—FIE

L17 344 FILE EMBASE MEDLINE, EMBASE 71 /L

L18 128 FILE MEDLINE DII—5ARELY, HHEES

L19 58 FILE BIOSIS SUBETEIF—T—FDD

L20 43 FILE HCAPLUS EIRLE=

TOTAL FOR ALL FILES
L21 594 L14 AND (CHILD OR ADOLESCEN? OR TEEN OR TEENAGER OR JUVENILE OR
BOY OR GIRL OR INFANT OR BABY)

=> SET DUP FILE
SET COMMAND COMPLETED

=> DUP REM L21 — EEXBBEZETT S (FMIZEEG | FS5HE)
DUPLICATE IS NOT AVAILABLE IN " ADISNEWS'.
ANSWERS FROM THESE FILES WILL BE CONSIDERED UNIQUE BREODBMIX SEBOE=L)VITHD

PROCESSING COMPLETED FOR L21 B OB SEETTEDN TSR (L
L22 448 DUP REM L21 (146 DUPLICATES REMOVED) | BEZELf=7 At&kin

ANSWERS " 1-21" FROM FILE ADISNEWS
ANSWERS ' 22-365" FROM FILE EMBASE
ANSWERS " 366-411" FROM FILE MEDLINE
ANSWERS " 412-435" FROM FILE BIOSIS
ANSWERS ' 436-448" FROM FILE HCAPLUS
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A EEMLHDOXBIFHR

BREF 2

=> D L22 1-21 TI — ADISNEWS Z 7 4/ DEIE FH#HZET &

L22 ANSWER 1 OF 448 ADISNEWS COPYRIGHT (C) 2014 Adis Data Information BV on STN
TI ADR news: House dust mite allergy immunotherapy. Anaphylaxis: case report
Serious.

L22 ANSWEE:::)F 448 ADISNEWS COPYRIGHT (C) 2014 Adis Data Information BV on STN
TI ADR news: Prednisone/prednisolone/methylprednisolone. Various
toxicities: 2 case reports. Serious

=> D ALL 2 — Al ZFHBEAXATEFRT S
L22 ANSWER 2 OF 448 ADISNEWS COPYRIGHT (G) 2014 Adis Data Information BV on STN
AN 2014:127 ADISNEWS Full-text
ED Entered STN: 10 Jan 2014
Last Updated on STN: 15 Jan 2014
DN 01149954-803098138
TI ADR news: Prednisone/prednisolone/methylprednisolone. Various
toxicities: 2 case reports. Serious
SO  REACTIONS 10 Jan 2014 ISSN: 0114-9954

DT (MIX)
We 279
TX

Two paediatric patients developed various toxicities while receiving
prednisone/prednisolonex with or without methylprednisolone

A boy [age at reaction onset not clearly stated] with pancreatic
insufficient cystic fibrosis (CF) was diagnosed with allergic
bronchopulmonary aspergillosis (ABPA) at age 8 years. He improved
clinically after receiving itraconazole for 6 months and oral prednisolone
1 mg/kg/day, tapered over 3 months. During an exacerbation at age 9 years
steroid* weaning was unsuccessful, leading to recurrence of symptoms. He
experienced recurrent exacerbations over the next 3 years, and remained
dependent on prednisone in between (0.5 mg/kg/day). He received monthly
pulsed IV methylprednisolone 15 mg/kg/day over 3 days for 6 months
However, steroid-induced side effects persisted, including weight

gain, bone demineralisation, growth limitation and a potential adrenal
insufficiency/steroid crisis [duration of therapy before reaction onsets
not stated]. The boy was started on omalizumab, which allowed

prednisolone discontinuation. Some growth issues remained (height < 3rd percentile)

Author Comment: “We present the long-term clinical profiles of 2 CF
patients with steroid-dependent ABPA successfully weaned from long-term
steroid therapy using omalizumab. Corticosteroid-associated side
effects resolved and ABPA remained in remission.”
RE (1) Wong, R.; Wong, M.; Robinson, P. D.; Fitzgerald, D. A. Omalizumab in
the management of steroid dependent Allergic Bronchopulmonary
Aspergillosis (ABPA) complicating Cystic Fibrosis. Paediatric
Respiratory Reviews 2013, V14, P22-24 (English, Case report (Australia))
CT  Adolescents; Adrenal-insufficiency, drug-induced; Bone-disorders
drug-induced; Children; Fracture, drug-induced; Growth-disorders
drug-induced; Methylprednisolone, serious adverse-reactions;
Pancreatitis, drug-induced; Prednisolone, serious adverse-reactions;
Prednisone, serious adverse-reactions; Weight-gain, drug-induced

RN 50-24-8 (PREDNISOLONE)
53-03-2 (PREDNISONE)
83-43-2 (METHYLPREDNISOLONE)
84625-61-6 (ITRACONAZOLE)
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http://chemport.cas.org/cgi-bin/ex_sdcgi?ybW9d7iShpwE5@5JleyJq6_H3Mp_KBv0xLQp0Rj@i_6RYUmrTmnW8B_j57uFjaAM8WETJVNbr0HR4ervyiHcX6hlGB8EO0uncNVF0lPIf76gtvpKmhHn5odmoLrLX6bT9bsVs0APuyS6eGzfmy_yXc0vgk54h85J_d1Ivk1vKeOP8Yum9K4RGV4Yj3IBv7Ju

A EEMRDOXEIFEH

BrREH 2
Q@ Nr—S75—+eBHTD
=> SDI MFILE PACKAGE — SDI 37> FIZFIFT MFILE PACKAGE EA L
MULTIFILE SDI GENERAL PARAMETERS Wy or—2F 53— FEERT S
ENTER MULTIFILE SDI REQUEST NAME (' AA007/S’), OR END:OMALIZUMAB2/S « 7> — FDAAZDERE
ENTER TITLE (NONE) :OMALIZUMAB — X4 FILDTFE
ENTER COST GENTER (NONE) OR NONE:._ — IX bt —

\— £7OVTRT (EUAR) #AATEEBFMADOA T3y
(VRTLDTIA—ILER) HEIEND

ENTER METHOD OF DELIVERY (EMAIL), ONLINE OR RSS:._ AFFHZE (e-mail)

ENTER EMAIL ID (1720T) :SUPPORT@JAICI. OR. JP A—=NFFLZX
SUPPORT@JAICI. OR. JP

RECEIVE DELIVERY NOTIFICATION? Y/(N):Y — STNmail Z 7 4L TETHEZE
ELIMINATE PREVIOUSLY SEEN ANSWERS WITH EACH SDI RUN? Y/(N):Y — EEXBBERE
DUPLICATE IS NOT AVAILABLE IN "ADISNEWS'.

ANSWERS FROM THESE FILES WILL BE CONSIDERED UNIQUE.

SET FILE ANSWER PREFERENCE FOR DUPLICATE REMOVAL? (N)/Y:._
ENTER PRINT FORMAT (FILEDEFAULT) OR ?:ALL

HIGHLIGHT HIT TERMS? (Y)/N:._

ARCHIVE ANSWERS? Y/(N):.

REDISTRIBUTE ANSWERS? Y/(N):.

“—
«—

BT 714 ILDRE
HBDEK T

Eyv FE—LNT ST A
EEEICET 8IEL
EEEICET 8I1EL

rtrrrrrrrrT

ENTER MAXIMUM NUMBER OF HITS TO BE DELIVERED PER FILE (100):. =AM T ##

SORT SDI ANSWER SET (N) /Y?:._ BEEDYSE A

SEND SDI WITH NO ANSWERS? (Y)/N:_ B &EA G V5 & DB
DISPLAY CURRENCY INFORMATION? (Y)/N:. 1555 18 R A AT
ENTER FREQUENCY OF DELIVERY (MONTHLY) OR WEEKLY:WEEKLY BE1EHE

ENTER SDI EXPIRATION DATE " YYYYMMDD OR (NONE) :. 75— FrRTH

MULTIFILE SDI FILE SPECIFIC PARAMETERS: ADISNEWS
———————— ADISNEWS Z 7 4 /L D

ENTER COMPONENT SDI REQUEST NAME (’ AA007/S’) OR END:ADIS2/S — 75— FERE
ENTER QUERY L# FOR MULTIFILE SDI REQUEST OR END:L21 — BRTE L EF
ENTER UPDATE FIELD CODE (ED), UP OR ?:UP — BHFI—F
4 . )\
* BEITFAILDERTE
9T —C 75— b CREEXHBREDRIZEELTEI IZ7MILETEENDEETIEETS
SET FILE ANSWER PREFERENCE FOR DUPLICATE REMOVAL? (N)/Y:
-N ZER P FERBICERALEIZAILOEXIBRARBESNS.
¥ %= H 2 TIX, ADISNEWS > EMBAL > EMBASE > MEDLINE > BIOSIS > HCAplus
-Y Z#IR  BRIEMFEEETCEDS.
CURRENT FILE PREFERENCE: 1) ADISNEWS
2) EMBAL
3) EMBASE
4) MEDLINE
5) BIOSIS BELTERI I7MILE
6) HCAPLUS EESTHEE
ENTER THE NUMBER OF THE FIRST PREFERRED FILE (OR END):
. : J
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A EEMRDOXEIFEH

BERE 2

MULTIFILE SDI FILE SPECIFIC PARAMETERS: EMBAL

ENTER COMPONENT SDI REQUEST NAME (' AA007/S’) OR
ENTER QUERY L# FOR MULTIFILE SDI REQUEST OR END:L21
ENTER UPDATE FIELD CODE (ED), UP, OR ?:UP

END:EMBAL2/S

[

MULTIFILE SDI FILE SPECIFIC PARAMETERS: EMBASE

UP, EDAL, UPAL OR

ENTER COMPONENT SDI REQUEST NAME (' AA007/S’) OR
ENTER QUERY L# FOR MULTIFILE SDI REQUEST OR END:L21
ENTER UPDATE FIELD CODE (ED)

END:EMBASE2/S

[

?:UPAL

MULTIFILE SDI FILE SPECIFIC PARAMETERS: MEDLINE

ENTER COMPONENT SDI REQUEST NAME (' AA007/S’) OR
ENTER QUERY L# FOR MULTIFILE SDI REQUEST OR END:L21
ENTER UPDATE FIELD CODE (ED), UP, UPI OR ?:UP

END:MEDLINE2/S

[

MULTIFILE SDI FILE SPECIFIC PARAMETERS: BIOSIS

ENTER COMPONENT SDI REQUEST NAME (' AA007/S’) OR
ENTER QUERY L# FOR MULTIFILE SDI REQUEST OR END:L21
ENTER UPDATE FIELD CODE (ED), UP OR ?:UP

END:BIOSIS2/S

[

MULTIFILE SDI FILE SPECIFIC PARAMETERS: HCAPLUS

MULTIFILE
QUERY L15
QUERY L16
QUERY L17
QUERY L18
QUERY L19
QUERY L20

SDI
HAS
HAS
HAS
HAS
HAS
HAS

HAS BEEN SAVED AS
BEEN SAVED AS SDI
BEEN SAVED AS SDI
BEEN SAVED AS SDI
BEEN SAVED AS SDI
BEEN SAVED AS SDI
BEEN SAVED AS SDI

ENTER COMPONENT SDI REQUEST NAME (' AA007/S’) OR END:HCAPLUS2/S
ENTER QUERY L# FOR MULTIFILE SDI REQUEST OR END:L21
ENTER UPDATE FIELD CODE (UP), UPM, UPIT, UPI, ED, UPP, UPOG OR ?:UP

M

SDI REQUEST ' OMALIZUMAB2/S

REQUEST
REQUEST
REQUEST
REQUEST
REQUEST
REQUEST

"ADIS2/S" FOR FILE ADISNEWS
"EMBAL2/S’ FOR FILE EMBAL
"EMBASE2/S’ FOR FILE EMBASE
"MEDLINE2/S" FOR FILE MEDLINE
"BI0SIS2/S" FOR FILE BIOSIS
"HCAPLUS2/S" FOR FILE HCAPLUS
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EMBAL Z 7 1L D
75— FERE
BIRTSE L BF
BHFa—F

EMBASE Z 7 1L D
75— FERE
BIRTSE L BF
BHFa—F

MEDLINE Z 7 1)L D
75— FERE
BIRTSE L BF
BHFa—F

BIOSIS Z 71D
75— FERE
BIRTE L BE
BHFa—F

HCAplus Z 7 1)L ®D
FTo— FERE
BRI E L BF

— B#FHFa—F



A EEMRDOXEIFEH

Q@ EMEZHERTD

BERE 2

STN Results: OMALIZUMAB
‘@stnt.cas.org

2014/08/11 20:02:11

Click on a link below fo retreve your results:

Title: OMALIZUMAB

Reference Mumber: AKNOO0AC

Number of Answers: 4

File Names: MEDLINE EMBASE HCAPLUS EMBAL
SDI Name: OMALIZUMAB2/S

SDI Run Mumber: 32

SDI Run Date: AUG 11, 2014

_ RTF (Rich Text Format)
. POF (Adobe Portable Document Format)  §
{ 3. HTML (Hypertext Markup Language) .j
Links will expire 90 days from the date this messdge was
save your results.

If you have any guestions regarding these options|or requi
retrieving your results, please contact the Help Desk.

Your STHN results are just a click away. STN brings you more electronic
delivery optiens than ever. Delivering sci-tech information as you like it, STN is
proud to be your choice for the most current and timely information available.

STN® - Your Connection to Sciende and | L3

BE~DY VY
- UrO0FEMBMIE 90 BRE

AKNOOOAC 11 AUG 2014 07:01:52

301 REGUEST 'OMALIZUMAB2/S°

OMALIZUMAE

RUM # 32 - AUG 11, 2014

4 ANSWERS PRINTED IN FCRMAT "ALL’

IN FILES 'WEDLINE EMBASE HCAPLUS EMBAL

USING GUERY:
L1 E!élg OMALIZUMAE OR LIZUMAB OR XOLAIR OR RHUMAB E 25 CR RHUMAE ™

L2 G[-)IE Tlﬁ)l(lég[)) ((ADWERSE OR SIDE)C1W) (EFFECT OR REACTION OR EWENT)
L3 GUE LZ AND (CHILD OR ADOLESCENT OR TEEN COR TEENAGER COR JUWENI
LE OR BOY OR GIRL OR INFANT OR BABY)
L4 0 SEA FILE=ADISNEWS L3 AND 20140804-20140808/UF
QUERIES FROM OTHER FILES NOT SHOWN
L5 0 FILE=ADISHEWS
L0 1 FILE=EMBAL
L15 1 FILE=EMBASE
L20 1 FILE=MEDLINE
L25 0 FILE=BIOSIS
L3o0 2 FILE=HCAPLUS
4 ANSWERS AFTER DUPLICATE REMOVAL
dugust 11, 2014 at 05:03:13.
HChplus File
Patent Agency Fully indexed patent documents Chplus is indexing
(180 Code) in CGhplus are conplete through patent information
issuing date: through:
USPTO (USAC) 10 Jul 2014 (2014071000 07 hug 2014
EPD (EPAPC) 09 Jul 2014 (20140709/PD) 06 Aug 2014
PO (DE/PG) 10 Jul 2014 (20140710/PD) 07 dug 2014
JPO CIPARCY 10 Jul 2014 (2014071000 07 hug 2014
WIPG WOARC) 10 Jul 2014 (20140710/PD) 07 hug 2014
G (GB/PC) 09 Jul 2014 (20140709/PD) 06 fug 2014
FR (FRACT 11 Jul 2014 (200140711/P0) 08 Aug 2014
RU (RUAPCY 27 Jum 2014 (20140B27/P0) 27 Jul 2014
CIPO (ARG 09 Jul 2014 (20140709/PD) 06 Aug 2014

For patent coverage information, see
www.cas.orgfexpert ise/cascontent fcap lus/patcoveraze/index . himl
L31 ANSWER 1T OF 4 EMBAL COPYRIGHT ic) 2014 Elsevier B.W. AlT rights reserved

Full Text
on STN DUPLIGATE 1

AN 2014504793 EMBASE Alert (EMBAL)

Tl Omalizumabh for the treatment of chronic idiopathic or spontaneous
urticariar & critical appraisal.

&UPE Durack, &.; Matin, R.N

Al Durack, A.

G5 Addenbrooke’s Hospital, Cambridge University Hospitals NHS Foundation
Trust, Hills Road, Cambridze CBZ 000, United Kingdom. alana.durack@addenh
rookes.nhs . uk

&l Matin, R.N.

G5 Churchill Hospital Oxford University Hospitals NHS Trust, Old Road,
Headington Oxford OX3 TLJ, United Ringdom.

30 Er]itisg Journal of Dermatology, (20143 Yal. 171, No. 1, pp. 10-13.
efs:

I53W: 0007-0963; E-I55M: 1365-2133 CODEN: BJDEAZ

0ol 10,1111 /hjd. 13073

PE  Blackwell Publishing Ltd.

CY  United Kingdom

DT Journal ; Note
EME

L& English

8L English

ED  Entered Embase &lert: 5 dug 2014
Last Updated on Embase &lert: 5 dug 2014
First Entered Embase &lert: B dug 2014

4B Aim Maurer et al. (N Engl J Wed 2013; 388: 924-35) aimed to evaluate the
efficacy and safety of omalizumab (an IgE monoclonal antibody) in
patients with moderate-to-severe chronic idiopathic urticaria who remain
symptomatic despite Hl-antihistamine therapy at licensed doses. Setting
and design Phase 3 international, multicentre, randomized, double-blinded
study (ratio 1:1:1:1). Study exposure Adults and adolescents aged over
12 years {or over 18 years in Germany) with chronic idiopathic urticaria,
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B EXAFARFER

T714ILDE
B EEGRART—AIR—XDOBE
(2014 £ 8 A)
T71IL% ADISINSIGHT IMSRESEARCH
BIEE Springer Adis US LLC IMS HEALTH
*f It 56 Adis R&D Insight MSworld R&D Focus
BETF 1,700 DEYEZEIVERZM EHILLORE, «FHF, HHELUV
1252 B HOAESHAOEEZEAUIEL—, 2 | HEXHK, ORI LOSMBER
e SREK FRAREE, TLRYY—X | &
HE
RERE EEXLOMERE BRERE S/t | EELOMERE, HEERE, S/t
’ VREREE VRAERGE
La—F#ERk BB Ly R=--R (]
IR 8% 4 ¥ 32,000 36,000
CAS 5 &H & 0 0
HEE 9 29% 9 28%
IR % HA 1998 £ ~ 1977 &£~
EEE &8 &8
75—k =8 =8, 88A
FLHERERTIERX FIREEOSVWRREXIZHEE ()
[B] & MR TRIAL —fk£&EHKETH TRIAL —f&4&
Y8R E1F &R IDE IDE
. - STD : IDE + DSTA, TX - STD : IDE + CT, LI, DSTA, TX
MERERBE | AL yRTOES . ALL : $RTOMHEHR
B F 1
(STD + RDAT, RNTE, RE) (STD + RDAT, RNTE)

B2 DOI7AILDFENSIT

» ADISINSIGHT 74X, 1 LO—FDBERENSL, HICEKREBOEHELERILEONS.

* IMSRESEARCH 77/ J)LIE, BEMNBEHRAFTELTLNS. PHIRLOHISHFE @A UREF SN T
WALa—FKidhYy, ELEarbrdigardhs.

41



B EXAFARFER

ADISINSIGHT, IMSRESEARCH 77/ OEXEhBEESE

B EURERAE
O $:3(3::
<ADISINSIGHT J74JL>

- BEIBERIEITERR (TX) 74—I)LF® PHARMACOLOGY OVERVIEW &< 3vIZiitgah
TW5. ZEBERAEEYVIVEE (L) BEFTHAEOLETHEERTS.

[ => S EE#HE4%4 (L) PHARMACOLOGY OVERVIEW ]

- f§] :=>S CCR5(3A)ANTAGONIST?(L)PHARMACOLOGY OVERVIEW

<IMSRESEARCH 2774 JL>

- EEERAOHTIEE /CT J—ILFTHRETS.

[:> S B A OMBIE/CT ]

- EBEROHEIZEIX /CT 74—ILF% EXPAND T REARBZIEMNTES.

- ff] :=> S CHEMOKINE ANTAGONIST/CT

b

@ EBHE
<ADISINSIGHT/IMSRESEARCH 774 JL>

- EphMRA ATC O—K% /CC J4—ILKTRET 5.

[ => S EphMRA ATC O—FK/CC ]

- EphMRA ATC a—KI(Z, http://www.ephmra.org/Classification TJX+E A F TE5.

- {5 :=>8S J5C2/CC — HIV Antivirals @ Protenase Inhibitors
<ADISINSIGHT Z7A4J)L>

- ADISINSIGHT 774 JLIL, EphMRA ATC O—FKIZ/M A, WHO ATC J—F1F A TES.

[ => S WHO ATC a—FK/CC ]

- WHO ATC O—FKI%, http://www.whocc.no/atc_ddd_index/ TIHRBIEMTES.
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B EXAFARFER

ADISINSIGHT, IMSRESEARCH 77/ DXL BEESE

© HELIE
<ADISINSIGHT/IMSRESEARCH 774 JL>

- BIGIEDHFIFEE /CT J4—ILRTHRET S.

[:> S ERSEQHBE/CT ]

- BWIGEDFIEIX /CT I4—JILKF%E EXPAND T RLFARBZIENTES.

- {5l : HIV BREgE
=> S HIV INFECTIONS/CT

@ FROZRE

<ADISINSIGHT/IMSRESEARCH 7741 JL>

- EEREART IN—RAOLI—FE, BICREOHERRERBRTILIICEERDORARE
AELITHENT—INEHF SN TS,

s T—ABEHDEREIL RNTE (RET/—bF) 40— ILRIZIRERESHB. Ff-, HETBH RDAT (K
§TH) 74— ILKICUNEEESH, /RNTE, /RDAT J4—ILK TR ETEAS.

- HAROHOPIBENNZFEINTLDIDIFTEEGL. Ff-, XETEEFHEEBOEELHS.
- RDAT B&U RNTE Jo4—IILFD 2L a—FIZxt 3 BHINEEE

v' ADISINSIGHT Z74JL :51%

v IMSRESERACH 774 JL - 100%

- RNTE & RDAT Z#HAEDHLETHERITDICIE, (S) BEFEZFRITS.

=> S ST H/RDAT

=> S ET/—k/RNTE

=> S X ET H/RDAT (S) @ iT/—F/RNTE

- {5l : RETEAMD 2013 £ 1 AUBTHET/—FzETORELAHDLI—F
=> S 20130101=<RDAT(S)LAUNCHED/RNTE  «— ADISINSIGHT Z71 /L

=> 8 20130101=<RDAT(S)MARKETED/RNTE <« IMSRESEARCH Z74 /L
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B EXAFARFER

ADISINSIGHT, IMSRESEARCH 77/ DXL BEESE

® FARER
<ADISINSIGHT/IMSRESEARCH 774 JL>
- BAHREREILZ /DSTA J1—ILKTRET 5.

- DSTA Z4—LKIZIE, BOBRECEORBEEEMAINZIATNS. ThoDFEHRIE
(L) BEFTHAEGDOLETRETESD

- BAHREBMEOFELE(L ADISINSIGHT, IMSRESEARCH J7A/ILTENLS. (p.4a5 S )

=> S BAFEFE/DSTA

=>S BAFEXFSE/DSTA (L) E/DSTA (L) @& HE/CT

- Bl REITERRSh, FEMBICHTOEO G EARE
=> S REGISTERED/DSTA(L)UNITED STATES/DSTA(L)ASTHMA/CT

- RUVEAFRAREERBEE /HDP J1—IILRTERET 5.

[ => S BAFKPE/HDP ]

- Bl . EHEH
=> S LAUNCHED/HDP — ADISINSIGHT Z74 /L
=> S MARKETED/HDP — IMSRESEARCH Z74 /L

<IMSRESEARCH 774 JL>
- BAREYMBED Stage & /STG J1—ILKRTHRETS.
- BRI EIZ Stage ANRFEHOTULVS. (p.45 SHR)

- /STG [IHMEHERRINTES.

[ => S Stage/STG ]

- B BRRAEBRORAEREALEMESNTORVARB SN -FAREEICHIERR
=> § 30-70/STG
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B EXAFARFER

ADISINSIGHT, IMSRESEARCH 77/ DXL BEESE

PR DEE

<ADISINSIGHT Z7A4JL>

BA 58 B [ RE BA 5% B [ A&
. SUSPENDED (PHASE | PHASE FEAMDERRET
LAUNCHED LHHH UNKNOWN) FEE g
BMEMNEKBTIN-H, £ | NO DEVELOPMENT e s N
REGISTERED TR = T L REPORTED FRERKREDOHELRL
PREREGISTRATION | B EEF AR KR WITHDRAWN FREEH G A LHE

ZHDOBEICIDAERD

DISCONTINUED

REGISTERED O E& [

(PHASE UNKNOWN)

PHASE 7~ BH DF& K & E&

DISCONTINUED 1II

PHASE 1II ;%;éﬁaél’iﬁtgéﬂﬂﬁ#éf:&) REGISTERED B3 ot
PHASE II BEICKDIMDEEHERTD DISCONTINUED PREREGISTRATION
1= O & R 34 5% PREREGISTRATION DERME THRFE P IE
- PHASE Il DT
PHASE I BE ANCLHE R R DISCONTINUED III BE % b it
CLINICAL PHASE Il MEXRET

FAZE S IE

PREGLINICAL ggﬁ{f%ﬁgwiﬂi E% | s CONTINUED I %Hgstgjltwﬁﬁr%f
SUSPENDED 1II FLHH;S&EJE' DEFETHRZ gLSISI%I\XILINUED Egi%ﬁxﬁf
SUSPENDED II P_HH;SEEJE DEFETHREE ELSE%OLT,LQESD BIER PR X BS CTRAR A IE
SUSPENDED 1 PHASE 1 D ETHFKZE DISCONTINUED PHASE FEHDERET
— Rk (PHASE UNKNOWN) FFEE—KHI
ﬁEEEEPN?E,‘iL ﬁ_ﬁﬁ{iﬁﬂkgtﬁﬁé UNKNOWN STAGE B % 1k 57 7 BR
<IMSRESEARCH Z7AJL>
B 78 EX B Stage* S
Marketed 80 EHFEH
Registered 70 BHEMNERBINED, FE—EHHICTH TLEN
Pre-registration 60 REZFAENRESE
Phase lII 50 ZHOEEBICLDEAERDR, BIERZIEIETH-HOBKRAR
Phase II 40 BEICEIOIVELHRTH-ODERKALR
Phase I 30 BE ANCKLIEBKRAR
Clinicals 30 B PR 3 BR
Preclinical 20 ATESERERME DEE S SRR
Discovery 10 %%T’?’”E’ Eﬁg?g-l-@
(J—FEEMHEE SN TLVELY, AiER K OB
Technology 5 HE#TER (EMEZERTL, FSvITTHAY)
Suspended 3 FREE—BPRIL XOHEFE
Discontinued 2 BEF aE
Withdrawn 1 HEFBETEHILHER
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B REH 3: TTVOUBREETSATILNDEZREME ADISINSIGHT, IMSRESEARCH 774 /LT
AEL, BISEXRIT TS T0%, BEKOHIBEIGEICOVTHR YT IEERE

HMEEET 5.
B ol o2 B ML EEE
1 K | vore Gl =N £t 0
. Nl . G2=N Ftlk C
| z G2 D N BLU C D/—FEMIXIB/H
Gy
BEDRIF

+ ADISINSIGHT, IMSRESEARCH 77/ L TCIX#EERBENTELLY. FD =8, REGISTRY
T7AIVTHEERRLLEREZ oD IF7MILICYVBRF—N—F 5.

- JOXRA—N—RBRFEDEIZIEL, REGISTRY Z7M4ILTHE LN L BEEZFE--Y0XA—
N—RRE HMHBLEERICLIBEREHEATS.

- EEGHEARET—IN—IRATEMEREZETBIEIL, /CN J4—ILFZHEELTHERTS.

REGISTRY Z74 )L
CAS BHESHRR BMEMHLTRRER
=> S L# => TRA L# NAME /CN

EEARAET —4—X

* TRA L# NAME /CN Db UYIZ TRA L# CHEM /CN ZF|BEL-EE
CHEM ##Hi 35LELF& CAS BHRBEESNMEINSEN, /CN J4—ILFTHRERT DD,
CAS ZH#E2(XEVYILAL. FDO1=®H, NAME TEMDAFHELTERLCEENEBOND.

BEDTEN

@ REGISTRY J7//ILTHEZRAETS.

@ ADISINSIGHT J7AIUAYARA—N—REL, BICEZHENTT 5.

@ ADISINSIGHT 774)LT, Bl DHHBEIGFEICONTH AT IEERBEREHRT L.
@ IMSRESEARCH 74 AYORA—N—RERL, BLIELZHRITTS.

® IMSRESEARCH 774 /LT, BHRDHABEISEICDOVWTH LU I IEERIEHREERTS.
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@ REGISTRY 77/ TYEZHRETS

=> FILE REGISTRY — REGISTRY Z 74 ILICAB
=
Uploading C:¥Users¥~¥Documents¥STN Express 8. b¥EX1. str
L1 STRUGTURE UPLOADED « #E&ERiztzr7 v O—F
=> D L1 QUE — BEEHXDER
L1 STR
016 N17
12 61 i

Page 1-A

N14 C15
Page 1-B
VAR G1=16/17
VAR G2=14/15
NODE ATTRIBUTES:

NSPEC IS R AT 1
NSPEC IS R AT 2
NSPEC IS R AT 3
NSPEC IS R AT 4
NSPEC IS R AT 5
NSPEC IS R AT 6
NSPEC IS R AT 7
NSPEC IS R AT 8
NSPEC IS R AT 9
NSPEC IS R AT 10
NSPEC IS C AT 11
NSPEC IS C AT 12
NSPEC IS C AT 13

NSPEC IS RC AT 14

NSPEC IS RC AT 15

DEFAULT MLEVEL IS ATOM

MLEVEL IS CLASS AT 14 15 16 17
DEFAULT ECLEVEL IS LIMITED

GRAPH ATTRIBUTES:
RSPEC 1
NUMBER OF NODES IS 17

STEREO ATTRIBUTES: NONE
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=> S L1 — YT BEFEFET
SAMPLE SEARCH INITIATED 10:42:18 FILE ’'REGISTRY’
SAMPLE SCREEN SEARCH COMPLETED - 696 TO ITERATE

100. 0% PROCESSED 696 ITERATIONS 50 ANSWERS
INGOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED)
SEARCH TIME: 00.00.01

FULL FILE PROJECTIONS: ONLINE #xCOMPLETE**
BATCH  **COMPLETE*x*

PROJECTED ITERATIONS: 12338 TO 15502

PROJECTED ANSWERS: 8622 TO 11298

L2 50 SEA SSS SAM L1

=> S L1 FUL — TN 71 NBEEZET

FULL SEARCH INITIATED 10:42:24 FILE 'REGISTRY’

FULL SCREEN SEARCH COMPLETED - 14167 TO ITERATE

100. 0% PROGESSED 14167 TTERATIONS 10177 ANSWERS

SEARCH TIME: 00.00.01

L3 10177 SEA SSS FUL L1

=> S L3 AND ADISINSIGHT/LC — ADISINSIGHT Z 7 4 INICIRBEIA TV SHYEICIRE
9397 ADISINSIGHT/LC

L4 13 L3 AND ADISINSIGHT/LC

=> S L3 AND IMSRESEARCH/LC — INSRESEARCH Z 7 4 JLICIRERSZ A TS Y EIZIRE
15423 IMSRESEARCH/LC

L5 16 L3 AND IMSRESEARCH/LC
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@ ADISINSIGHT Z7A4ILAYORFT—N\—RZEL, BICEZBRITTS

=> FILE ADISINSIGHT — ADISINSIGHT Z 7 4 JLIZA &
=S L4 — | BEILLBLOF—I—BE
L6 20 L4
=> TRA L3 NAME /CN — BHEHBHLT /ON 77—/ FTEE
L7 TRANSFER L3 1- NAME : 1416 TERMS
L8 19 L7/CN
=> S L6 OR L8 — CAS BRBERFOEE + EHREDEE
L9 28 L6 OR L8
E? ?EEOSEH E40 ASSIGNE'D SELECT aAvUFEZRAWTHEIGAE (CT) #HET5
=> D_SEL E1-E40
E1 30 NON-SMALL CELL LUNG CANCER/CT
E2 12 SOLID TUMOURS/CT
E3 1 OVARIAN CANCER/CT
E4 10 CANCER/CT
E5 9 PERIPHERAL T-CELL LYMPHOMA/CT
E6 9 RHEUMATOID ARTHRITIS/CT
E7 8 BREAST CANCER/CT
E8 6 BLADDER CANCER/CT
E9 6 PSORIASIS/CT
E10 3 CONTRACEPTION/CT
E11 3 HEAD AND NECK CANCER/CT
E12 2 ACUTE LYMPHOBLASTIC LEUKAEMIA/CT
E13 2 DIAGNOSTIC IMAGING/CT
E14 2 ENDOMETRIAL CANCER/CT
E15 2 JUVENILE RHEUMATOID ARTHRITIS/CT
E16 2 PROSTATE CANCER/CT
E17 2 RENAL CANCER/CT
E18 1 ACNE VIII GARTS/CT
[ E19 1 ASTHMA/CT | &——| S EOBRETE, HAICETS
E20 T AUTOSOMAL-DOMINANT PO| EX S5 HRE#RT S
E21 1 B-CELL LYMPHOMA/CT
E22 1 BRAIN CANCER/CT
E23 1 CHRONIC OBSTRUCTIVE PULMONARY DISEASE/CT
E24 1 COLORECTAL CANCER/CT
E25 1 CUTANEQUS T-CELL LYMPHOMA/CT
E26 1 ESSENTIAL HYPERTENSION/CT
E27 1 GASTROINTESTINAL CANCER/CT
E28 1 HEART FAILURE/CT
E29 1 HODGKIN' S DISEASE/CT
E30 1 HYPERTENSION/CT
E31 1 INFLAMMAT ION/CT
E32 1 LEUKAEMIA/CT
E33 1 LIVER CANCER/CT
E34 1 LUNG CANCER/CT
E35 1 MULTIPLE MYELOMA/CT
E36 1 MYOCARDIAL INFARCTION/CT
E37 1 NON-HODGKIN' S LYMPHOMA/CT
E38 1 PNEUMOCYSTIS PNEUMONIA/CT
E39 1 PREMENSTRUAL DYSPHORIC DISORDER/CT
E40 1 TOXOPLASMOSIS/CT 49
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Q@ ADISINSIGHT 774/ T BICEATIEERIBEHRZHER TS

La—F&ES
1% IR
BEHES

& 1ER
LEYMEA

+H

6:'\

#

I

i
oo

o

‘I:lI

\ %

a\
i

EnHE
RUVEACRFERRE

& E o #E it iE
CEDRAFEERR

SHER
e

ADISCIT BEHES

7 3
AR

BExLI 3y

=S

L9 AND ASTHMA/CT — ASTHWA (h58) ICBRE T &

1034 ASTHMA/CT

L10 1 L9 AND ASTHMA/CT
=> D ALL — Al ZFHBEAXTERT S
L10 ANSWER 1 OF 1 ADISINSIGHT COPYRIGHT (C) 2014 Wolters Kluwer Pharma
AN gg(l)gtiggs XBlgmsmHT REGISTRY J7 AL TRRTHEMEA
SO Adis R&D Insight bOSHEEDHD
DN 022013
CDAT Jan 26, 2011 NH2 N g
CN TG 100115 <« FHHDATE v F W%]:\ OH
CN TG100-115; TG100115 HZN”h:N N~
CN 3,3 -(2,4-diaminopteridine-6, 7/diy|
MF  C24 H34 N6 02 O
STR OH
STRUCTURE DIAGRAM IS NOT AVAILABLE
CC EPHMRA ATC CODE: C1X All Other Cardiac Preparations; R3X1 All other
anti-asthma and COPD products, inhalant
CC  WHO ATC CODE: CO1E-B Other cardiac preparations; RO3B Other Drugs for
Obstructive Airway Diseases, Inhalants
HDP Phase I
DSTA Phase I, United States, Myocardial infarction
Preclinical, United States, Asthma
Preclinical, United States, Chronic obstructive pulmonary disease
ORIGINATOR: TargeGen (United States) Q
PARENT: TargeGen Phase I CIDEEE
OTHER: CyDex Pharmaceuticals; Merck KGaA | Preclinical : @&
0S 801038093 EHAEMMER
WC 886
TX  TEXT

Introduction:

TargeGen is developing TG 100115, a small molecule, selective
phosphatidylinositol-3-kinase (PI3K) inhibitor, in preclinical development
as an inhaled therapy for asthma and chronic obstructive pulmonary
disease. In addition, the compound has completed a phase I/Il trial as an
intravenously administered therapy for myocardial infarction

Preclinical studies have shown that TG 100115 reduces infarct size and
improves survival within a therapeutic window twice that of tissue
plasminogen activator (tPA)

Company agreements

Ligand and Merck signed an agreement in June 2011, under which Ligand
will supply clinical and commercial supplies of CAPTISOL sup((R)) for an
undisclosed programme that is under development/1/
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Key development milestones

Asthma and chronic obstructive pulmonary disease (COPD): TG 100115 is
undergoing preclinical development in the US as an inhaled therapy for
asthma and COPD. In preclinical models of asthma and COPD, the compound
has demonstrated favourable safety, pharmacokinetic and biological
activity profiles. Data also provided evidence of the suitability of PI3K
delta and gamma as molecular targets for these indications

Myocardial infarction: the US FDA has granted TG 100115 fast track status
for the treatment of acute ST-elevation myocardial infarction/ 5/.

Patent information

TargeGen has received a notice of allowance from the US Patent Office
(patent application 10/679, 209) covering TG 100115 and related
compounds/7/

PHARMACOLOGY OVERVIEW:
Pharmacodynamics:

Anti-inflammatory and anti-oedema activity;, reduces infarct size in
animal myocardial infarction models when administered after reperfusion;
reduces both airway hyperresponsiveness and polymorphhonuclear cell
accumulation in asthma model; inhibits inflammation in a model of chronic
obstructive pulmonary disease

Mechanism of action:

1 Phosphatidylinositol 3 kinase inhibitors

Phosphotransferase (Alcohol Group Acceptor) inhibitors
Phosphotransferase inhibitors
Phosphotransferase (Alcohol Group Acceptor) modulators

Phosphotransferase modulators
Transferase inhibitors

Transferase modulators
Enzyme inhibitors

Enzyme modulators

Activity versus parent drug: unspecified parent

CLINICAL OVERVIEW:
Route (s) of Administration: IV, Inhalation
Administration Freq. (per day):

Drug Interactions:

Unknown.

Adverse Events:

Interim results from a phase I/Il trial showed that TG 100115 was well
tolerated at a dose of 0.04 mg/kg in patients with acute ST-segment
elevation myocardial infarction undergoing percutaneous coronary
intervention/6/

Animal toxicology

TG 100115 had a favourable safety profile; no clinical or histological
changes were observed after 21 days of daily dosing. In the study
aerosolised formulations of the drug were given to mice models of asthma
and chronic obstructive pulmonary disease
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PHARMACOLOGY:
Pharmacokinetics:

Interim results from a phase I/Il trial in patients with acute ST
elevation myocardial infarction showed that, following a dose of 0.04
mg/kg, TG 100115 concentrations were similar to those associated with
preclinical efficacy. Dosing at 0.2 mg/kg indicated that human exposure
was linear. Half-life values for the 0.04 and 0.2 mg/kg doses were 1.8 and
2.4h, respectively.

Preclinical studies: the pharmacokinetic profile of IV administration of
TG 100115 was investigated in rats using a noncompartmental model. The
clearance values were 71 and 66 mL/min/kg for doses of 0.5 and 5.0 mg/kg
of TG 100115, respectively. The volume of distribution ranged between 2.3
and 4.4 L/kg, and the plasma half |ife between 0.4 and 0.8h, for the two
doses. A 10-fold increase in the plasma exposure parameters, C sub(0), C
sub (max) and AUG sub (0-infinity) was observed with a 10-fold increase in
dose.

Pharmacodynamics (Ischaemic Heart Disease):

TG 100115 reduced PAF-induced swelling of the hindpaw, and also inhibited
localised oedema induced by intradermal VEGF injection in rats. In a rat
myocardial infarction (MI) model TG 100115 reduced infarct size by > 40%
(at 24h) versus vehicle treated animals when administered as a single IV
bolus at reperfusion; furthermore, equivalent results were reported when
administered at 3h port-reperfusion. At 4-weeks post-treatment
echocardiography showed that treatment resulted in a 24% improvement in
fractional shortening. In a porcine MI model, TG 100115 reduced infarct
size by 35% (at 24h) versus vehicle treated animals when administered as a
single 0.3 mg/kg IV bolus 30 minutes post-reperfusion

Pharmacodynamics (Obstructive Airways Disease):

In a murine asthma model, aerosolised TG 100115 significantly reduced
pulmonary eosinophilia and the concomitant interleukin-13 and mucin
accumulation associated with the disease. Interventional dosing schedules
of the agent also reduced airway hyperresponsiveness. The pulmonary
neutrophilia characteristic of chronic obstructive pulmonary disease was
modeled by exposing mice to either intranasal |ipopolysaccharide or
inhaled smoke. Aerosolised TG 100115 inhibited the observed inflammatory
patterns in the murine asthma model. This was notable in mice exposed to
inhaled smoke where interventional therapy overcame the steroid-resistant
nature of the pulmonary inflammation

In a mouse model of asthma, inhaled aerosolised TG 100115 at daily doses
of 100 mg/kg reduced both airway hyperresponsiveness and
polymorphhonuclear cell accumulation compared with vehicle treated
animals. The response obtained with TG 100115 was near the maximal
response seen with systemic dexamethasone at 3 mg/kg IP. Histology data
showed that both treatments reduced inflammation and mucin accumulation to
near background levels

1. Ligand Pharmaceuticals Incorporated. Ligand Enters into Captisol (R)
Commercial Supply Agreement with Merck. Media Release. : 20 Jun 2011.
Available from: URL: http://www. |igand. com. (English)

2. TargeGen Inc. Sanofi-aventis to Acquire TargeGen, Inc. Media Release
30 Jun 2010. Available from: URL: http://www. targegen.com. (English)

3. CyDex Inc. CyDex, Inc. Licenses CAPTISOL(R) to TargeGen, Inc. for
Cardiovascular Drug Candidate and Future Pipeline. Media Release. : 30
Jun 2004. Available from: URL: http://www. cydexinc. com. (English)
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@ IMSRESEARCH 774 AYORF—/N\—REL, BICEZRITTS

=> FILE IMSRESEARCH — INSRESEARCH 7 7 4 JLIZA B
=> s 15 — | BEIZLELORF—IN—BF
L11 18 L5
=> S L7/CN ® | ADISINSIGHT 774 JL~® TRANSFER (R (ZH#iH L1=
L12 19 L7/CN A—LOEED L BEBEHET /ON J(—ILETRE
=> S L11 OR L12
L13 26 L11 OR L12
=> SEL CT — SELECT 3 v > FERVTELEZHLE T S
E41 THROUGH E95 ASSIGNED
=> D SEL E41-
E41 28 CANCER/CT
E42 13 PSORIASIS/CT
E43 12 INJECTION/CT @——| IMSRESEARCH J7AILTIL, #IitiE, ZHER,
E44 9 SOLID TUMOR/CT BEBBOBEIEN CT J4—ILRIZIESATL
E45 8 T-CELL LYMPHOMA/CT | 2. ZM1=, CT J4—ILRZEHME T 2L, & it fie L
E46 7 NSCLC/CT NoBHRERTEIND
E47 7 OVARIAN CANCER/CT
E48 7 RHEUMATOID ARTHRITIS/CT
E49 6 ANTIMETABOLITE/CT
E50 5 CHEMICAL SYNTHESIS/CT
E51 5 DIAGNOSIS/CT
E52 4 DRUG DELIVERY SYSTEM/CT
E53 4 JUVENILE RHEUMATOID ARTHRITIS/CT
E54 3 ANTIFOLATE/CT
E55 3 AUTOIMMUNE DISEASE/CT
E56 3 DIHYDROFOLATE REDUCTASE INHIBITOR/CT
E57 3 GENITOURINARY CANCER/CT
E58 3 HYPERTENSION/CT
E59 3 LUNG CANCER/CT
E60 3 MYOCARDIAL INFARCTION/CT
E61 3 SYSTEMIC LUPUS ERYTHEMATOSUS/CT
E62 2 ALL/CT
E63 2 BACTERIAL INFECTION/CT
EGA 2 RILADDER CANCER/CT
E65 2 BREAST CANCER/CT |@&——| s EO# KT, LAAICETS
EG6 7 CARDIOVASCULAR DISEASE/CT EXRERZEERTS
E84 1 IMIDAZOLINE AGONIST/CT
E85 1 IMMUNOSTIMULANT/CT BE 2 I AILDOBEBED L
E86 1 LEUKEMIA/CT (E1-E95 &£ Y)
E87 1 LIPID KINASE INHIBITOR/C
E8s 1 LYMPHOMA/CT ASTHNA BREAST CANGER
E89 1 NANOTECHNOLOGY/CT ADISINSIGHT o o
E90 1 ORAL/CT IMSRESEARCH x O
E91 1 PI 3-KINASE INHIBITOR/CT
I T
: X O
£94 1 VACCINE ADJUVANT/CT 77’]’)[/'5%:@57&;::1%0)%0)[&1&@%3&
WA5EEL”HSD. (p.57 )
E95 1 VACCINE/CT T
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® IMSRESEARCH 77/ TEAANICEIIEERFERZHER TS

EEMER
BRE5RZE®
RbLEAERRERRE

= HR

=> S L13 AND BREAST CANCER/CT — BREAST CANCER (A A7A) ICIRET S
509 BREAST CANCER/CT

L14 1 L13 AND BREAST CANCER/CT

=> D ALL

L14 ANSWER 1 OF 1 [IMSRESEARCH  COPYRIGHT 2014 IMSWORLD on STN

AN 2003:81 IMSRESEARCH
SO R&D Focus, (19 Sep 2013)

DN 2019536

CN pralatrexate

RE pINN

CN PDX

CN FOLOTYN

CN N-[4-[1-[(2, 4-diamino-6-pteridinyl)methyl]1-3-butynyl]lbenzoyl]l-L-glutamic
acid

RN 146464-95-1
RN Derivatives: 146464-95-1pralatrexate
STR

Absolute stereochemistry

902H
!

“/k/\COZH

H2

N~ |
H2N”l§:N

CC L1B Antimetabolites

CT Indication: bladder cancer; breast cancer; cancer; genitourinary
cancer; hematological cancer; Hodgkin lymphoma; lung cancer; |ymphoma;
non-Hodgkin |ymphoma; NSCLC; solid tumor; T-cell |ymphoma
Pharmacology: dihydrofolate reductase inhibitor; antimetabolite
Administration: injection

HDP  Marketed (80)

ED Entered STN: 24 Jan 2003
Last Updated on STN: 27 Jun 2014

LI 13 March 2013 : In July 2012, pralatrexate (FOLOTYN) was approved in
South Korea for the treatment of adult patients with relapsed or
refractory peripheral T-cell |ymphoma (PTCL).Pralatrexate, an injectable
dihydrofolate reductase (DHFR) inhibitor, is available in the USA for the
treatment of adult patients with relapsed or refractory PTCL and is
awaiting regulatory approval in Australia, Israel, Philippines and
Switzerland for this indication
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Type | Status |Stage]| Region | Indication
+ + + +
Highest|Marketed |80 |
Phase | | | |
Phase |Marketed |80 |United States|T-cell |ymphoma
Phase |Phase 11 |40  |United States|breast cancer
Phase |Phase 11 |40  |United States|Hodgkin |ymphoma
Phase |Phase II |40  |United States|non-Hodgkin |ymphoma
Phase |Marketed |80  |South Korea |T-cell |ymphoma
Phase |Pre-registration|60 |EU [T-cell lymphoma
Phase |Pre-registration|60 |Australia [T-cell lymphoma
Phase |Pre-registration|60 |Israel [T-cell lymphoma
Phase |Pre-registration|60 |Philippines |T-cell |ymphoma
Phase |Phase 111 |50  |[Worldwide [T-cell lymphoma
Phase |Phase 11 |40  |Worldwide |bladder cancer
Phase |Phase 11 |40  |Worldwide [NSCLC
GO
Type | Company |[Nationality] Corporation | Region

+ + + +
Licensor|Sloan Kettering |USA |[Memorial Sloan- |

| Institute | |Kettering Cancer |

| | |Center (United |

| | |States) |
Licensor|Southern Research|USA | Southern Research|

| Institute | |Institute (United]|

| | |States) |
Licensor|SRI International |[USA |SRI International|

| | | (United States) |
Licensee|Mundipharma |Switzer land|Mundipharma |Wor Idwide;

| | | (Switzerland) |excluding the

|USA and Canada

Licensee|Spectrum

|
|Pharmaceuticals |
|

| Spectrum |Canada; USA
|Pharmaceuticals |
| (United States) |

Assignee|Sloan Kettering |

| Institute |
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Patent Summary: Product: W09802163 1998, priority US19960021908P 1996
Equivalents identified

Commercial Summary: Commercial overview. OverviewSpectrum Pharmaceuticals
(formerly Allos) is developing an injectable dihydrofolate reductase
(DHFR) inhibitor, pralatrexate (FOLOTYN), for the treatment of various
cancers, including nonsmall cell lung cancer (NSCLC), Hodgkin' s |ymphoma
(HL), T-cell lymphoma (a type of non-Hodgkin's lymphoma; NHL) and bladder
cancer. Pralatrexate was rationally designed for efficient transport into

tumor cells via the reduced_falate carrier (REC-1) and effective
intracellular drug retefti IMSRESEARCH 77/ Tl BEMEREI I
in the USA for the tp€atmg MNAEMNFTEELTWLS. LO—FRIZE>TIEFTFIRLD
| ymphoma (PTCL) . MIZGFMEUEZESINTLND

| Analyst Predictions. |Canaccord Genuity (04 Mar 2011):
pralatrexate, Alloscales:
USD56 Million in 2011, USD64 Million in 2012, USD71 Million in 2013
USD74 Million in 2014, USD93 Million in 2015 - year end December
(Wor Idwide). JP Morgan (08 Jan 2010) : FOLOTYN (pralatrexate), AllosdJP
Morgan predicts release of phase Il data for the treatment of second and
third-line nonsmall cell lung cancer (NSCLC) first half 2010, initiation
of a phase III trial in first line peripheral T-cell |ymphomas (PTCL) and
cutaneous T-cell lymphoma (CTCL) second half 2010, and release of phase
[/11a data for the treatment of non-Hodgkin's |ymphoma (NHL) and
Hodgkin' s |ymphoma fourth quarter 2010. Also predicts a filing for the
treatment of PTCL in 2010 and release of phase Il data for the treatment
of bladder cancer in 2011.Needham (06 May 2010): pralatrexate
Al losNeedham predicts release of phase Il data from the monotherapy
single arm trial in advanced/metastatic relapsed transitional cell
bladder cancer in 2010, release of phase Il top-line data for the
treatment of NSCLC third quarter 2010, initiation of a phase III trial as
maintenance treatment in PTCL mid 2010 and initiation of a phase III
program in GTCL early 2011.

19 Sep 2013 RNTE: See Commercial overview, Launches

JUN 2013 Mundipharma marketed, South Korea (T-cell
| ymphoma)

SEP 2012 Spectrum Pharmaceuticals acquires Allos

JUL 2012 Mundipharma registered, South Korea (T-cell
| ymphoma)

APR 2012 Allos not recommended for approval, EU (T-cell
| ymphoma)

MAY 2010 Orphan Drug, USA (bladder cancer)

MAR 2010 Allos trial started (Phase II), Europe, USA
(breast cancer)

MAR 2010 Allos trial started (Phase I), Italy, USA (T-cell
|ymphoma) (cutaneous T-cell |ymphoma; combination
with bexarotene).

0CT 2009 Marketed, USA (peripheral T-cell |ymphoma)

SEP 2009 Recommended, USA (peripheral T-cell lymphoma)

Registered, USA (peripheral T-cell |ymphoma)

JAN 2003 Phase 11, USA. (NSCLC, mesothelioma). Phase 1/II,
USA (non-Hodgkin's lymphoma). Agreement between
Allos and SRI International/Sloan Kettering
Institute/Southern Research Institute

JUL 1996 Priority Product patent application filed in USA,
by Sloan Kettering Institute

56



B EFERHRFER
mEH 3
B £ : ADISINSIGHT 77/ CTHALEEESE (TG 100115) [ZDULVT, IMSRESEARCH
T7AILVTEROEELXHEDRL, FEITHEEEXERELZERTS.

=> FILE IMSRESEARCH

=> E TG 100115/CN

E1 1 TG 100-344/CN
E2 1 TG 100-435/CN
E3 1 -=> TG 100115/CN
E4 1 TG 100598/CN
ES 1 TG 100801/CN
=> S E3

L15 1 “TG 100115”/CN

=> D ALL

L15 ANSWER 1 OF 1 IMSRESEARCH  GOPYRIGHT 2014 IMSWORLD on STN

AN 2002:636 IMSRESEARCH

SO R&D Focus, (21 Jun 2011)

DN 2018832

CN TG 100-115; TG 100115

CN 3,3 -(2,4-diamino-6, 7-pteridinediyl)bisphenol
RN 677297-51-7

RN Derivatives: 677297-51-7cmpd

STR
NHZ
AT
M P OH
HZN N N -
TG 100115 [&, IMSRESEARCH 774 JLIZ%
Q IRgEEhTLV3A, ASTHMA [E@EEELT
OH BEFEATLEL
GG i i Antagsonists And Nitrites
CT Indication: acute coronary syndrome; cardiovascular disease; myocardial
infarction
Pharmacology. 11pid Kinase Inhibitor, Pl 3-Kinase Inhibltor

Origin: chemical synthesis
Administration: injection

HDP  Phase Il (40)

ED Entered STN: 5 Jul 2002
Last Updated on STN: 28 Jun 2011

LI 10 July 2006 : TargeGen's TG 100-115 has been granted Fast Track
designation by the US FDA for the treatment of acute ST-elevation
myocardial infarction (STEMI), the company reported on 29 June 2006. TG
100-115 is a small molecule selective PI3 kinase inhibitor. TargeGen is
conducting a multicenter, double-blind, placebo-controlled phase 1/I1]
trial of TG 100-115 in the prevention of STEMI in around 70 patients; the
trial is expected to complete by end 2006
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