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A BERRART—H~N—2X

I7MILDE

EHMEN S FICEHRREED
HMTEmATLOND

- HENLEBRMZHETHD

(2011 &£ 9 AB)
ADISINSIGHT IMSRESEARCH
1E RR 14 B8 Wolters Kluwer Pharma Solutions IMS Health
Xt It &b Adis R&D Insight IMS LifeCycle, R&D Focus
La—RE LEZME LM E
UR &% 44 %5 27,900 # 32,700 #
CAS EHRESMEE |27% 28%
1R £% HA 1998 HF ~ 1977 £~
BEHEE B8 =8
To—NEE B8 #8, 88 (T7+—1LH)
B IR EBIELENA T La—F®D | - fhdD IMS RT—AR—XED

EEICKYLBELREHRMATOND

- BEEDIIRAT L

JARF—IN—E R

- REGISTRY Z7AMILDSHKET—A4R—XAD L EES/ARF—/N—1
FIX, —EIZ 300,000 MBEDI/ORA—/N—hHAEEE (3 @71 La—FK)

AR T AR—REMDITFAIILBE TDR—LIZKEVARLT—/N—RFR
[%, SELECT 4> ANALYZE OV KR THHLEE—LEBRRELLTHA
9 5. TRANSFER av > FZHWREA—LDHE EBRFTEERITTES.

#

#

BmREH = 5
SELECT #} =
=R H TRIAL, SAM, FREE, SCAN : #3# | TRIAL, SAM, FREE : #&3#}
N : JFEEER
S : BHE ALL, IALL, DALL : ALL, IALL :
N=3,200 H S=410 H N=6,430 H S=425 H
STD, ISTD, TX : STD, ISTD :
N=2,580 M S=387 H N=6,280 M S=355 H
IDE, IIDE : IDE, IIDE, IDETAB,
N=1,200 H S$=369 H CCTAB, COTAB :
N=3,950 [ $=230 M
STR :133 H
STR :133 H
LtERUNERTTDHE ThEEDT
RPMNOERTEAOHENBEESIN | LRUNEFAZRTLTE ALL X
5. THRAOHENESINS.
¥ fon B 1 22,800 M 23,300 M

(1 B ZH7=Y)




>
TR
i
on
30
o
T!
<X
P2
I
N

g
I
St
Al

B TEXRTERX (ZFIT—ILFORBFIZDONTIE P. 42 ~ 45 5 HR)

ADISINSIGHT IMSRESEARCH

#Fl | TRIAL, SAM, FREE :—fig§ & &R ETH TRIAL, SAM, FREE : — £ %
SCAN :—ft & (AEHFSLGTLOSVST LK)

F# | IDE, IDE* (F7+—ILI) GT

AN, SO, DN, CDAT, CN, MF, RN, STR, |DSTA. GO

related RN, CC, HDP, CO, OS, WC IDE. IDE*' (3T —JLh) -

AN, SO, STA, CN, RE, RN, RN (FE&{K),
STD, ISTD*' STR, CC, HDP, CO

IDE MAZRIZIMAZT DSTA, TX
STD, ISTD*'

IDE ®INZEIZMAZT CT, LI, DSTA, TX
ALL, DALL*?, IALL*'" :
STD MW AEIZIMAZT RDAT, RNTE, RE ALL, IALL*" :

STD MIWAEIZHMZT RDAT, RNTE

IDETAB*® :
ANS, RN, CN (1 D®#), CC

CCTAB* :
ANS, CC, CN (1 D®dD#), HDP, CO

COTAB*®
ANS, CO, CN (1 D®&), CC, HDP,
CO #4147

¥l T4 —LFEDAREZTRTIENDA VTV MR
¥ BT 44— I)LFOREMEZ OO VTRYGAETY S 2HRK
* BHOEEOAREREATHS

B ADISINSIGHT, IMSRESEARCH 774 J)LI% SELECT HEe&MNER THDI=6, SELECT a<wFR
FHARTHE HOIRREDERIIERH CTHEIETES.

SELECT AR VR THIEAIREGET4—ILE (B 74— ILFDRRBRIZOWNTIE P. 46 =5 H8)

ADISINSIGHT | IMSRESEARCH
AN, CC, CHEM, CN, CO, CT, DSTA, GT, HDP, JT, NAME, RDAT, RN, RNTE, TN, TX

AV, LI, NAV, PA, PD, PY, STA, STG, ED,
upP

* FEEDOT4—ILKIE ANALYZE, TRANSFER O< R T4 i H o A

CDAT, DN, EVAL, MF, OS, RE, SO
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EXGART IN—AOTELRERER

B BETEOEERICATSHEAE (P.5)
- EERDABT® CAS ERBEFELEDYERERBRERERT 5.

s MEBERIEBRICOVTIE, Z7MILETRRBEDENIFIEAELZN O, IWEREMSE
B774 V= ERTHERL.

- CAS ZHBHJEEMNINEFINTLINIE, REGISTRY 77/ IASYORA—/IN—BRETES.

B REER XD BLECKRER (P.18)
- BERRRAETAN—ATR, RBER £, BNECRENTES.

C IFANICE S THREBENRLGDO, AEBMICHLTIZFMILERRT 5.

B BEOREREZEELLER (P.30)
- HIERERERRE, ERIRESABR S, LHEAGEDRERBMORETS.
- HITAINED FAREBEORRICIECHESEARFINTEY, ThoZlEAEHELR
RHTES.
B FAROREEHEELLRR (P.35)

- WETH, HET/—FI4—AFIZRBFENTVST—2EHOBEELI L, AROEREMDL
NTES.

- BYMERERFEFE ST, WATHEHFT/—rEAEOERENTES.

B FET—20&E% (P.41)

- EERITHESAE- B OFEMET—4 (ADISINSIGHT J774/L : AERIMELR »HSKR
R, RENTES.
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BEDEXMAICEHTIAE : BRORSAUE

B BREOERRKIODVTHETDIZE, HEREFHBINSBEHOYMELI—FERETS.

- MEREFHRBRRI(—IE

ADISINSIGHT IMSRESEARCH
CAS B EF | - EAEK5l (/BD

- /CN (E2 &%), EXES
ME B - /TN (B & 4A), EXREKSEI

- /CNS (BT AVR) ™

- /MF (&5 F )"

Z D fth D % R - /TRIEF (TR
Ta4—ILE - /NC*® (B9 %0

- /PG (AEAEITIL—T)
*1 PE—, A —BEEIAEE

*2 DFXOIEIE Hill AR THEWEELHD-8, EXPAND THREBLTHrOERERTS
*3 BEFMBEMREITIEE

*4 BELEZRAHEIIL—TICBETOIRFZTHRASNTLIMEERER

- BEEARART EIN—REEEROEH (—Hf4, HEd, 2R, FRa—F BRE
BRHE) AEEITWHEINATNSH, AHRETRENGTOASEENS L.

- EERHARTAN—RERRBHIEH THD-0, BEERRTIERFEM.
B EXERHEARET IR—XTEYrLUNSEHEL, EOFERGLELZELOTHAETIE AR,
REGISTRY 77/ THRELTHASLYVARF—N—KEKT 5.
- REGISTRY J74LTIE, LTOLILGYERREMNTES.
- 18 (EEE HEBIELLE) 2FLOTHRE (B9 CAS BERESKRR)
- HEBEZILFERCELUBEYEORE MI2BERKE BT 98 %)
BEEFESVARFT—N—RETIE, —EIZ 300,000 WELI—FDIARF—/N—H
A

L
alEE. =120 1 §HzY 3 ADIVORF—N—HENREINDIH, BEHRHHLZ G
BIZIE, HohLOEYRTIMEIZRET S.

o)

=> S L1 AND ADISINSIGHT/LC — ADISINSIGHT Z7ANIZ0aXF—/"—FF&
BB RENEYEIZIRE

- EESBART—HN—X[X CAS BHRBESODMFEEINEL (30% BE) =8, L FEHIC&K
BYVARF—N—RETIX, BHOEEGZIPIEFINATOTIEYILEWEENHD.

L BRICKBDVARFT—N—RETHENELONELIEEIZIE, REGISTRY Z74/LDOLO
— K& MEMELTEETS. B E5H



A BERRART—AIN—X
BEDEERICHATINAE : REDKRAIUE
B EEGRARET AIN—RAIEGRFHEAINLLBENSETHDT-6, EXPAND a7 R TUNERIK R
DAL, BRXZEZRITTAEIE STNindex #F| AT 5.

* STNindex TlE, #EHBFREHOATEYF B OERENTES. AIZEDOHNDIETTET,
SEARCH O FRZETTHLEERAD L BEENEHEINS.

T 2 DULEDIFAINERETILELRDHB=O, B—T74ILIZDNTHRARBZG S,
LCA D7AINBEDHBDOLENWIFAINE—RICIEETHE, REBRBZEZEMRTES.
+ EXPAND D#ERZETI7AILAIIZER R T SIZIX, SET DETAIL ON DFREZLTHL.

=> IND ADISINSIGHT IMSRESEARCH — VINFIZF7LID SNindex IREFEIZA B

INDEX "ADISINSIGHT, IMSRESEARCH ENTERED AT 09:26:42 ON 21 JUL 2011

2 FILES IN THE FILE LIST IN STNINDEX

=> E TAMIFLU/CN — BE EXPAND L TRIRKT &N B
ET 1 TAMIBARO/CN

E2 2 TAMIBAROTENE/CN

E3 1 ——> TAMIFLU/CN EDTZ7ALINAEDEFFHD D 5L
E4 1 TAMIFLU (R) /CN

ES 1 TAMIPHOSPHOR/CN

=> SET DET ON — FMEERTTERE

SET COMMAND COMPLETED

=> E TAMIFLU/CN

E# FILE FREQUENCY TERM
ET ADISINSIGHT 1 TAMIBARO/CN
E2 2 TAMIBAROTENE/CN
ADISINSIGHT 1 TAMIBAROTENE/CN
IMSRESEARCH 1 TAMIBAROTENE/CN
E3 1 —=> TAMIFLU/CN
ADISINSIGHT 0 TAMIFLU/CN } FZF7ALNECEEHS A B
IMSRESEARCH 1 TAMIFLU/CN
E4 ADISINSIGHT 1 TAMIFLU (R) /CN — ADISINSIGHT Z 7 14 /LD E F
ES ADISINSIGHT 1 TAMIPHOSPHOR/CN
=> S ANTIBIOTIC?/CC AND PFIZER/CO — FS2o— a3 PEEFER L
FILE "ADISINSIGHT BEXLZETTESE (FH)
599 ANTIBIOTIC?/CC (B : Pfizer #HDIEYE D FE)

1025 PFIZER/CO
20 ANTIBIOTIC?/CC AND PFIZER/CO «— ADISINSIGHT Z 7 14/ DE v F %
FILE " IMSRESEARCH’
214 ANTIBIOTIC?/CC
1738 PFIZER/CO
13 ANTIBIOTIC?/CC AND PFIZER/CO « /MSRESEARCH Z 7 1 /LD E v +##

L1  QUE ANTIBIOTIC?/CC AND PFIZER/CO — EREShI-EfAD L &F
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B OBEG 1 HV BREFEREE IV—I )Ltk (Celsentri)] DR IEHREZFAETTS.

BREDQDRLL
 SE2AF (/JCN) J4— LR TRAMERZLTCRIZEEZRTTAS.
- COBREHTIEK, TEEDIETHAET S.

(D ADISINSIGHT 774JL : INEFHEHREDLENDA, 1 La—FHI=YDIFERA S L.
B2 BRERBOBHRAFMCEEREINATLNS.

@ IMSRESEARCH 77AJ)L : FEFEDBSEIXRTHENLBMNEETHLI-0,
MDIT7AILTRHLELGERLBONEN =5 E O,
FYZLDEREZB-WVESICRATS.

o

Z

2009 ££ 1 B 16 B, i HIV ZE I>—T)Ltoh) ] NREBEMWNBz SN ZOEIE CCR5 &
FEFENZEREFEDET, HIV NHBICHYDKEDORIMIELDIZREADVEDTHD
CCR5" [Z#EBTHIET, VAL ADBRAZEZTOVITS. HITO ART EE* [CMAT, HHGAE
ELLTHIFSNS.

*1 CCR5
TENAZBIK (Chemokine Receptor) DUVED. TEAAVZRBRIIRE, RELEICAELTLS
A, JEFE CCR5 A, CXCR4 &&BIT HIV DA LA ARATIRICERAIATLEIEN MY,
BIEA—FyrELTERIATWS.

*2 ART (anti-retroviral therapy) &%

HIV 7O07F7—t€HEFIEHEEEREZTFD 3 FILLEZ6RITIAEEIT RERIDEMNKEA
BEESNTLAD, BIEA+LH BHTRKEOREZIEZFAOEEILIKRE WHEDI/ILADOH
BiEERIA TN,

BA (EEME)
FRE 5

genome RNA
—L‘“' genome RNA ’

_z'\,_ &b
MIV EA A

mRNA

el

A
il
I‘III\
. -

[cxcra3T ccrs | ] =

Human genome

HIV-1 & W RISZAR AR L DS A

HIV O&EREH HIV EOFRAR

Hes, HEESE 130, 147~151(2007) M HIV & 2004 51 WxkRZ




1

A BERRART—H~N—2X

REH 1 O—IILEUMNORAFREBEHRFAE (ADISINSIGHT)

ADISINSIGHT 74l

=> FILE ADISINSIGHT
=> E CELSENTRI/CN 5 — BHE EXPAND T
E1 1 CELLULAR IMPLANT THERAPY - MICROISLET/CN
E2 1 CELLULOSE SULFATE - POLYDEX PHARMACEUTICALS/CONRAD/CN
E3 0 ——> GELSENTRI/CN
E4 1 CELSENTRI (R) /CN
E5 1 CELTURA(R) /CN
=> S E4 — F BEFZHITCEEF (EH)
L1 1 “CELSENTRI (R) ”“/CN
=> D TRIAL — TRIAL ZFER THIF (FH)
L1 ANSWER 1 OF 1 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN
CN  Maraviroc — —EFvSEOL
CDAT Jun 28, 2011 — ZF&EH
sZ

EEMLBART —FIN—XIZ CAS EHFEBEESHMNMFINTLAIEL, REGISTRY J7/Lhb L BEEZ/E-
OO0RF—N—BRTEERENELNS.

=> FILE REGISTRY

=> E GELSENTRI/CN 5

E1 1 CELRESTINE BLUE B/CN

E2 1 CELREZ LA 4M-HS/CN

E3 1 —=> CELSENTRI/CN

E4 1 CELSIAN/CN

E5 1 CELSIAN (AL2BA(S104)2) /CN
=> S E3

L1 1 CELSENTRI/CN

=> FILE ADISINSIGHT

=> S L1 — REGISTRY Z7 1N DEEESEZ /> THEE (1 #Z5/=Y 3 AH)

L2 1 L1
=> D TRIAL

L2 ANSWER 1 OF 1 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

CN  Maraviroc

CDAT Jun 28, 2011

GE)L BEEDYORA—N—TRENEONLEI =B AL, REGISTRY T7A4/ILOLa—FM Sl H
LI MZEE>TRETDHEEVNTHGEELHS. (B E P. 48 BHR)




A BERRAKT—

AR—R

D U—IILEUNDOREFEEHRFAE (ADISINSIGHT)

Wolters Kluwer Pharma Solutions on STN
— LIa—FEE
— [EEE (YRERGE Adis RED Insight)

— YWEEH

— »Fa
— CAS BREE

BmERERA 1
=> D ALL — Al ZFFEHEATEIEHEZ T
L1 ANSWER 1 OF 1 ADISINSIGHT COPYRIGHT (C) 2011
AN 2002:128 ADISINSIGHT
SO Adis R&D Insight
DN 016867
CDAT Jun 28, 2011
CN Maraviroc
CN UK 427857; UK-427,;857; UK-427857 :}-
CN Celsentri(R); Selzentry(R)
MF  C29 H41 F2 N5 0
RN  376348-65-1
STR

CC

Absolute stereochemistry

Rotation (-)

i-Pf

L HIV 2 THS \URE, MUDIFE
ELTOEDIHZIENT oI

EPHMRA ATC CODE: J5C HIV antivirals; M1 Anti-Inflammatory and — Zz5 %
Anti-Rheumatic Products

CC  WHO ATC CODE: JO5A-X09 Maraviroc; MO1 Antiinflammatory and Antirheumatic
Products
HDP Launched — REEAFHBERE
DSTA Launched, Canada, HIV-1 infections '\
Launched, European Union, HIV-1 infections
Launched, Japan, HIV-1 infections
Launched, United States, HIV-1 infections
Preregistration, European Union, HIV-1 infections
Phase |11, Argentina, HIV-1 infections
Phase |11, Australia, HIV-1 infections
Phase |I1l, Chile, HIV-1 infections
Phase |I1l, China, HIV-1 infections
Phase |11, India, HIV-1 infections } EZEOE S E & DB R
Phase |11, Peru, HIV-1 infections
Phase IIl, Taiwan, Province of China, HIV-1 infections * DSTA T4— LD & E D
Phase I, Argentina, HIV-1 infections FHHEIZEMN CT 74— ILKIC
Phase |l, Australia, HIV-1 infections IREEEINTLVD
Phase |I, Brazil, HIV-1 infections
Phase |Il, Mexico, HIV-1 infections
Phase ||, South Africa, HIV-1 infections
Preclinical, United States, HIV-1 infections
Discontinued |l, United States, Rheumatoid arthritis /
N [U9<F BB COMER Phasel THIE
ORIGINATOR: Pfizer (United States) — RAUIEH (BRITIZRED Pfizer #t)
PARENT: Pfizer
LICENSEE: International Partnership for Microbicides
OTHER: Northwestern University; Tibotec Inc; ViiV Healthcare
0S 801085042; 801062842; 801062843; 809107474; 801034696, 803000292;
800955246; 800955232; 801015738; 801003739
WG 4287 0S 74— ILRIZIREE &SN TLVS ADISCTI E#&E S % ADISCTI J7AILT

BRERITHE EBEITIRKAXBMOERATONSD (Appendix S]R)
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REH 1 O—IILEUMNORAFREBEHRFAE (ADISINSIGHT)

TX  TEXT
Introduction: — HE+ 3>

Maraviroc is a chemokine receptor 5 (CCR5) antagonist that has been
developed for the treatment of HIV-1 infections. |t was originated by
Pfizer and ownership has been transferred to Viiv Healthcare. The compound
has been launched extensively in an oral tablet formulation for the
treatment of HIV-1_infection in treatment-experienced patients. Maraviroc
has also been~app| CCR5 (&, ¥/ B 77— A HIV-1 4L ANKRIAMNEREICBATSEIZ,
with HIV-1 iffect| CD4 LEHIZFIRSNSEERZIALETH—THS. Maraviroc &, CCR5 % H
indication flas no| IR 9% CD4 B T #BAIZ RS ZATDIAIIANEATINETOVIT 5.

CXCR4 ZE>TRATEVAILRIZIEFI R LA

CCR5, a cell-surface G protein coupled receptor, has been identified as
the principal co-receptor along with CD4+ through which macrophage tropic
HIV-1 strains gain entry into host cells. Maraviroc blocks viral entry
into CD4+ T cells that express the CCR5 co-receptor, stopping the RS virus
on the outside surface of the cells before it enters, rather than fighting
the virus inside the cell, as do all other classes of oral HIV
medicines/1/. In preclinical studies, maraviroc has demonstrated
cross—-clade potency against CCRS isolates, but not against CXCR4 virus

TX  PHARMACOLOGY OVERVIEW: — EHEZHHMELE >3 >
Antimicrobial activity:

Inhibits HIV-1 replication; exhibits antiviral activity against a broad
range of viruses; elicits decreases in markers of immune activation and
inflammation

Pharmacodynamics:

Demonstrates simultaneous sustained release in combination with
dapivirine from silicone elastomer vaginal rings; significantly increases
CD4 cells in patients with CCR5-tropic HIV-1 infection

Immunogenicity:

Mechanism of action: — FFHAX =L
CCR5 receptor antagonists — CCRS ZEMEKIEEA

HIV receptor antagonists
CCR5 receptor modulators
CCR receptor antagonists
HIV receptor modulators

Virus receptor antagonists

CCR receptor modulators

Chemokine receptor antagonists
s

ADISINSIGHT 774 DTFALE, LoD EILavIZThhhdEELRHD. COEIIVHAD
EER (L) BEFTRETAHENTES. (Bl : => S ADVERSE EVENTS (L) VOMITING)

- REICFATESEGEYVaVA

INTRODUCTION : #IZE

- COMMERCIAL SUMMARY : Lehman Brothers OB &hEE{l

- PHARMACOLOGY OVERVIEW : EEZHPE

- CLINICAL OVERVIEW : FeREEDHE

- ADVERSE EVENTS : EI{ER15%#H

- PHARMACOLOGY : Zmz: - THERAPEUTIC TRIALS: BBt E

10
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REH 1 O—IILEUMNORAFREBEHRFAE (ADISINSIGHT)

CLINICAL OVERVIEW: — BEABRERERDOHERE S >3 >
Route (s) of Administration: PO, Vaginal — BEREEE

Administration Freq. (per day):

Adverse events:

occasional: Bronchitis, Nasopharyngitis

Drug Interactions: — EYRIHEEEF

Unknown. Demonstrates additive/synergistic interactions in combination

with other existing anti-HIV agents in vitro; coadministration of

maraviroc and raltegravir decreases the AUC values of each compound
compared with monotherapies

Adverse Events: — FIfEFIE#H O >3 >

Phase |l1: ninety six-week follow up data from the MERIT phase IIl trial
in treatment-naive patients with HIV-1 infections showed that maraviroc
had favourable tolerability. Of patients who received maraviroc plus
zidovudine/lamivudine, 66.9% remained on therapy compared with 66% of
patients who received efavirenz plus zidovudine/ lamivudine. Among those
who remained on therapy, malignancies were observed in 1.1% of patients in
the maraviroc group compared with 2.8% in the efavirenz group. Fewer cases
of tuberculosis were reported with maraviroc compared with efavirenz
treatment (0.3% vs 2.2%)/15/. At 96 weeks, in antiretroviral-naive
patients receiving zidovudine/ lamivudine, efavirenz is associated with a
higher proportion of patients with lipid levels exceeding NCEP thresholds
than maraviroc. At 96 weeks, increases in total cholesterol, high- and
low-density |ipoprotein cholesterol and triglycerides were greater for
efavirenz compared with maraviroc recipients/18/

Maraviroc was better tolerated than efavirenz in 48-week results from the
phase |11 MERIT trial which compared the efficacy of the drugs, both
administered in combination with Combivir, in 721 antiretroviral-naive
patients with HIV-1 infections. Half as many patients who received
maraviroc (1.7%) experienced a 'category G AIDS defining event compared
with patients who received efavirenz (3.3%). Lipid abnormalities were more

frequent in the efavirenz arm. Few( o= ppg g cOELBIMEMIE, WAKLRE XX
events, grade 3/4 adverse evenys a

the maraviroc-containing tre#ment arm, compared with those who received
efavirenz. The most common adverse events in the maraviroc arm were
nasopharyngitis and bronchitis. Efavirenz was associated with more
dizziness, diarrhoea, abnormal dreams, and rash/16/ /17/

Phase |Ib/Ill: There were no clinically relevant differences between the
maraviroc and placebo groups at 24 weeks in two phase || trials,
MOTIVATE-1 and MOTIVATE-2, in over 1000 treatment experienced patients

| BBRBRICETIEMLEERBRNANESATNS |

Drug Interactions: — EYRIHEEEF

Clinical studies: in a drug interaction study, efavirenz-containing
regimens reduced by 50% the systemic exposure to maraviroc, compared to
regimens containing lopinavir/ritonavir which approximately doubled
maraviroc systemic exposure. Gohorts receiving maraviroc plus either
efavirenz + combivir or efavirenz + didanosine + tenofovir demonstrated
mean approximate C sub(max) values of 66.5 and 76.4 ng/ mL, respectively
and mean AUC sub(12) values of 46.9 and 48.3 ng x h/ mL, respectively. The
co-administration of lopinavir/ritonavir with maraviroc approximately
doubled maraviroc systemic exposure with a mean C sub(max) value of 264.7
ng/mL and a mean AUC sub(12) value of 179.6 ng x h/mL. A
nevirapine-containing regimen resulted in a small increase in mean C
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PHARMACOLOGY : — EHEZEHO 3>
Pharmacokinetics: — EYEHE

Maraviroc exposures in cervicovaginal fluid and vaginal tissue biopsy
samples were higher than those observed in blood plasma in healthy female
volunteers, thus indicating maraviroc has potential as an oral agent for
HIV prophylaxis.

Maraviroc acted as a potent inhibitor of RS HIV-1 replication, but was
inactive against X4 or R5X4 strains. The agent was active against Ba-L in
PM-1 cells, ®nd its antiviral potency was not affected by viral MOl (IC
sub (90) valués of 1.1-1.0 nmol/L for MOl ranging from 0.007-0.3)
|nd|oat|ng that viral load should not have a direct effect on efficacy in

[ RS HIV-1 [CEEBMAEBEEHEH, X4 BEU R5X4 A TICFFERTHD |

Pharmacodynamics (Viral Infections): — EHFE

Clinical - oral formulation: short-term therapy with maraviroc
demonstrated potent antiviral effects in asymptomatic HIV positive
patients; 24 such patients with GD4 count >250 cells/mm sup(3) and plasma
viral load >5000 copies/mL received maraviroc 25mg QD, 100mg BID or
placebo for 10 days. All patients receiving 100mg reached trough
concentrations in excess of the mean antiviral [C sub(90) in PBMC. Mean

Preclinical — oral formulation: twice daily oral administration of
maraviroc <= 300mg/kg/day in cynomolgus monkeys produced complete CCR5

receptor occupancy over 24 hours, and had no adverse effects on the immune

system. The plasma exposures of maraviroc 300mg/kg/day were 17-fold
greater than found at the maximum clinical dosage

THERAPEUTIG TRIALS: — BESE 3>
Viral Infections:
Phase |11: ninety-week follow up data from the phase |Il MERIT trial

revealed comparable virologic suppression and greater increases in CD4
T-cell count in treatment-naive patients who received maraviroc plus
zidovudine/lamivudine versus patients who received efavirenz plus
zidovudine/lamivudine. At 96 weeks, 58.5% of patients in the maraviroc
group had viral loads <50 copies/mL compared with 62.4% in the efavirenz
group, based on Time to Loss of Virologic Response (TLOVR) analysis. For
patients with higher viral loads at screening (>100 000 copies/mL), 56%
and 56.7% of patients in the maraviroc and efavirenz group, respectively
maintained undetectable viral loads, also based on TLOVR analysis. At 96
weeks, the median change from baseline in CD4 T-cell count was 212
cells/mm sup(3) and 171 cells/mm sup(3) for the maraviroc and efavirenz
group, respectively (95% Cl: 17, 65)/15/

Phase IIb/I11: In pooled analysis of 48 week combined data from the phase

[1b/111 MOTIVATE-1 and MOTIVATE-2 trials, the mean decrease in viral load
from baseline (log sub(10) copies/mL) was 0.78, 1.68 and 1.84 in the
groups receiving placebo, maraviroc once daily and maraviroc twice daily
respectively. The percentage of patients who achieved an undetectable
viral load (<50 copies/mL HIV RNA) after 48 weeks was 43.2% and 45.5% in
the maraviroc once daily and twice daily groups, respectively, compared
with 16.7% in the placebo group. The mean increase in CD4 sup(+) cell
count from baseline in patients receiving maraviroc once daily and twice

.¥|% REEOJOrILERREARMCRASATOD
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Phase |l: All dosages of maraviroc >= 100mg twice daily demonstrated
|oad reductions with delayed viral rebound and maximum viral
load reductions after discontinuation of study medication. Following 10

similar viral

days of treatment with maraviroc
at baseline remained CCR5-tropic

97% of patients with CCR5-tropic virus
The majority of patients receiving

maraviroc at dosages of 200-600 mg/day had a decrease in HIV RNA of > 1.0
log sub(10) copies/mL. Data were pooled from five double-blind

placebo-controlled, multiple-dose studies
volunteers, evaluating maraviroc alone

investigating maraviroc + oral contraceptives/21/
Results from a clinical study conducted in 80 patients with CD4 count >

250 and plasma viral

load > 5000 copies/mL

involving 259 patients and
and one drug interaction study

showed that short-term

monotherapy with maraviroc at doses of >=100mg BID and QD, resulted in

viral load reductions of >=1log sub(10)

Food did not significantly affect

antiviral activity in the patients treated with maraviroc (150mg BID)

HEH
J
RDAT
31 Jan 2002
31 Jan 2002

1. Pfizer Inc.

Patients. Media Release

http://www.

HES— F
J

RNTE

New profile

Phase-I| clinical trials for HIV-1

USA (PO)

0////—____________

HBPTOTFAIL, FBEBREOET It
BEDLO—FEHFOEHRBE

infections treatment in

Pfizer's Novel HIV/AIDS Treatment SELZENTRY (TM) Becomes the
Latest Fully Approved Antiretrovial for Treatment-Experienced HIV

pfizer.com. (English)

2. ViiV Healthcare

: 26 Nov 2008. Available from: URL:

ViiV Healthcare launches: A new specialist HIV company

dedicated to delivering advances in HIV treatment and care. Media

Release

(English)

: 3 Nov 2009. Available from: URL: http://
www. viivhealthcare. com.

3. International Partnership for Microbicides. IPM Reaches Landmark

Agreement with Pfizer to Develop FDA-Approved Antiretroviral Drug as
Release. : 30 Jan 2008. Available from: URL:

Vaginal Microbicide. Media
http://www. ipm-microbicides.org. (English)

4. Pfizer Inc

Long-Term Data Reinforce Safety and Efficacy Profile of

Pfizer's New HIV Drug Selzentry (TM) (Maraviroc)
Sep 2007. Available from: URL: http://www.pfizer.com. (English)

5. Pfizer Inc

Pfizer's Celsentri

Media Release. : 19

(Rm) Approved in the European Union

Providing a Novel Treatment Option for Treatment-Experienced HIV

Patients. Media Release

http://www.

pfizer.com. (English)

6. Pfizer Inc

Decade. Media Release

http://www.

: 24 Sep 2007. Available from: URL:

First New Oral Glass of HIV Treatment Licensed in Over A

pfizer.com. (English)

19 Nov 2007. Available from: URL:

7. Pfizer. Health Canada Approves Novel Treatment for HIV. Media Release
© 15 Oct 2007. Available from: URL: http://www. newswire.ca. (English)

8. Health Canada

maraviroc,

9. ViiV Healthcare

Health Canada grants priority review status to Pfizer's

a new treatment approach for HIV. Media Release. : 1 Mar
2007. Available from: URL: http://www. hc-sc. gc.ca. (English)

(maraviroc). Media Release

Regulatory Update - Celsentri/Selzentry (Rm)

: 4 Mar 2011. Available from: URL:

http://www. viivhealthcare. com. (English)
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2. IMSRESEARCH Z7AJL

=> FILE IMSRESEARCH

=> E CELSENTRI/CN 5 — B E#EE

E1 1 CELLULOSE, HYDROGEN SULFATE, SODIUM SALT/CN
E2 1 CELMOLEUKIN/CN

E3 1 -=> GELSENTRI/CN

E4 1 CELTURA/CN

E5 1 CELUPAN/CN

=> S E3 — EBEFROTHRE (FH)
L2 1 CELSENTRI/CN

=> D TRIAL — TRIAL Z#FBATESR (FBH)

L2 ANSWER 1 OF 1 IMSRESEARCH COPYRIGHT 2011 IMSWORLD on STN
CN maraviroc — —RE

=> D IALL — AL ZFHBATEIEHZZRT (71— FHTEE TEHF)

L2  ANSWER 1 OF 1 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN

ACCESSION NUMBER:  2002:83 IMSRESEARCH

SOURGE: R&D Focus, (05 Jan 2011)

DOCUMENT NUMBER: 2018289

GENERIC NAME: maraviroc — —RE

REFERENCE : p NN

LABORATORY NAME: UK 427857 — FFEIT—F
TRADE NAME: CELSENTRI; SELZENTRY — BB E

CHEMICAL NAME: 4, 4-difluoro-N-[(1S)-3-[(3-ex0)-3-[3-methyl-5-(1-

methylethyl)-4H-1,2, 4-triazol-4-yl]1-8-azabicyclo[3.2.1]oct-
8-yl]-1-phenylpropyl]lcyclohexanecarboxamide

CAS REGISTRY NO. : 376348-65-1

DERIVATIVE (S) : 376348-65-1 maraviroc

STRUGTURE:

Absolute stereochemistry. Rotation (-)

Ph R
' Me B EBEROKEEN CT
N/L\/\ N)\\N T4—LRITIERESh TS,
F _’\{ IMSRESEARCH 774 JLIZI&, CCR5
i Pr)- ERE OB IZEN S
CLASSIFICATION: J5C9 Other HIV Antivirals — EHHHE
INDICATION: HIV infection — B I JE D E
ACTION: HIV entry inhibitor; antiviral; chemokine antagonist — EHBEH
ORIGIN: chemical synthesis
ADMINISTRATION: oral — REREHE
HIGHEST DEV. PHASE: Marketed (80) — REDHEERE
ENTRY DATE: Entered STN: 1 Feb 2002

Last Updated on STN: 7 Jan 2011 ZF, INDICATION IZ[&, UV F
B G fE D H 5 (A > TLAEL
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LATEST INFORMATION: 03 August 2009 : On 21 July 2009 Pfizer reported 96-week

7

REEH

follow-up data from MERIT ES, an analysis of data from the
phase |lb/1Il MERIT (Maraviroc versus Efavirenz Regimens as
Initial Therapy) trial following retesting and screening
samples using the enhanced sensitivity Trofile assay. The
results showed that, between patients in the maraviroc
treatment arm and those in the efavirenz arm, there was
comparable virologic suppression (58.5% and 62. 4%,
respectively, achieved less than 50 copies/mL). Comparable
results were seen based on a Time to Loss of Virologic
Response (TLOVR) analysis (less than 50 copies/mL achieved
by 60.5% and 60.7%, respectively), and a similar number of
patients remaining on therapy (66.9% vs. 66.0% . A TLOVR

....Maraviroc, a CCR5 chemokine receptor antagonist, is
available for the oral treatment of HIV infection in the
USA, Canada, the EU, Japan and Switzerland

CURRENT DEVELOPMENT STATUS: — BEDHERIE BLED—E
Type | Status |Stage| Region | Indication
+==== + += +=== —==
Highest|Marketed [80 | | — REEAFHBERE
Phase | | | |
N | +- F——— -
Phase |Marketed [80 |United States|HIV infection
p———— } +— b——— —-—
Phase |Discontinued]|2 |[United States|rheumatoid artn{itis
b : +- p——— -
Phase |Marketed 80 Switzerland HIV infection
l - ' l l N | U FER SRR
Phase |Marketed [80 |Japan [HIV infection
p———— } +— b——— —-—
Phase |Marketed [80 |EU [HIV infection
b : +- p——— -
Phase |Marketed |80 |Canada [HIV infection
COMPANY INFORMATION: — RIHUIEH
Type [ Company [Nationality| Corporation
+= += B e e
Originator|ViiV Healthcare|UK |[GlaxoSmithKline — BET
I I | (UK); Pfizer
| | | (United States)
+— +— } —
Assignee |Pfizer | | — MHEA
PATENT SUMMARY : — ¥

Product (Pfizer):

W0 01/90106 2001, priority GB 14046 2000
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COMMERCIAL SUMMARY : — BEHEHFEO > 7>
Commercial overview. Overview — BFE

ViiV Healthcare is developing maraviroc (SELZENTRY;CELSENTRI), a GCR5 chemokine
receptor antagonist, for the oral treatment of HIV infection. In September
2007, maraviroc was launched in the USA. The product was approved in the EU in
September 2007, and launches have taken place across the EU. In November 2007
maraviroc was launched in Canada. In January 2009, Pfizer launched maraviroc in
Japan for the treatment of patients with CCR5-tropic HIV-1 infection. In
November 2008, maraviroc was granted full (traditional) approval by the US FDA
for use in combination with other antiretrovirals in treatment-experienced
patients infected with HIV. Pfizer filed for approval in March 2009 for use of
: - BE

Launches. In September 2007, Pfizer launched maraviroc in the USA, for use in
combination with other antiretroviral products, in treatment-experienced
CCR5-tropic patients (Pfizer, SEP 2007). In October 2007, maraviroc was
launched in Germany for the treatment of HIV infection (Pfizer, NOV 2007)
Maraviroc has been launched in the UK for use in combination with other
antiretroviral products, as a therapy for treatment-experienced CCR5-tropic
patients in whom only CCR5-tropic HIV-1 is detectable (Pfizer, NOV 2007)

Regulatory progress. The US FDA has granted maraviroc Fast Track designation in
the USA for the treatment of HIV patients who have exhausted all treatment
options (Pfizer, JUL 2005). Pfizer submitted marketing applications for
maraviroc as a therapy for HIV infection in the EU and the USA in December 2006
(Pfizer, FEB 2007). The US regulatory filing for the agent has been granted
Priority Review by the US FDA (Pfizer, FEB 2007). The EU filing has been
granted accelerated regulatory review (Pfizer, FEB 2007). The EMEA's CHMP has

: — EHRER

R&D progress. HIV infection — KR IEH

Two pivotal phase IIl trials, designated MOTIVATE (Maraviroc plus Optimized
Therapy In Viremic Antiretroviral Treatment-Experienced patients)-1 and
MOTIVATE-2, to assess maraviroc in the treatment of HIV infection, are ongoing
in the USA. Pfizer has reviewed 24-week efficacy and safety data in over 1000
patients with GCRb-tropic HIV-1 infection. In January 2007, the independent
Data Safety Monitoring Board (DSMB) recommended that phase ||| trials, in both
treatment-naive and treatment-experienced patients, continue as planned

(Pfizer, FEB 2007). In the ongoing double-blind phase IIb/IIll trials designated

Rheumatoid arthritis

In February 2007, Pfizer initiated a treatment, randomized, double-blind,
placebo-controlled, parallel assignment, phase || study to assess the safety
and efficacy of maraviroc in the treatment of rheumatoid arthritis in 130
subjects receiving methotrexate. Primary outcome measures included the AGR20
response rate at week 12 and secondary outcome measures included safety
efficacy, health status measures and pharmacokinetic outcomes (Pfizer, JUL
2007). Pfizer has discontinued further development of maraviroc in the
treatment of rheumatoid arthritis (Pfizer, SEP 2008)

Maraviroc was well tolerated in phase | trials (Pfizer, DEC 2001)
Results from a six multiple dose phase |/lla trial of maraviroc, in 259 healthy
and HIV-positive volunteers, showed the agent was safe and well tolerated
Doses up to 300 mg twice daily in short term studies had a similar safety
profile to placebo. Most common adverse events reported were headache

EEEEREE
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Licensing/Partnering. Pfizer, GlaxoSmithKline.-—-Joint venture agreement signed
between GlaxoSmithK|ine and Pfizer, Marketed — Apr 2009. GlaxoSmithK|ine and
Pfizer have entered into an agreement to combine their HIV/AIDS therapy
businesses into a new company. The joint venture company will research, develop
and commercialize the therapies, which includes 11 marketed drugs, four drugs
under phase || evaluation and two drugs under phase | evaluation. Initially

— ST tIHEE, EFEE

Company predictions. Pfizer planned to launch maraviroc in the USA
mid-September 2007 (Pfizer, AUG 2007). Pfizer planned to file an NDA with the
US FDA for maraviroc in 2006 (Pfizer, FEB 2006). — SEDEF

Analyst Predictions. Jefferies (09 Nov 2010): SELZENTRY/CELENTRI (maraviroc)
GlaxoSmithKline

Sales: GBP101 Million in 2011, GBP119 Million in 2012, GBP134 Million in 2013
GBP147 Million in 2014, GBP81 Million in 2010 - year end December

Jefferies (15 Sep 2010) : SELZENTRY/CELSENTRI (maraviroc), GlaxoSmithKline

Sales: GBP103 Million in 2011, GBP122 Million in 2012, GBP138 Million in 2013
GBP152 Million in 2014, GBP83 Million in 2010 - year end December

: — FFUXI FPDHBFFMH

DEVELOPMENT HISTORY: — BROBEHELE >3 >

31 Aug 2009 See Regulatory progress

21 Sep 2009 Analyst prediction

APR 2009 Joint venture agreement signed between GlaxoSmithKline and
Pfizer.

JAN 2009 Marketed, Japan (HIV infection).

DEC 2008 Registered, Japan (HIV infection)

NOV 2008 Full approval, USA (HIV infection). Marketed, France (HIV
infection)

3Q 2008 Discontinued, USA (rheumatoid arthritis)

APR 2008 Marketed, Italy (HIV infection)

SEP 2007 Marketed, USA (HIV infection). Registered, EU (HIV
infection)

AUG 2007 Registered, USA (HIV infection; accelerated approval)

JUL 2007 Recommended, EU (HIV infection)

JUN 2007 Approvable letter, USA (HIV infection)

APR 2007 Recommended, USA (HIV infection).

FEB 2007 Priority Review, USA (HIV infection), Phase I, USA
(rheumatoid arthritis)

DEC 2006 Pre-registration, USA, EU (HIV infection)

JUL 2005 Fast Track designation, USA (HIV infection)

2005 Phase IIb/I11, Worldwide (HIV infection)

2H 2004 Phase |11, USA (HIV infection).

DEC 2001 Phase |, USA.

MAY 2000 Priority product patent application filed in the UK, by
Pfizer.

! !
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B EBER B BNERUTORREI—ILLTRETS.

ADISINSIGHT IMSRESEARCH
- EXRER5
ZEEER (PHARMACOLOGY OVERVIEW - /CT*, AR5
o avVIZRE)
- /CC, KX FE5| - /CC, &KX FE5|
SE Sh 4\ &
ENAR (EphMRA ATC O—FK, WHO ATC a—K) (EphMRA ATC O—F)
. + /CT, EXZER5I - /CT*, HAZKSB|
e k1 ’ R
o s 5 . /DSTA. EAZE| . /DSTA, EA% 3|

¥ FARTOLA—FITREFSNTLS DI TIEAL.
*2 CT J4—ILRICITEBER LB E DOHFFARFEATNS.

- RBERBI7ALNIEIIRRZAENRLGIRICERET 5.
- BEDOEWVIZKY, J7MVICEOTEHERLE-ER, BTATELRNGEENHS.

- ADISINSIGHT Z74J)L : EBERIITFANIA—ILRICIEESN T8,
BREIXTELHEET hH) ATEAL.

- IMSRESEARCH 77A)L : EEBERICHITLIMHEBINENE RESNBRBETHIEE
MNé&H3 ({5l :CCR5 i Hl)
B ADISINSIGHT 74/l

- EEERAOREK

- EBERIZTFERF (TX) 74—JLK® PHARMACOLOGY OVERVIEW 4 3> (ZUXiE
SNTWA=8, EBERLEEIIVEE (L) BEFTHAEOLETHEERTS.

=> S CCR5 (3A) ANTAGONIST? (L) PHARMACOLOGY OVERVIEW

- FXRRITA—ILFIFFEHI SN T8, STNindex TPFHEELT, HohLHBE
REABELTHLELKL.
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BN EORR

- EphMRA ATC O—F, WHO ATC O—F, EM DL M%E /CC T4—ILFTHRETS.

=> E J5C/CC — L HIV ZD EphlIRA ATC 22— F T EXPAND
ET 15 J5B9/CC
E2 15 J5B9 ANTIVIRALS OTHERS/CC
E3 784 --> J5G/CC
E4 784 J5C HIV ANTIVIRALS/CC
=> § J5G/CC — J5C (HIV ANTIVIRALS) THZE
L1 784 J5C/CC
(J5C/CC)
=> § J5C?/CC — J5C DT Z#EHTHEE
L2 902 J5C?/GC
(J5C?/CC)

=> 8§ "HIV ANTIVIRALS"/CC «— ZTZ2EHTHRFI SEEL —EF/FHFTICS
L3 784 “HIV ANTIVIRALS”/CC
("HIV ANTIVIRALS”/CC)

=> S HIV ANTIVIRALS/CC — BHERICIN—IFZEGFEE (S) BEFTY >
L4 1390 HIV ANTIVIRALS/CC (/AT XEFLEHHE)
(C(HIV(S)ANTIVIRALS) /CC)

- BMHDHEIL, BZ EXPAND THANTENAETI—FEHFS (Appendix S).

EphMRA ATC O—F FTEDHALTIRNEAFTEDS (EHMIZEFH).
— http://www.ephmra.org/

WHO ATC aO—F : TEDOYA+THEARS.
— http://www.whocc.no/atc_ddd_index/

W E DR ER
- BWISEDHEIZEE /CT J4—ILKTRETS.

=> S HIV INFECTIONS/CT « HIV BERIELEZEEFHEF (DL—ITEFE)

- WIGEDFEFIEEIL, /CT 74—ILE%E EXPAND T 3LFARBIENTES.

— ADISINSIGHT 774 /L&, AR EREE (DSTA) TJ4—I)LFIZEC &0 3 & FE & & I iE AR
BEhTW. (L) BEFZESE, ChoZlAHEOLETHRETES.

=> S HIV INFECTIONS/CT (L) LAUNCHED/DSTA (L) UNITED STATES/DSTA
— KRETLFEIATIVE HIV BERIELEE

* BAREM (/DSTA) J4—ILFDOBEFRICDWNVTIX P. 30 - P. 31 S8
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EBER-EY-BISEDORE : BERDKRAIVF IMSRESEARCH)

B IMSRESEARCH 774/l
- FEBEROKRE
- EBERAOHEHIZEEER /CT J4—ILFTRETAS.

=> S CHEMOKINE ANTAGONIST/CT

- EBERAOHTIEIL /CT J14—ILF%E EXPAND F5LHARDBILENTES.
- BV BEORE
- EphMRA ATC O—FFLIZEHDEF%E /CC J4—ILFTHRERT .

=> § J5C?/CC — 2 FfIHFT JS5C DTFFEDTEE
L6 949 J5C?/CC

- EYNHEIL, BH%E EXPAND T H3MNAUSAUANILTTIRARS. £=1X, EphMRA DO ¥
ARDSYARES T O—RLTHERS. (Appendix SH)

=> HELP CLASSCODES — BWHRBEDT S NINTEET

- BEISEDRE
- BIRIEDOHSBIEEE /CT J4—ILFKTRETS.

=> S HIV INFECTIONS/CT — HIV BRIEEZBEEFRF (JL—THFE)

- WISEDFHFIZE(L, /CT T4—ILE%E EXPAND T RELEFARBIENTES.

- IMSRESEARCH 774 /LI, FAHERE (DSTA) J4—ILRKICEICEDORREMRE EE IS E
MNREFESh TS, (L) BEFEFESE, CNoZlAEDHLETRETES.

=> S HIV INFECTIONS/CT (L) MARKETED/DSTA (L) UNITED STATES/DSTA
— KRETLFEATIE HIV BRFELEE

* BFEEMEE (/DSTA) J4—ILFDBRERIZDWLNTIE P.30-P. 31 B8]
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W RFEH 2 : CCR; HEMANDEEIFHMICOWTEEFMFAEZETITS (ADISINSIGHT).
- D CCR5 {#MFIZHRERTH (EBERORER)
- @ CCR5 #MAIZHELTWEEHZHARD (518 (CO) DFEH)

- @ CCR5 EMFIDMOBEISE (VU< F) ORRKREZREST S GERIE (CT) DER)

=> FILE ADISINSIGHT

=> S (CCR5 OR CCR 5 OR CHEMOKINE RECEPTOR 5) (3A) (ANTAGONIST? OR INHIBITOR?)

L1 53 (CCR5 OR CCR 5 OR CHEMOKINE RECEPTOR 5) (3A) (ANTAGONIST? OR INH
IBITOR?) — REFFZEAXFF THRE (FH)

=> S L1 (L) PHARMACOLOGY OVERVIEW — (L) FEFEHFLT, PHARWACOLOGY OVERVIEW

L2 48 L1 (L) PHARMACOLOGY OVERVIEW 2> 3> /ZRZET B

=> D 1-48 TRIAL — TRIAL ZFBIETEMEHEE (EH)

L2  ANSWER 1 OF 48 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

CN Anti-CCR5 monoclonal antibody - Human Genome Sciences

CDAT Dec 31, 2010

L2  ANSWER 2 OF 48 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

CN Research programme: anti-infectives - NeED Pharmaceuticals

CDAT Oct 9, 2009

%

Z

PHARMACOLOGY OVERVIEW Y avDEBERRBEHHE I TOWENEO, BRRRAICEETS.
STNindex ZFIH T3¢, BAET—AR—RICHRTCHRBELEESRH CEZ G #EHIATES.

=> IND ADISINSIGHT LCA®— | STNindex TIIBTEBMIFIILDEENLETHS. LCA I1&
IRBUHEROLLENTFAILEERELTHEE REBBZEHNTED

=> S CCR5 ANTAGONIST? (L) PHARMACOLOGY OVERVIEW
11 FILE ADISINSIGHT
1 FILES HAVE ONE OR MORE ANSWERS, 2 FILES SEARCHED IN STNINDEX

L1 QUE GCR5 ANTAGONIST? (L)PHARMACOLOGY OVERVIEW

=> S (CCR5 OR CCR 5 OR CHEMOKINE RECEPTOR 5) (3A) (ANTAGONIST? OR INHIBITOR?)
(L) PHARMACOLOGY OVERVIEW
48  FILE ADISINSIGHT
1 FILES HAVE ONE OR MORE ANSWERS, 2 FILES SEARCHED IN STNINDEX

L2  QUE (CCR5 OR GCR 5 OR CHEMOKINE RECEPTOR 5) (3A) (ANTAGONIST? OR INHIBITOR?)
(L) PHARMACOLOGY OVERVIEW

=> FILE ADISINSIGHT

=> S8 L2 — SINindex TIERE L /=B # & o T % A BE

L3 48 (CCR5 OR CCR 5 OR CHEMOKINE RECEPTOR 5) (3A) (ANTAGONIST? OR INHIB
[TOR?) (L) PHARMACOLOGY OVERVIEW
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BREH 2 . EZEER, SSECETIEE, 247 (ADISINSIGHT)

=> SEL L2 GO — RHEFHL (EH)

E1 THROUGH E54 ASSIGNED

=> D SEL — L ERHEFFRT (FH)

E1 8 SCHERING-PLOUGH/CO

E2 8 TAKEDA/CO

E3 6 INCYTE CORPORATION/CO

E4 6 NONINDUSTRIAL SOURCE/CO

E5 6 PFIZER/CO

E6 6 PROGENICS PHARMACEUTICALS/CO

E7 5 GLAXOSMITHKLINE/CO

E8 5 TARGETDRUG/CO

E9 4 HUMAN GENOME SCIENCES/CO

E10 4 MERCK & G0/CO

E11 4 MONOGRAM BIOSCIENCES/CO

E12 4 NOVARTIS/CO

E13 4 ONO PHARMAGEUTICAL/CO

E14 4 ROCHE/GO

E15 4 VIROGHEM PHARMA/GO

=> S L2 AND E2 (L) ORIGINATOR — Takeda #Bi&ET (ORIGINATOR) DEZEFIZIRE (FEH)

L3 4 L2 AND TAKEDA/CO (L) ORIGINATOR

=> D 1-4 TRIAL — —MREFEF (BH)

L3  ANSWER 1 OF 4 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

CN  TBR 220

CDAT Aug 20, 2008

L3  ANSWER 2 OF 4 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

CN Cenicriviroc

CDAT Jul 19, 2011

=> D 1 ALL

L3  ANSWER 1 OF 4 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

AN 2005:336 ADISINSIGHT

SO Adis R&D Insight

DN 022281

CDAT Aug 20, 2008

CN  TBR 220

CN  TAK-220; TBR-220

CN 1-Acety|-N-(3- (4-(4-carbamoy|benzyl)piperidin-1-yl)propyl)-N-(chloro-4-
methylphenyl)piperidine-4-carboxamide

MF  C31 H41 Cl N4 03

STR
STRUCTURE DIAGRAM IS NOT AVAILABLE

CC  EPHMRA ATC CODE: J5C HIV antivirals

CC  WHO ATC CODE: JO5A Direct acting antivirals

HDP Phase |

DSTA Phase |, Europe, HIV-1 infections

Phase |, United States, HIV-1 infections
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BREH 2 . EZEER, SSECETIEE, 247 (ADISINSIGHT)

ORIGINATOR: Takeda (Japan) — BIFETH Takeda
PARENT: Takeda — HR#H [chioz co <@ |
L1CENSEE: Tobira Therapeutics .\ — SHAERTEE
WC 334
SHBEEHEATIF (L) BEFT

X  TEXT JOOLTHRETS

Introduction:

TBR 220 is an orally active, small molecule chemokine receptor 5 (CCR5)
antagonist, which is under development by Tobira Therapeutics as a back-up
compound to TBR 652 (see separate profile). TBR 220 is in phase | clinical
development in the US and Europe for the treatment of HIV-1 infections

TBR 220 was originally developed by Takeda (as TAK 220). |t emerged from
a research programme for orally bioavailable, small molecule CCRb
antagonists that Takeda initiated in 1999. The first CCR5 antagonist, TAK
779, was a potent and selective inhibitor of HIV-1 replication; however
this compound had poor oral bioavailability and was subsequently
discontinued/1/ /2/

Company agreements
Takeda has granted Tobira Therapeutics exclusive worldwide rights to
develop, manufacture, and commercialise TBR 220 and TBR 652/3/.

Key development milestones

TX  PHARMACOLOGY OVERVIEW:
Antimicrobial activity:
Inhibits HIV-1 replication; displays high selectivity towards the CCR5
receptor
Pharmacodynamics:

Immunogenicity:

Mechanism of action:
CCR5 receptor antagonists
CCR5 receptor modulators
GCR receptor antagonists
CCR receptor modulators
Chemokine receptor antagonists
Chemokine receptor modulators
G protein-coupled receptor antagonists
CD antigen inhibitors
Cytokine receptor antagonists
CD antigen modulators
G protein-coupled receptor modulators
Cell surface receptor antagonists
Differentiation antigen inhibitors
ADP-ribosyl cyclase inhibitors
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BREH 2 . EZEER, SSECETIEE, 247 (ADISINSIGHT)

=> SEL L2 CT — BIAE (CT) ZHH (FEH)
E55 THROUGH E77 ASSIGNED
=> D _SEL E55- e B LS —LEER (M)
E55 47 HIV-1 INFECTIONS/CT
E56 17 HIV INFECTIONS/CT
E57 13 HIV INFECTIONS TREATMENT/CT
E58 7 RHEUMATOID ARTHRITIS/CT— U 2 v F &/
E59 3 ASTHMA/CT
E60 3 AUTOINMUNE DISORDERS/CT
E61 3 CANCER/CT
E62 2 INFLAMMATION/CT
E63 2 PSORIASIS/CT
2 TRANSPLANT REJECTION/CT

E64

=> S L2 AND Eb58
L4 5 L2 AND “RHEUMATOID ARTHRITIS”/CT

=> D 1-5 TRIAL

L4 ANSWER 1 OF 5 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

CN  Maraviroc

CDAT Jun 28, 2011

L4  ANSWER 2 OF 5 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

CN Research programme: chemokine receptor antagonists - Genzyme

CDAT Nov 7, 2006

L4  ANSWER 3 OF 5 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

CN  Met-RANTES

CDAT Mar 12, 2008

=> D 3 ALL

L4  ANSWER 3 OF 5 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

AN 1999:573 ADISINSIGHT

SO Adis R&D Insight

DN 011896

CDAT Mar 12, 2008

CN  Met-RANTES

CN  Methionylated RANTES; MetRANTES

MF  Unspecified

STR
STRUCTURE DIAGRAM 1S NOT AVAILABLE

GC EPHMRA ATC CODE: L4X Other Immunosuppressants; M1 Anti-Inflammatory and
Anti-Rheumatic Products; R3 Anti-Asthma and COPD Products

CC  WHO ATC CODE: LO4A-A Selective immunosupressants; MO1 Antiinflammatory and
Antirheumatic Products; RO3 Drugs for Obstructive Airway Diseases
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mERF 2 0 EEER, BICEICBETHRE, 4T (ADISINSIGHT)

HDP Discontinued Preclinical

DSTA Discontinued Preclinical, Switzerland, Asthma
Discontinued Preclinical, Czech Republic, Rheumatoid arthritis
Discontinued Preclinical, Switzerland, Rheumatoid arthritis

ORIGINATOR: Geneva Biomedical Researdwqwtfitute (Switzerland); Merck Serono

(Switzer land) -
PARENT: Merck KGaA: Merck Serono UIRFERIETORE T,

we 818 Fra, AAATHIEESNT=

TX  TEXT
Introduction:
Met—-RANTES is a modified form of the chemoattractant cytokine (chemokine)
RANTES (regulated upon activation, normal T expressed and secreted)
RANTES is a member of the human beta (C-C) branch of chemokines
Met-RANTES consists of recombinant human RANTES extended by a single
methionine residue at the amino terminus. This modification is sufficient
to render Met-RANTES a potent and selective antagonist of RANTES. Mutated
versions of RANTES, such as Met-RANTES, may be superior to monoclonal
antibodies as RANTES antagonists. Met-RANTES had been under development by
Serono and Geneva Biomedical Research Institute. However, development

appears to have been discontinued. | BN IEIN-LHERIEINS

TX  PHARMACOLOGY OVERVIEW:
Pharmacodynamics:

Antiarthritic and antiasthmatic effects in animal studies; differentially
regulates RANTES-activated monocytes and macrophage-1like cells; reduces
both mRNA and phosphorylation levels of CCR1 and CCR5 in animal models of
arthritis

Mechanism of action:

CCR5 receptor antagonists

HIV receptor antagonists
CCR5 receptor modulators
CCR receptor antagonists
HIV receptor modulators
Virus receptor antagonists
CCR receptor modulators
Chemokine receptor antagonists
Virus receptor modulators

RDAT RNTE

21 Jun 2000 Ares-Serono is now called Serono

21 Apr 1999 New profile

21 Apr 1999 No-Development-Reported for Asthma in Switzerland (Unknown
route)

21 Apr 1999 Preclinical development for Rheumatoid arthritis in Czech
Republic (Parenteral)

21 Apr 1999 Preclinical development for Rheumatoid arthritis in
Switzerland (Parenteral)

RE 1. Merck KGaA. Merck Serono is Launched. Media Release. : 8 Jan 2007
Available from: URL: http://www. merckserono.ch. (English)
2. Merck KGaA. Merck KGaA Acquires Majority Shareholding in Serono S.A
Media Release. : 5 Jan 2007. Available from: URL: http://www.merck. de
(English).
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BREG 3 E, EBEHOKRE, f#ff IMSRESEARCH)

W EEH 3 I HV ZE2EOERAD=XLIZETHEHRAEE1TS (IMSRESEARCH).
- D HYV EOENEZEITOIVEEZRERTS (EMHIE (CC) DER).
@ i HIV ZBEQOERANZXLZRAETS (EEAER (CT) OEM).

- Q@ QTEBLEERANZXLZERTSHH HIV ZZFARLTLWEIRHERAD
(4% (CO) MEH).

=> FILE IMSRESEARCH

=> E J5C/CC 25 — i HIV ZDEZHHEE J5C & EXPAND

E1 501 J5B9 ANTIVIRALS/CC

E2 2 J5B9 ANTIVIRALS, OTHERS/CC

E3 5 ——> J5C/CC

E4 5 J5C HIV ANTIVIRALS/CC

E5 81 JbG1/CC

E6 81 J5C1 NUCLEOSIDE AND NUCLEOTIDE REVERSE TRANSCRIPTASE INHIBIT
0RS/CC

E7 107 J5C2/CC

E8 107 J5C2 PROTEASE INHIBITORS/CC

E9 50 J5C3/CC

E10 50 J5C3 NON-NUCLEOSIDE REVERSE TRANSCRIPTASE INHIBITORS/CC

E11 1 J5C4/CC

E12 1 J5C4 ENTRY INHIBITORS/CC

E13 702 J5C9/CC

E14 102 J5C9 OTHER HIV ANTIVIRALS/CC

E15 5 J6A1/CC

=> § J5C?/CC — J5C DT ESDHTRE (FH)

L1 950 J5C?/CC

=> SEL L1 CT — CT Mt (FE#)

E1 THROUGH E241 ASSIGNED

=> D SEL — BH LS —LEER FH)

E1 2383 HIV INFECTION/CT

E2 263 VIRAL INFECTION/CT

E3 233 BIOTECHNOLOGY/CT

E4 134 REVERSE TRANSCRIPTASE INHIBITOR/CT - FEEEFHEFICEH

E5 124 VAGCINE/CT

E6 110 ORAL/CT

E7 107 PROTEINASE INHIBITOR/CT

E8 106 CANCER/CT CT J4—ILKRT, EAAN=ZXLEZET

E9 106 CHEMICAL SYNTHESIS/CT EBEMER, BLEN S MEIND

E10 96 HIV PROTEINASE INHIBITOR/CT

E11 13 HIV ENTRY INHIBITOR/CT

E12 11 PROTEIN/CT

E13 63 PEPTIDE/CT

E14 60 ANTIVIRAL/CT

E15 56 HEPATITIS B/CT

E16 55 NUCLEOSIDE ANALOGUE/CT

E17 52 INJECTION/CT

E18 51 MONOCLONAL ANTIBODY/CT
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BREG 3 E, EBEHOKRE, f#ff IMSRESEARCH)

=> S L1 AND E4 — HESHFHAEDEFA D =XLIZRE (FH)
L2 134 L1 AND "REVERSE TRANSCRIPTASE INHIBITOR”/CT
=> SEL L2 €O — RHE (C0) ZwHt (FEH)

E242 THROUGH E426 ASSIGNED

=> D SEL E242-E426

E242 18 GLAXOSMITHKL INE (UK) /CO — SO YVRIROSTL HICEE
E243 16 GILEAD SCIENCES/CO

E244 16 MEDIVIR/CO

E245 15 MERCK & C0/CO

E246 12 BRISTOL-MYERS SQUIBB (UNITED STATES)/CO

E247 12 BRISTOL-MYERS SQUIBB/CO

E248 12 GLAXOSMITHKL INE/CO

E249 1 GILEAD SCIENGES (UNITED STATES)/CO

E250 " JOHNSON & JOHNSON (UNITED STATES)/CO

E251 10 MERCK & CO (UNITED STATES)/CO

=> 8 L2 AND E242 (L) ORIGINATOR « 50 YVXRIRISALHIHRITDEZEZICIRE (F#)
L3 11 L2 AND “GLAXOSMITHKLINE (UK)”/CO (L) ORIGINATOR

=> D 1-11 TRIAL — TRIAL ZFrfRTHRT (FH)
L3  ANSWER 1 OF 11 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN

CN abacavir + lamivudine + zidovudine; lamivudine + zidovudine + abacavir;
zidovudine + lamivudine + abacavir

L3  ANSWER 2 OF 11 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN

L3  ANSWER 3 OF 11 IMSRESEARCH  GOPYRIGHT 2011 IMSWORLD on STN
CN abacavir + lamivudine; lamivudine + abacavir

L3  ANSWER 4 OF 11 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN
CN l[amivudine + zidovudine; zidovudine + lamivudine

L3  ANSWER 5 OF 11 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN
CN abacavir; abacavir succinate; abacavir sulfate

L3  ANSWER 6 OF 11 IMSRESEARCH  GOPYRIGHT 2011 IMSWORLD on STN

CN raluridine
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BmEG 3 B REERAOKRR, T IMSRESEARCH)
=>D 6 ALL — 6 HEDEEZ ALl ZFELTEF
L3  ANSWER 6 OF 11 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN
AN 1993:4922 IMSRESEARCH
S0 R&D Focus, (08 Jan 2001)

DN 2004993
CN raluridine
CN BW 935U83
CN 5-chloro-2",3 -dideoxy-3' -fluorouridine
RN 119644-22-3
RN Derivatives: 119644-22-3 cmpd
STR
Absolute stereochemistry
F
[ B
R R
HN//H\\ 0 OH
=
|
CC J5C1 Nucleoside And Nucleotide Reverse Transcriptase Inhibitors
CT Indication: HIV infection
Pharmacology: reverse transcriptase inhibitor
HDP  Suspended (3)
ED Entered STN: 8 Dec 1993
Last Updated on STN: 6 Apr 2010
LI 17 August 1998 : Raluridine, an antiHIV agent which was in phase /11
trials in North America and Europe, is no longer in Glaxo Wellcome's
development pipeline
DSTA
Type | Status |Stage| Region | Indication
+==== + +==== + e
Highest|Suspended|3 |
Phase | | | |
Phase |Suspended|3 |Europe [HIV infection
Phase |Suspended|3 [North Americal|HIV infection

GO
Type | Company [Nationality| Corporation

+= += [ e s

Originator|GlaxoSmithKl ine|UK |GlaxoSmithKline
I I | (UK)
+— +- R

Assignee |REGA : Wellcome] |
+— +— } —

Assignee |REGA | |
+- +- e

Assignee |Wellcome | |
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BREG 3 E, EBEHOKRE, f#ff IMSRESEARCH)

Patent Summary: Use (Wellcome-AIDS): EP 254268 B 1994 priority DD 292826
1986. Equivalents identified. Use (Wellcome-adenovirus infection) :EP
305117 B 1992 priority GB 19877 1987. Equivalents identified. Use
(Wellcome-HIV infection): EP 317128 A 1989 priority GB 26136 1987
Equivalents identified. Product (Stichting Rega): WO 90/3978 1990
priority US 252765 1988

Commercial Summary: Commercial overview. Raluridine is not in Glaxo
Wellcome's (now GlaxoSmithKline) development pipeline (Glaxo Wellcome
JUN 1998). Glaxo Wellcome was conducting phase |/Il trials in North
America and Europe with raluridine as a potential treatment for HIV
infection. The compound was being developed as a monotherapy and in
combination with didanosine and other antiretrovirals. Wellcome has a
patent family claiming water dispersible tablets of inter alia
raluridine: WO 92/13527 1992 priority GB 2019 1991 designating 25
countries. One equivalent has been identified.R& progress. Raluridine
does not generate a high level of resistance in preclinical studies. |t
lacks cross resistance with other nucleoside analogues. In mice and
primate pharmacokinetic studies, raluridine is not extensively
metabolized. A half |ife of 1.5 h has been reported in man and the agent
is well tolerated at doses of up to 200 mg tid for 12 weeks. Modest CD4
counts are seen in patients receiving doses of greater than 100 mg tid

08 Jan 2001 RNTE: Company merger

DEC 2000 Glaxo Wellcome merged with SmithK|ine Beecham.

JUN 1998 Not in pipeline

AUG 1994 Phase |/11, Europe, North America

0CT 1993 Preclinical, USA.

MAY 1993 Phase I, UK

1991 Priority composition patent application filed
UK

1988 Priority product patent application filed, USA

1987 Priority use (anti HIV infection) patent
application filed, UK

1987 Priority use (anti adenovirus infection) patent
application filed, UK

1986 Priority use (anti AIDS) patent application

filed, East Germany
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BHEEEEELERE  BEDKRAVF (ADISINSIGHT, IMSRESEARCH)

B RAEEREBEITEORRI(—IFTRETD.

ADISINSIGHT IMSRESEARCH
B & EX B - /DSTA
=g, . . - /HDP
FEH AR R R /HDP . /STG (%I E R )

- DSTA (BHREXFE) J1—ILFDBAFKEREI(X, /DSTA J1—ILFTHRET 5.

=> S REGISTERED/DSTA
* DSTA 74— J)LRICIXE, ERECEORAFERBENIZFIATHNS. ChAoDERIE (L) &
EFCHAEHLETRERETES.

=> S (REGISTERED (L) UNITED STATES (L) ASTHMA)/DSTA «— ¥E THRZEIHh, /-
B TOVE Vi B S E

- ADISINSIGHT 774/ TIlE, LO—FKRIZ&-oTIEBERENARFENATOVEWEEELHID
TEET5.
- RVEAFRRBERERERZTS5E1E, B2 % /HDP J4—ILFTRET .

=> S LAUNCHED/HDP

- IMSRESEARCH J7AJLTI&, Stage % /STG J4—I/LFTCHEHZBERRELTES.

=> S 30-70/STG
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BHEEEEELERE  BEDKRAVF (ADISINSIGHT, IMSRESEARCH)

RS ERME DFELE (ADISINSIGHT F7AJL)

B 7 B B S B 76 B B S
. SUSPENDED (PHASE | PHASE FHH DR T
LAUNCHED L UNKNOWN) Bz Bl
SEMNERBIND, NO DEVELOPMENT e s N
REGISTERED BB (= T LY REPORTED FRERTEDO|MELL
PREREGISTRATION HEFAENREDR WITHDRAWN HuEtmiEHh SRR
EHDEEICLDIAEDR, —
PHASE I BEREEET Sino | DISCONTINUED | REGISTERED ORI
G R 3 B 7"
PHASE 1I BEICKEIDEEHERTS DISCONTINUED PREREGISTRATION @
1= D BE R 3 Ex PREREGISTRATION R CRZ P L
w1 PHASE Il DEEEET
PHASE [ BE ANICLSEKREER DISCONTINUED III BR3¢ o b
CLINICAL e PHASE Il ME&RET
(PHASE UNKNOWN) PHASE 7 BR D& PR ER DISCONTINUED II BR3¢ o b
AR R RS DFEEE, PHASE 1 DEERET
PRECLINICAL 2= k= 00 |- 54 B DISCONTINUED I B 3 o 1
PHASE Il MDEERE CR%% DISCONTINUED RS EREERE T
SUSPENDED Il — Bt CLINICAL BHFE I
PHASE Il MR THHEZ DISCONTINUED e .
SUSPENDED I b PREGLINICAL AT B PR B B TRAFE B b
SUSPENDED I PHASE | OEXRECRE % DISCONTINUED PHASE FBEDERE T
— Bk (PHASE UNKNOWN) REE—Fpi
SUSPENDED BIERIR EX S CRAHK % TR
PRECLINICAL —pseh b UNKNOWN STAGE BE F AR R A 85

BAFERMEDFELE (IMSRESEARCH Z74JL)

B 5% B B Stage* AE
Marketed 80 rwFEH»
Registered 70 HENRBINTEN, EL—REHICH TLVEND
Pre —registration 60 HiEFAH;ENERESE
Phase 11l 50 SRNDEBEEICIDAEDRE, BIERZIEET SO D KRR
Phase II 40 EEICLIMEETHRTH-HODERIKRAER
Phase I 30 BEANCEDERAR
Clinicals 30 B IR 5 BR
Preclinical 20 RIERREXPEDEE Y SEHFHHEE
Discovery 10 FRRBE, HEFFE (J—FEEYMHREE SN T,
il B PR @ B EX BE)
Technology 5 BTER EWEELRTL, FSVTTHFAY)
Suspended 3 RFEZE—FDPIEL, XOHKED
Discontinued 2 B oh ik
Withdrawn 1 Eibnk AR PAY . B

* fx O AT R R BE D 1% 3% T &
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BREH 4 . HATRIBREIIEERABRER O HIV & (IMSRESEARCH)

B RERG 4 BATHBRKEZFERABREEOR HV REHEITS.

BEDRAUE

- BARERIE /DSTA J4—ILFTHRET 5.

- FAREBRBEECESER (L) BEEFTHAEHESD.
- CORFEHITIE, FEDBEIELTIZFAILERRT S,

@D IMSRESEARCH 774 JL: DSTA J4—IJLKIZEH, BIGELIFSNTEY, InoEHEH
AEbhEERRLATHEE.

@ ADISINSIGHT 74/ : B, BEED)VOMNEHE. IMSRESEARCH Z774I)L&YU%

UR S5 M A DR,
1. IMSRESEARCH Z7AJL
=> FILE IMSRESEARCH
=> E J5C/CC — BEDLCHHANET— FF EXPAND THEE
E1 501 J5B9 ANTIVIRALS/CC
E2 2 J5B9 ANTIVIRALS, OTHERS/CC
E3 5 —-> J5G/CC
E4 5 J5C HIV ANTIVIRALS/GC
E5 81 J5C1/CC
E6 81 J5C1 NUCLEOSIDE AND NUCLEOTIDE REVERSE TRANSCRIPTASE INHIBIT
0RS/CC
E7 107 J5C2/CC
E8 107 J5C2 PROTEASE INHIBITORS/CC
E9 50 J5C3/CC
E10 50 J5C3 NON-NUCLEOSIDE REVERSE TRANSCRIPTASE INHIBITORS/CC
E11 1 J5C4/CC
E12 1 J5C4 ENTRY INHIBITORS/CC
E13 102 J5C9/CC
E14 102 J5C9 OTHER HIV ANTIVIRALS/CC
E15 5 J6A1/CC
=> § J5C?/CC — J5C DT &I NTHEE
L1 950 J5G?/CC

=> S L1 AND (PRECLINICAL OR CLINICALS OR PHASE?)/DSTA (L) JAPAN/DSTA
L2 43 L1 AND (PRECLINICAL OR CLINICALS OR PHASE?)/DSTA (L) JAPAN/DSTA

FREERE Bz (L) BEFTHAEHLET
/DSTA J4—ILR TR E
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BREH 4

=> D TRIAL 1-43
L2  ANSWER 1 OF 43 |IMSRESEARCH
CN 4-ethynylstavudine

L2  ANSWER 2 OF 43 |MSRESEARCH

COPYRIGHT 2011

COPYRIGHT 2011

BA CHIBG R 7= (R ERR RB BB D3 HIV 3 (IMSRESEARCH)

— TRIAL ZFBRT—BEEER (K

IMSWORLD on STN

IMSWORLD on STN

CN vaccine, RNA-based, HIV, DNAVEC

L2  ANSWER 3 OF 43 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN

CN poloxatungstate derivatives, Yokohama City University School of Medicine

=>D 1 8TD — HHEELET EDIC SID FrREAXTERT
L2  ANSWER 1 OF 43 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN

AN 2006:1026 |IMSRESEARCH

S0 R&D Focus, (10 Jul 2006)

DN 2027283
CN 4-ethynylstavudine
STR
STRUCTURE DIAGRAM IS NOT AVAILABLE
CC J5C3 Non-nucleoside Reverse Transcriptase Inhibitors
CT Indication: HIV infection

Pharmacology:
HDP  Preclinical (20)
ED Entered STN: 7 Jul 2006

Last Updated on STN: 6 Apr 2010
LI 10 July 2006

reverse transcriptase inhibitor

: Oncolys Biopharma announced on 27 June 2006 that it has

acquired exclusive development and commercialization rights to

4’ —ethynylstavudine (Ed4T)

a nucleoside reverse transcriptase inhibitor

DSTA
Type | Status |Stage|Region| Indication

+==== + +== + —===
Highest|Preclinical |20 | | — /8SIG 74—/ FTHEFTEFEDIE, BL
Phase | | | | EAFBRERE (Highest Phase) DA
Phase |Preclinical|20 |Japan |HIV infection

BIRERM, B, EnEE (L) BEFT
co HABEDHLETRERETES
Type | Company [Nationality| Corporation
+=== += [ et

Licensor|Yale University |USA

|[Yale University
| (United States)

F——— +- t
Licensee|Oncolys BioPharma|Japan

[Oncolys BioPharma
| (Japan)

X Commercial Summary: Commercial overview. Oncolys Biopharma is developing

4’ -ethynylstavudine (Ed4T)

a nucleoside reverse transcriptase inhibitor,

for the potential treatment of HIV infection. Preclinical studies are
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BREH 4 . BATRIBERELIIEKRARERE O HIV ZE (ADISINSIGHT)

2. ADISINSIGHT Z7A4J)L

=> FILE ADISINSIGHT

=> E J5G/CC 5 — EHHEDIT— FF EXPAND T

E1 17 J5B9/GC

E2 17 J5B9 ANTIVIRALS OTHERS/CC

E3 786 ——> J5G/CC

E4 786 J5C HIV ANTIVIRALS/CC

E5 29 J5C1/CC

E6 29 J5C1 NUCLEOSIDE AND NUCLEOTIDE REVERSE TRANSCRIPTASE INHIBIT

ORS/CC

E7 34 J5C2/GC

E8 34 J5C2 PROTEASE INHIBITORS/CC

E9 28 J5C3/CC

E10 28 J5C3 NON NUCLEOSIDE REVERSE TRANSCRIPTASE INHIBITORS/CC

E11 39 J5C9/CC

E12 39 J5C9 OTHER HIV ANTIVIRALS/CC

E13 2 J6/GC

=> S J5G?/GC — J5C DT # I NTESF

L 904 J5C2/CC EEMRBREE () BEF CHEH

(J5G?/GC) / AEbhETRER

=> S L1 AND (PREGLINICAL OR GLINIGCAL? OR PHASE?)/DSTA (L) JAPAN/DSTA

L2 15 L1 AND (PRECLINIGCAL OR GLINIGCAL? OR PHASE?)/DSTA (L) JAPAN/DSTA

=> D 1-15 TRIAL — TRIAL ZFHATEHFRHZE (FEH)

L2  ANSWER 1 OF 15 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

CN Nelfinavir — aRigen Pharmaceuticals

CDAT Feb 24, 2010

=> D 1 STD

L2  ANSWER 1 OF 15 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

AN 2010:252 ADISINSIGHT

SO Adis R&D Insight

DN 031685

CDAT Feb 24, 2010

CN Nelfinavir — aRigen Pharmaceuticals

CN  ARV-SRO121; Viracept sup((R)) - aRigen

MF  Unspecified

STR
STRUCTURE DIAGRAM 1S NOT AVAILABLE

CC  EPHMRA ATGC CODE: J5C2 Protease inhibitors

CC  WHO ATC CODE: JO5A-E04 Nelfinavir

HDP Preclinical

DSTA Preclinical, Japan, é@ﬂ;ﬁf§ffgfi»respiratory syndrome

ORIGINATOR: aRigen (Japan BERBEE B 8hEsE (L) B8FT

PARENT: aRigen HASHETRETED
79

We
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FEORBEEELLZRE - BREOKRAUE

B BFROKBREILX RNTE (HET/—F) J4—ILFZRALTHRETS.

- BEEGAET EIN—ROLI—FE, BICREORAERRERRT 5L, EEMDE R
PNELICHVNT—2EHFRSATNS.

s T—AEHDOEREIL RNTE (RET/—F) Z4—ILRICIREEENSD. £1=, XET B H RDAT (K
FHB) Z4—ILRIZINERSh .

- HETICEATAEMIETERDIA—ILETIRERTEHEANTES. L, AEDHLP LR
DU SN TS DITTIAL. -, AEBRIETEHDGEELHS.

ADISINSIGHT | IMSRESEARCH
HET/—F /RNTE, &K% 5|
WETH® /RDAT (31 &2 B 1% & HV 0l &E)

+ /RNTE & /RDAT & EHETHREITDHICIL, (S) BEFEZERATS.

s WEBI«4—ILRIEZB 8 MFERIIAERE 4 HITHRETS.

=> FILE ADISINSIGHT

=> § 20010101-20011231/RDAT (S) LAUNCHED/RNTE
6230 20010101-20011231/RDAT
(20010101-20011231/RDAT)
L1 207 20010101-20011231/RDAT (S) LAUNCHED/RNTE

=> S8 2001/RDAT (S) LAUNGHED/RNTE
6230 2001/RDAT
(20010000-20019999/RDAT)
L2 207 2001/RDAT (S) LAUNCHED/RNTE

5

Z

T—AEHBICE, T—ER—RBEENMTESLI-BfE STN QITHELEZBH®D 2 BELAHS
&, BHBEEEOLRRETILZICHIE TS,

(f51) ADISINSIGHT Z74JL

BEI«(—ILF 1 5 # A S

/RDAT Adis RNTE J4—ILRICREBINIEELGT—2DEHFHE
/CDAT Adis RBRICEELGT—ANEFHFINLB M

/ED STN T—42ANH

/UP STN T—AEFHA
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MEH 5 : 2001 FLIE, Phase Il AFITLI= Pfizer HDHEEEE R

B%EH 5 : 2001 FELI[&, Phase Il AITLE= Pfizer HDHFEEZE S

BEDRAE

-2 AF /CO J4—ILFRTREITD. F-FHRAETICEEITSIEEEF, s1x44147
(ORIGINATOR) # (L) BEFCHAEHLETHRETS.

- EHBIE /RDAT, E/—KFIEX /RNTE J4—ILRTHREL, (S) BEFTYVIEES.

- CORFBPITIEL, STNindex ZFIALTFHBRRZITL, RLEVMEBD S A 21=2T7/1LH
LI EEEDS.

1

STNindex TEIF7AILDEVMEBZFHR TS

=> IND ADISINSIGHT IMSRESEARCH

=> SET DET ON

SET COMMAND COMPLETED

=> E PFIZER/CO

E#

E1
E2
E3

E4
E5
E6
E7
E8
E9

E10
E11
E12

=> S PFIZER?/CO (L) ORIGINATOR®~

— STNindex EZEIZA B

— TFPANTEDHERET— 2 FEF7T B8R

— RHUEF EXPAND 37> FTHE

FILE FREQUENCY TERM
ADISINSIGHT 1 PFC/CO
ADISINSIGHT 1 PFENEX/CO

2763 --> PFIZER/CO
ADISINSIGHT 1025 PF1ZER/CO
IMSRESEARCH 1738 PF1ZER/CO
IMSRESEARCH 1717 PFIZER (UNITED STATES)/CO
IMSRESEARCH 1 PFIZER : ABGENIX/CO | EEEKE -
IMSRESEARCH 1 PFIZER : ALLERGAN/CO
IMSRESEARCH 1 PFIZER : SEPRACOR/CO
ADISINSIGHT 2 PF1ZER, /CO

2 PFLEGER/CO

ADISINSIGHT 1 PFLEGER/CO
IMSRESEARCH 1 PFLEGER/CO
IMSRESEARCH 1 PG/CO
IMSRESEARCH 1 PG-TXL COMPANY/CO
IMSRESEARCH 1 PG-TXL COMPANY (UNITED STATES)/CO

FILE "ADISINSIGHT
1025 PFIZER?/CO
27644 ORIGINATOR
732 PFIZER?/CO (L) ORIGINATOR <« ADISINSIGHT Z 7 1/ DE v Ff##
FILE ' IMSRESEARCH
1738 PFIZER?/CO
26381 ORIGINATOR
1173 PFIZER?/CO (L) ORIGINATOR «— /MSRESEARCH Z 7 1/ DE v +#H#

L1

QUE PFIZER?/CO (L)ORIGINATOR

=4 (/CO) &, £%# 447 (ORIGINATOR) %
(L) BEFTHAEADHLETRE
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=> S L1 AND 2001<=RDAT (S) PHASE |11/RNTE

FILE 'ADISINSIGHT . .
iTH (/RDAT) &, &RET/—hk (/RNTE) #
1025 PFIZER?/C0 S) BEFTHAAHETRE

8 L1 AND 2001<=RDAT (S) PHASE I11/RNTE  «— ADISINSIGHT Z 71 /LD E v +FF#H
FILE ' IMSRESEARCH
1738 PFIZER?/C0

36 L1. AND 2001<=RDAT (S) PHASE I|II/RNTE  « /MSRESEARCH Z 7 1/ D E v F#$

L2 QUE L1 AND 2001<=RDAT (S)PHASE I11/RNTE [ & o7ALOEvr AR AERE C=1-
IMSRESEARCH (36 f4) > ADISINSIGHT (8 )

2. IMSRESEARCH J7AJL

=> FILE IMSRESEARCH

=> 8§ L2 — STWindex THERELAE | EETERE
1738 PFIZER?/CO
26381 ORIGINATOR
1173 PFIZER?/CO (L)ORIGINATOR
26126 2001<=RDAT
(20010000<=RDAT)
10831 “PHASE”/RNTE
2822 “1117/RNTE
2650 PHASE |11/RNTE
(("PHASE” (W) “1117) /RNTE)
1314 2001<=RDAT (S)PHASE II1/RNTE
L3 36 L1 AND 2001<=RDAT (S)PHASE I11/RNTE

=> D 1-36 TRIAL — TRIAL ZFRBEXTEHD—BE FHZE (B
L3  ANSWER 1 OF 36 |IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN
CN abacavir + lamivudine; abacavir + S/GSK 1349572 + lamivudine; GSK 1349572

+ lamivudine + abacavir; lamivudine + abacavir + S/GSK 1349572; S 349572

+ lamivudine + abacavir; S/GSK 1349572 + lamivudine + abacavir

L3  ANSWER 2 OF 36 |IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN

CN bazedoxifene + estrogenic substances, conjugated; estrogenic substances
conjugated + bazedoxifene

L3  ANSWER 3 OF 36 |IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN
CN dolutegravir; dolutegravir sodium
L3  ANSWER 4 OF 36 |IMSRESEARCH  GCOPYRIGHT 2011 IMSWORLD on STN

CN diazepam, auto-injector, drug delivery system; drug delivery system
diazepam, auto-injector, Pfizer; diazepam

—BBDOIRFHNLGVFERIE, La—FDEHEHELT, BN THERITEHIENTES.

=>SEL L3 1CN
E1 THROUGH E3 ASSIGNED

=> D SEL
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=> D 1ALL — ALl ZFRBATHITH, KT/ — FDFEMEEZE
L3  ANSWER 1 OF 36 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN

AN 2011:170 IMSRESEARCH

S0 R&D Focus, (03 Feb 2011)

DN 2502201

CN abacavir + lamivudine; abacavir + S/GSK 1349572 + lamivudine; GSK 1349572
+ lamivudine + abacavir; lamivudine + abacavir + S/GSK 1349572; S 349572
+ lamivudine + abacavir; S/GSK 1349572 + |amivudine + abacavir

CN 572-Trii

CN 4-amino-1-[ (2R, 5S) -2- (hydroxymethyl) -1, 3-oxathiolan-5-y|]-
2(1H) pyrimidinone and (1S, 4R)-4-[2-amino—-6- (cyclopropylamino)-9H-purin-9-
yl1-2-cyclopentene-1-methanol

RN 134678-17-4

RN Derivatives: 134678-17-4 lamivudine

136470-78-5 abacavir
STR

Absolute stereochemistry. Rotation (-)

0 S
A LB
I

GG J5C1 Nucleoside And Nucleotide Reverse Transcriptase Inhibitors; J5C9
Other HIV Antivirals

CT Indication: HIV infection
Pharmacology: reverse transcriptase inhibitor; nucleoside analogue; fixed
combination; HIV integrase inhibitor
Administration: oral

HDP  Phase |11 (50)

ED Entered STN: 4 Feb 2011
Last Updated on STN: 21 Mar 2011

LI 03 February 2011 : Shionogi-ViiV Healthcare reported on 3 February 2011
the start of an international, double-blind phase |Il trial to support
the development of 572-Trii, an oral fixed-dose combination tablet
comprising lamivudine, abacavir (reverse transcriptase inhibitors) and
S/GSK 1349572 (an integrase inhibitor). The trial will assess the safety
and efficacy of once-daily S/GSK 1349572 plus the fixed-dose combination
of abacavir and lamivudine compared with

DSTA

Type | Status |Stage| Region | Indication
+==== + +==== + e

Highest|Phase 11|50 |

Phase | | | |

Phase |Phase I11]|50 |United States|HIV infection

Phase |Phase 111]|50 |Europe [HIV infection

Phase |Phase |11]|50 |Canada [HIV infection
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Type |  Company [Nationality| Corporation

+= +=== + ==

Originator|Shionogi-ViiV|USA |GlaxoSmithKline

TX

|Healthcare | | (UK); Pfizer
| | | United States);
| | |Shionogi (Japan)

GCommercial Summary: Commercial overview. OverviewThe joint venture
Shionogi-ViiV Healthcare is developing 572-Trii, an oral fixed-dose
combination tablet comprising the reverse transcriptase inhibitors
lamivudine and abacavir plus the integrase inhibitor S/GSK 1349572, for
the treatment of HIV infection. In February 2011, an international
clinical trial began to assess S/GSK 1349572 plus a fixed-dose
combination of lamivudine and abacavir compared with
efavirenz/tenofovir/emtricitabine in treatment-naive patients infected
with HIV-1.R&D progress. **H|V infection*xClinicals, Shionogi-ViiV
Healthcare, Worldwide.——-DESIGN:Trial planned - Feb 2011. A clinical
study to assess the bioequivalence of 572-Trii compared with S/GSK
1349572 plus a fixed combination of abacavir and lamivudine is planned
(Shionogi-ViiV Healthcare, FEB 2011).Phase IIl, "SINGLE (ING114467)"
Shionogi-ViiV Healthcare, Canada, Europe, USA.-—-DESIGN:Trial started -
Feb 2011. An international, double-blind phase |I| trial has begun to
assess the safety and efficacy of once-daily S/GSK 1349572 plus the
fixed-dose combination of abacavir and lamivudine compared with
efavirenz/tenofovir/emtricitabine in approximately 800 treatment-naive
patients infected with HIV-1. The primary objective of the trial is to
assess antiviral activity over a 48-week period. Assessment of
tolerability, long-term safety, and antiviral and immunologic activity
over a 96-week period are among the secondary endpoints. Viral resistance
in patients who experience virologic failure will also be investigated
(Shionogi-ViiV Healthcare, FEB 2011)

RDAT: FEB 2011 RNTE: Shionogi-ViiV Healthcare trial started (Phase

I1l), Canada, Europe, USA (HIV infection)

3. ADISINSIGHT Z7AJ)L

=> FILE ADISINSIGHT

=> S L2 — STNindex TEREL = | EE THE
L4 8 L1 AND 2001<=RDAT (S)PHASE I1I1/RNTE
=> D 1-8 TRIAL — TRIAL XX TEHD—RE FHZE (BH)
L4 ANSWER 1 OF 8 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN
CN Treprostinil
CDAT Jun 6, 2011
L4  ANSWER 2 OF 8 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN
CN  Semaxanib

CDAT Feb 8, 2002
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=> D 1 ALL — ALl ZFRBATHITH, KT/ — FDFEMEEZE

L4 ANSWER 1 OF 8 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

AN 1998:9685 ADISINSIGHT

SO Adis R&D Insight

DN 010447

CDAT Jun 6, 2011

CN Treprostinil

CN 15AU; 15AU81; ARD-1500; ARD-1550; BW 15AU; BW 15AU81; BW A15AU; LRX 15;

MD-0701; Sustained-release treprostinil — United Therapeutics;
Treprostinol; Tresprostinol diethanolamine; U 62840; UT 15; UT-15C; UT-15C
SR

CN (1R, 2R, 3aS, 9aS) - ((2, 3, 3a, 4, 9, 9a-Hexahydro-2-hydroxy-1-((3S)-3-
hydroxyoctyl)—-1H-benz (f) inden-5-y|) oxy) acetic acid

CN  Remodulin(R); Uniprost (TM)

MF  C23 H34 05

RN  81846-19-7

dRIGINATORZ GlaxoSmithKline (England):; Aradigm Corporation (United
States); Pfizer (United States)

PARENT: Aradigm Corporation; GlaxoSmithKline; Pfizer
LICENSEE: AOP Orphan Pharmaceuticals AG; Accredo Health; Caremark;
CuraScript
OTHER: Bioprojet; Medtronic; Supernus Pharmaceuticals
RDAT RNTE

06 Oct 2003 Data presented at the European Resiratory Society conference
(ERS-2003) have been added to the Vascular Disorders
therapeutic trials section (9026217)

24 Sep 2003 The General Commission of the French Regulatory Agency has
recommended not to approve treprostinil for pulmonary
hypertension in France

25 Aug 2003 Phase |V study expected by 2 Dec 2005

30 Jul 2001 A study has been added to the adverse events and Vascular
Disorders therapeutic trials sections (859284)
30 Jul 2001 Phase-IIl clinical trials for Pulmonary hypertension in

World (SC) = = -
: troaTeTad XEIB, BET/—RIA—LRERRT DL, RED
20 Feb 2001 Gzt;ﬁznltr;?;ﬂgceutlca SN RREITHGBE DR BEASDIENTES

20 Feb 2001 Gentiva Health Services has distribution and pharmacy
services agreement in the USA

20 Feb 2001 Orphan Australia has a distribution agreement for Australia
and New Zealand

20 Feb 2001 Preregistration for Pulmonary hypertension in European Union
(SC)

20 Feb 2001 Preregistration for Pulmonary hypertension in France (SC)

20 Feb 2001 Profile reviewed by United Therapeutics
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A BERRART—AIN—X
T —2DHEE (ADISINSIGHT)
B ADISINSIGHT 774/ T, EXERDABAEIRICHLT, HEDOAERTMIEHAFEINT
LW5.

- CAEFEMMIERIL /EVALS J4—ILRTHERTS. =F2L, il T —2 LT _XTHOLa—FIC
INFEINTWEHFTIEHED. BERNANELIEENHIEICBELTHRATS.

- AR RIIESEC LIS ESATEY, BINIEIEX /EVAL J4—ILRTRET .
- BEINESBRFMBERE, (L) BEFTHAGHETRETS.

=> S (HIV (L) INFECTION?)/EVAL (L) EVAL.S>=60 — FEEE#H 60 LIFD
HIV B2 JE 5 &

- AR MIEREESR

#iE TE &
BMEDEREICEATHREANICE RGN BEZL 0T HREELHD, X
EVWEREBBLVBREDEIAFELEL.

BEDOAREBEEICERTEEICEST BIAILEDN, REHEXXITZFOmAMN
60-79 WMEBINDLGE) EELRMNEZDE0T, RIZZOAHEEOHIELHDOEMHE
=HF-oTLS.

BMEOABEICEATHEEZE,, 0B -EDEEFE->TW1S BFIRIEE
EORMENE, SEEFICHIZ2ADYE, BIER-HEERORED)

0-44 BEOBBRECLERTIENZFLEAL, XRITL2RA SN

45-59
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BREFEI4—I/)LFO—KF—E (ADISINSIGHT)

J—FK AE

/BI, #L HEAERES
S¥O—F (CC), BAKELRE (DSTA), #F{fi (EVAL), TRk (TX), ®ET/—F
(RNTE), &%t 4% (CO), {tE#MEL (CN), #HIFE (CT), HEMALE (GT),
UENLDLYIYHLEE, 7 FR (MF), CAS EHES (RN)

/AN La—F&E

/CDAT x*EOHETA

/CN t2MEL (LEMEL, — K4 RAEL BHE)

/CNS LEZMBEEZHET AL

/CC 42 4$3—F (EphMRA ATC a—FKF#H & WHO ATC a—F) @Q—FHLUTFRE)

/CO 22 (SHELBLURE)

/CT HEIEE GEGE)

/DN BEHES

/DSTA BRERR BHRIz—X, th, @E)

/TERES BETHRH

/ED AAXH

/EVAL 5T fifi

/EVAL.S 5T fifi =

/FA T4—ILFDEE

/GT WEMAZE O—FBLUTFRN

/HDP RULEALBRERE

/JT MR

/MF 7FR

/NC R 88

/0S8 TN DOULERTR (ADISCTI BEHES)

/PG A#gEIN—T

/RE 5 E Xk

/RDAT HET B

/RNTE wET/—h

/S0 IR 8% R

/TN [EEEE

/UP BE#H B

/WC HE
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A BEESGHRET—HIN—X

K rOA—F—& (ADISINSIGHT)

a—~k SFS
AN La—F&S
CcC 5 #3—K (EphMRA ATC O—KH LU WHO ATC a—FK)
CDAT xEDHETH
CN LEZWMEL (—fK4, AE4, LEWEL BRE) TN 280
co 2B (KEURELBLUFE) XS, HEd S/ AMBRE, 2ot
DN ENES
DSTA RFEERE (FFEERE, hd, BEE)
EVAL il GEIGEE, RO7, 5K
FA T4—ILFDEE
HDP RLEAZRFEER
JT M
MF 2F R
0Ss ZDDULERTR (ADISCTI BEHES)

RDAT (RNTE)

WETABEVHET/—F

RE 5 & Xk

RN CAS BB B S HLUME CAS BEHES

o] IR 8% R

STF TEEER GIAFKRTEL)

STR BER (FEINELAEEEL R/S/E/Z FNILERTE)

STS MABER (FEITNIEILABEEERT)

TN [EEE

TX THERIM (BB, il AEMNBRE (fua, TEWHE, X5EA, @K, BFHTICE
TEHR) FEZFWIBME (FRAEA, REER) BRNVEE, 3R, EHER
(EMBEER, BKTR), ARIE®R (EVAL 288)

WC EH

ALL AN, SO, DN, CDAT, CN, MF, RN, STR, related RN, CC, HDP, DSTA, CO, 0S, WC,
TX, RDAT, RNTE, RE

DALL FTUSAE ALL REREER

IALL T4—ILREMEAOTUME ALL RTRERK

IDE AN, SO, DN, CDAT, CN, MF, RN, STR, related RN, CC, HDP, CO, 0S, WC

IIDE TJ4—ILFEFEATUME IDE RREX (FI4+—ILM)

ISTD T4—IEEMEAOTULE STD REER

SCAN CN (— &) (BIEBESLELOSVT LR R)

STD AN, SO, DN, CDAT, CN, MF, RN, STR, related RN, CC, HDP, DSTA, CO, 0S, WC,
TX

TRIAL CN (—fi&4), CDAT

(TRI, SAM)
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BREI1—I)LFO—F—E (IMSRESEARCH)

a—~k SFS

/BI, #L HEAERES
THERA(TX), LEMESL (CN), 7 —F (CC), #HlzE (CT), KEFT/—k
(RNTE), & X#k (RE), &HFIFEHR (L), &4 £ (CO), HFHFHERBEA (PA),
BFERE (DSTA) UEMNLDYIYHLEE, CAS BHEE

/AN La—F&E

/AV A RMIFABE

/CN LEZMEL (bkFR, — B2, AH%I—FE, BRETET)

/CNS LEZMBEEZHET AL

/CC AEI—F @—FBLUTFRL)

/CO 218 FHew RS, SIEVRAFEE, B EBABLIUTEThLOEREZE
)

/CT WMEIE GERE, ZEBEREZED)

/DSTA MK (RT—2X, AFRERE, thig, BSEZET)

/ED AAH

/FA T4—ILEDEE Q—FELUVTFRL)

/GT HhEMAE (B4& 1SO O—F)

/HDP RULEALR R R

/JT M

/NAV AU RAREBART

/PA WEFHEAA

/PD *¥17H

/PY FRITHE

/RE BEXB Q—FELUTFFRL)

/RDAT ®ET B

/RNTE WwET/—k

/S0 IRERIE (MFRLRTHESD)

/STG B 56 B [

/STA AT—HR

/TN (G E

/UP B#HHE
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RAIA—K—& (IMSRESEARCH)

a—~k SFS

AN La—F&ES

CcC SEa—K

CT MHIE GEREESEEMER)

ED AAH

FA J4—ILFDEFHE

HDP (STG) ROUEATZR KBRS

JT S

LI & IEHR

PD ¥17H

PY HITHE

RDAT (RNTE) wETH, ®ET/—h~

RE £ & Xk

RN CAS BERBEBELFEARD CAS BERES

o] I £ R

STA RATF—HR

STF TEHEEH

STR BER

STS IAREER

TN [k

TX TERL FFEF, BEN, HEHEE)

ALL AN, SO, DN, STA, CN, STR, RN, RN ((EE&{A M CAS &% &%), CC, CT,
HDP, ED, LI, DSTA, CO, TX, RDAT, RNTE, RE

CN tE2MEL (—#4, HRI—F BRE, LFER)

co SHER (47, &4, B4, Hhig) LS/ ARROE

DSTA (AV, NAV)

FRRKR (247, RT—42X, BRI thig, BEE) OX

GT

DSTA, CO

IALL T4—ILFEFEAOTUME ALL RREHK

IDE AN, SO, STA, DN, RN, STR, RN, RN (5E A D CAS ZE#&FES), CC, HDP,
ED, CO, RE

IIDE TJ4—IF&FEATUME IDE RRERX (FIAH—ILE)

ISTD T4—IF&NEAOTUME STD RTRER

PA HELHBARR (247, £t 4, B4R, He4, thi) oF

SCAN CN (— &) (AIEBESLLOIUY LR R)

STD AN, SO, DN, STA, CN, STR, RN, RN (& D CAS % %&%S), CC, CT,

HDP, ED, LI, DSTA, CO, TX, RE

TRIAL (TRI, SAM)

CN (—fi&4)

CCTAB

1 HH50EHEEDODLO—FDEZEZE S, CC, CN (—fig4), HDP,
HESHELEELCRERT

COTAB 1 EHHWEHEDOLI—FDEZEES, CO, CN(—HE4), CC, HDP %
EUCRERT
IDETAB 1 EHHIVWIEHEFEDOLI—FDEIZEEFES, RN,CN , CCEZELRERT
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SELECT O KR CHIHAIREL T4 —ILK

ADISINSIGHT | IMSRESEARCH

AN (LO—F&E)

CC (E%H5)

CHEM (& & & CAS BHES)
CN (¥ & & #F)

COo (&%t 4)

CT (#t#lzE

DSTA (Bf S EXBE)

GT (M HE

HDP (Bt # A TZFA F EL )
JT (355 4)

NAME (41 & & ¥ /BI)
RDAT (2R ETH)

RN (CAS & #H%&ES)

RNTE (BET/—HF)

TN (B &%)
TX (TFFRBF)
CDAT (2% OHKITA) AV (SAtE RS AT EE)

252 iy = ED (?_gkjj E)
DN (ﬁi%ﬁ) LI (R 1ER)
EVAL (EF{f) NAV (54 ARG A H)
MF (% F =) PA (4 EFHEEAN)
0S (ADISCTI D& %S /DN) PD gﬁg))

X PY (317
RE@ff‘fﬁ*) STA (BAZE 1 R)
SO (fF#RiR) STG (B & EXR)
UP (B %rH)

* FEEDTs—ILFIE ANALYZE, TRANSFER a< K THih H AT A
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B JOXA—/v—f&%&

EERRERERT —AIR—REMDIT7AILEGHEBTDE, ET71ILDHEE
FEMNT-BELGRELAREIZHEYET. ZOETIX, REGISTRY 774
WEDYORF—N—RBEZFALE-REFNEZZHBNALET.






B YORA—N—BE

EESHET—4R—XL REGISTRY J774ILDEH#E

B EELGBEAXT—SN—RX& REGISTRY 727/ IILEEELTHERT R E, TNENLDIF7SILDIR
RHEETZEN-EELRENTES.

B o7/ EHELTERTS-OICIE, CAS EHEBSOYWERMZX—LLEI/ORF—/1N—
BREZETS.

EEGRARET—IR—X REGISTRY Z7AJL
B, BREAERISOBRE ” TN E B R
‘FHARBFHRMIODRE -MEORZLEEE TN
CAS Z28H(ES
ME 4 *CAplus T7AINEEDXET—4
R— LD EHE

B JOXRF—N—BEDFRAH
- REGISTRY 774/l —» EEGREARERT 3 XN—R : £ @B EZ2IODEELHOBRRE

- EESGHEARTAAR—IATHEERENTELGL. £, #ET -4 WEIA TGN
ME+HDH-, REGISTRY J7MIILTRERERRLIZEZZIORA—N—KRETS.

— KRR 5 HBEBEBEELOEEROKRE
- EESBEARET—EA—RX — REGISTRY 774/ : BHEDEEEARAZIOYEORE

- REGISTRY 774/ T, B EDEBERFL OMEERERT AL ILBREN LNV,
EELHARTAIN—RATRELEAZEZIORA—N—KRET5.

— BREH 6 : HRNVYPRMBOEHLL CCRS HHRAIICEHTIHE

WIFhDBEEL, CAS BEBESZAMALTIVORF—N—RBRERIIRICIE EER
R T—2XN—XD CAS BHRBESIWNHEENMEWLICSEELTHRETS.
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B YARXRA—N—BH
REGISTRY 774D LEERER T —IN—IAANDIARF;—/N\—
B REGISTRY J77AMIDLEERZRART—EAIR—ZAANE, L BEEZFE-I9O0XF—/NN—RBREMNT
=5.
L BEEFFE-=YORF—/NN—BRETIE, CAS ERBERENETINS.
CZOEE, HJORF—N—BRHE (EAE 1 HH47Y 3 A) NFEELShhD. AEHEHEHI SN
BEIZIX, CAS BRBEEMAEI«—IEK (LC) ZAHAVWT, EESRHEHET—42—XI[Z CAS

FHRESHPIBSINTVEIMEICRET HELLN.

=> S L1 AND IMSRESEARCH/LC <« IMSRESEARCH 774 JLIZ CAS % FEE MNULsR
SNTWAYEICRE

- EERBART—EAN—XIL CAS BHBSHEENEAHL (B 30%) . CO-HEHD
MEBEMNIBEINTOTE, L FEEFAVEIORF—N—RBRETIXEYILEWNEE A HD.

B CAS B2Hi{BEESNFEINTOWVENWEERELEHTHER TS S (X, REGISTRY 774/)LDLO
—FhSEZEMEMBELTRERTS.
- B0 EZ(E SELECT F/=IX TRANSFER A< KZF AT 5.

- SELECT avw Fk : dBELFEIF4—ILFDEHRZHETS

[:> SEL L &5 RZEHFES HHI«—ILE ]

* HHINT-2—L (BREE) O 1 2FDIC E FEEHFEIND
*E BEFSOLMRIE E999 F£T

- TRANSFER a9 K : EEELFEI4—ILFDIEHRZHMELTRET S

[:> TRA L FFE [NHEES HHEHI«—ILE /HEFEI«4—ILE ]

* fiHSh=2—LDESIZ L BENTEEIIS

« M ATAEA ERIX, % 50,000 {4, 50,000 4—LFET

* MEI«—IFEEBRTLHE, MERKFICHMEINEZT—ILEFTREIND
* TRANSFER OV KRIE, BRI DHI7Z7AILTEFTTS

C HEARRNAOTURPHMBE T A —IILRIZKYEL D=0, AEHMICELTEIRT S,

(2011 & 8 A)
SELECT #} RN 12 @
(REGISTRY 774l ®D ZFOMDOTs—ILE 47 ©
EZE 1 #FH=Y) CHEM 49 M
TRANSFER # (1 [E%/=Y) 2,300 A

* REFHVEHDI7ZALTE, HHSAEZE—LTDRFFHLRESLD
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B YORA—N—BE

REGISTRY 7MW bEERRATE T —IR—IAADIORF—/\—

B BMICIRCTRNEMETEIT—ILEERRT D.

HET—ILF " tmshd
a—Fk EEN SRS BREI1—ILEI—F

CHEM BEREBRCTRTOLIE CAS BEHRES /BI

NAME BERERCTRTOE T /Bl

CN CA RE|IBETILI7ANYLEIZ 50 AETHDR /CN

FCN ITRTDEH /CN

* DR (HIFREh 1= CAS BHEFS) GREIMEETID

- BlEL(XBHIC CA F5148 (CAS D&ifikICkD4BFR) T, CAS FILES U4 DT—4AR
—XATIRIFEAEFREINTLVAL. CHEM 4> NAME ##H95&, Evh3 2a[EEE DE LY
BELZLBERINGD, MEORRICETIBBOERBICEDNTHS.

=> FILE REGISTRY

=> § GELSENTRI/CN

L] 1 CELSENTRI/CN

=> SEL L1 CHEM — HEEEBRISTDEHE CAS BRELSEMM
E1 THROUGH E6 ASS|GNED

> D SEL E1-E6

] 1 CELSENTRI/BI

E2 ' MARAVIROC/BI .

E3 i SELZENTRY/BI FEZEFES T NTDEH

E4 I UK 427857/BI

E5 1 376348-65-1/Bl — CAS BEEE

E6 1 674782-29-7/BI — DR (BIBEHS CAS BHREE)
=> SEL L1 ON — CA FEIEE 50 FTOEHEMS

E7 THROUGH E11 ASSIGNED

=> D SEL E7-E11

E7 1 CELSENTRI/CN

E8 1 CYCLOHEXANECARBOXAMIDE, 4,4-DIFLUORO-N-((18)-3-((3-EX0)-3-(3
-METHYL-5- (1-METHYLETHYL) -4H-1, 2, 4-TRIAZOL-4-YL) -8-AZABICYCL
0(3.2.1)0CT-8-YL) -1-PHENYLPROPYL) -/CN — HEE (CA F5/5)

E9 1 MARAVIROG/CN
E10 1 SELZENTRY/CN
ET1 1 UK 427857/CN

- CHEM, NAME #HHET3:M BT« —ILEO—F /Bl MfmMaEnsd. EEZEET—AR—
ANIARF—N—RBRFETSEHEE, /Bl (EEXFKS) TRREITIE/AXEZETCHARENDHS
=8, /CN ZHEEELTHRETS.

49



B YORA—N—BFE

BREP 6 . HBERELOEEROKRR

W RRAF 6 D—TIEVNIIZEFIAIRBHLERTHS, TLNBEZETERMAE

HETS.

Ak Hy

* IROMILILZERTE

BEDRAE

* REGISTRY 77/ /L TCH LB ERRLE-EEZ, EELRART —IRN—XAYORL—/\—
I5.

s DARA—N—BEDEIZIE, REGISTRY 7ML THE LN L BE5ZF =984 —
—RBRRE HMHBLEERICLIBRRZHETS.

- BERBRET IN—ATRMERRITHEIE, /CN J4—ILREHEELTRET S.

| recisTRY 7710 |

CAS BB E®RE LMEMBLTHRE
=> S L# => TRA L# CHEM /CN

|Exapss—4s~—2 |

C ARFEHITE, BEZHNITEI77MILDOBEIRMIEITERDOBYICTS.

- ADISINSIGHT 774J)L : EvhrLEBEIZ 1 LO—FDERENLLE M 2L, EHEERMN
2 RXTHEHENMDI7AILICHERTRETHS.

- IMSRESEARCH J774J)L : BIZERTHINSETHL=O (ALL RREX, EBHRED
HBE), MOITFAINICRBFSNTOWVEVWEERDAETRTT D,
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B YORA—N—BE

BREP 6 . HBEHRELOEEROKRR

1. REGISTRY 770/l (MO EERRKR)

=> FILE REGISTRY

=>
Uploading C:¥Documents and Settings¥...¥STRquery. str
L1 STRUCTURE UPLOADED — BEEMAF Ty IO—F
=> D QUE L1 — BEERADERE
L1 STR
Hy

Structure attributes must be viewed using STN Express query preparation.

=> 8 L1 — Y TNBEFEET (EH)
SAMPLE SEARCH INITIATED 13:22:56 FILE 'REGISTRY’

SAMPLE SCREEN SEARCH COMPLETED - 4093 TO ITERATE

100. 0% PROGESSED 4093 |ITERATIONS 50 ANSWERS

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED)
SEARCH TIME: 00.00. 01

FULL FILE PROJECTIONS: ONLINE **COMPLETEx** — ONLINE COMPLETE # # 5
BATCH  *xCOMPLETE**

PROJECTED ITERATIONS: 78023 TO 85697

PROJECTED ANSWERS: 4998 TO 7082

L2 50 SEA SSS SAM L1

=> S L1 FULL — TNT7ALNEEEZET
FULL SEARCH INITIATED 13:23:10 FILE 'REGISTRY’

FULL SCREEN SEARCH COMPLETED - 79523 TO ITERATE

100. 0% PROGCESSED 79523 ITERATIONS 5720 ANSWERS
SEARCH TIME: 00.00. 01

LK 5720 SEA SSS FUL L1 — BHIDHBAEEZRENEDES

L3 2FNFFEERERT —IR—ZAAIORF—N—HBFETDE JORF—N—HENEEE
(3 x 5720 % =17,160 A) THB=®, HOMLHINEFEOHIMWEIZRET S (P. 48).

SET NOTICE SEARCH OV R THEZEE2RELTHLE, ERLBEVWSEOREERAIC
PSS ENTES.

=> SET NOT SEA 1000 — BEFEHELLH 1,000 FEELZELEICELEFHRTTEHE

2. REGISTRY 774JL (BI77A4IL&LIZ CAS ERBEEZINBLTLWAYEIZBRE)

=> S L3 AND ADISINSIGHT/LC — ADISINSIGHT Z 7 4 JLICIREREZ A TV B YEIZIRE
L4 2 L3 AND ADISINSIGHT/LGC
=> S L3 AND IMSRESEARCH/LC — IMSRESEARCH Z 7 4 JLIZIRER S A TV S YW EIZIRE
L5 4 L3 AND IMSRESEARCH/LC
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3.

=

=
L6

=

L7
L8

L9

CN

B YORA—N—BE

BREP 6 . HBEHRELOEEROKRR

ADISINDIGHT Z74 )L

FILE ADISINSIGHT
S L4 — | BEIZLBOO0XF—IN—8F
2 L4 — CAS BRBEEBREFTCE Y FLEOEES
TRA L3 CHEM /CN — Z#& cAS BREEFHMLELT /ON 74— FTHRE
TRANSFER L3 1- CHEM : 6093 TERNS «— #H LA Z—LDEEL (I BEHN1LE)
4 L7/CN — BEMBEFTEY FLEAEES
S L6 OR L8 — CAS BRBERFLEHBREDEEF OR &
4 L6 OR L8
D 1-4 TRIAL — TRIAL ZEFHERATEHERTE (BH)
ANSWER 1 OF 4 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN
PF 232798

CDAT Dec 22, 2010

L9

CN

ANSWER 2 OF 4 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN
Maraviroc — =T/t FrY (BFA)

CDAT Jun 28, 2011

L9

CN

ANSWER 3 OF 4 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN
RTI 177

CDAT Apr 23, 2002

L9

CN

ANSWER 4 OF 4 ADISINSIGHT COPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN
FCE 26878

CDAT May 30, 2001

W

%

CHEM % 35L 8 F& CAS BHEBEESNAMEINDN, CZTIE /CN J4—ILRTHRERT B0
CAS ERBESIIEYFLAL. NAME TEMOAEFHHELTEIRILHERELAFESNS. £/, CAS EER
BEZMHBELAL-®, TRANSFER IZEJABMZEZEHET I ENTES.

=> TRA L3 NAME /CN — BEEZELUNDEFEHLELT /CN THEE
L7 TRANSFER L3 1- NAME : 340 TERMS — 340 DEFHHSHLHE ST
L8 4 L7/CN
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B YORA—N—BE

BREH 6 :
=> D 13-4 ALL — 1, 3 4 #HZ%
L9 ANSWER 1 OF 4 ADISINSIGHT COPYRIGHT (C) 2011

Solutions on STN

HEBRELODOEERDER

ALL FmE THRF

Wolters Kluwer Pharma

— BEHFDHATE Y F (CAS EREFESDIRERE L)

isobutyryl-2-methyl-4,5, 6, 7-

BET—AANEVNGELHD BEEHIETIEEE
REGISTRY J7A/ I THELTHERTS.

-

HAc

a second-generation CCR5 antagonist, for
The compound is administered orally. The

gﬁiiliifij;in Germany.
PF 232798 (&, Ri#{ CCRS #HEAZRIRO

HIV AR ZEELLT Pfizer AR RELEYMETHS.
IR, KA'YT Phase I DEKRBEMIZHS.

under which it

invest in research and development of HIV medicines being conducted

AN 2007:112 ADISINSIGHT
SO Adis R&D Insight
DN 025593
CDAT Dec 22, 2010
CN PF 232798
CN  PF-00232798; PF-232798
CN  endo-N-(1(S)-(3-Fluorophenyl)-3-(3-(5-
tetrahydro-1H-imidazol (4, 5-¢) pyridin-1-yl)-8-azabicyclo (3. 2. 1) oct-8-
yl)propyl)acetamide
MF  C29 H40 F N5 02
STR
STRUCTURE DIAGRAM IS NOT RVAILABLE
CC  EPHMRA ATC CODE: J5C HIV antivirals
CC  WHO ATC CODE: JO5 Antivirals for Syst )L
HDP Phase || i-Pr
DSTA Phase |1, Germany, HIV infections
Phase |, Singapore, HIV infections
ORIGINATOR: Pfizer (United States)
PARENT : Pfizer
LI1GENSEE: ViiV Healthcare
WC 329
TX  TEXT
Introduction:
Pfizer is developing PF 232798
the treatment of HIV infections
compound is in phase ||
Company agreements
In early November 2009, a new specia
Healthcare, was established by GSK an
are five compounds currently in phasg
signed a Research Alliance Agreement with GSK and Pfizer,
will
by both companies. GSK and Pfizer have also agreed to grant ViiV
TX  PHARMACOLOGY OVERVIEW:
Antimicrobial activity:
Good activity against MVC-resistant strains in vitro
Pharmacodynamics:
RE 1. ViiV Healthcare

dedicated to delivering advances in HIV treatment and care

ViiV Healthcare launches: A new specialist HIV company

Media

Release. : 3 Nov 2009. Available from: URL: http://
www. viivhealthcare. com. (English)
2. Pfizer.

Pfizer Presents New Data from HIV/AIDS Portfolio at Conference
on Retroviruses and Opportunistic Infections.
2008. Available from: URL: http://www.pfizer.com

Media Release. : 7 Feb

(English).

3. Dorr P, Westby M,
antagonist.
Infections.

et al. PF-232798

(plus poster) abstr

URL: http://www. retroconference. org/2008

a second generation oral GGR5

15th Conference on Retroviruses and Opportunistic

737, 3 Feb 2008. Available from:
(English)
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BREP 6 . HBEHRELOEEROKRR

L9 ANSWER 3 OF 4 ADISINSIGHT GOPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

AN 1999:1224 ADISINSIGHT

SO Adis R&D Insight

DN 012577
CDAT Apr 23, 2002
CN  RTI 177 — BEHDHATE Y +F (CAS ERESDRERE L)

WP~ Unspecified BET—ShmBEths HEE

STR -« | BETC 3
STRUCTURE DIAGRAM 1S NOT AVAILABLE BT HH T REGISTRY I7/ILT

CC  EPHMRA ATC CODE: V3 All Other Therapeutic Products| ™= L THERTS.
CC  WHO ATC CODE: VO3A All Other Therapeutic Products
HDP No Development Reported

DSTA No Development Reported, United States, Cocaine ab

ORIGINATOR: Nonindustrial source (Unknown)
PARENT: Nonindustrial source
WC 104
@ Hel
TX  TEXT

Introduction:

RTI 177 is a selective dopamine uptake inhibitor in preclinical
investigation with the Research Triangle Institute in the USA with
potential in the treatment of cocaine abuse. However, no recent
development has been reported

_ RTI 177 [XBIRMF—/RSVRYAABEERIT, ahAVEH
X PHARMA(_:OLOGY OVERV“_EW' DEEBMTKE®D Research Triangle Institute THITER IR
Mechanism of action: BREOHEATHOA TN, BIEOHEHRE FHL

Dopamine uptake inhibitors

TX  CLINICAL OVERVIEW:
Drug Interactions:
Unknown.

TX  Adverse Events:
Preclinical studies: no deaths occurred in mice. RTI 177 had a negative
Ames test

TX  PHARMACOLOGY:
Pharmacodynamics (Drug Withdrawal) :
Preclinical studies: RTI 177 had an 1C sub(50) of 1.3 nmol/L for dopamine
receptors. RTI 177 decreased locomotor activity (ED sub(50) = 1.3 mg/kg)
In rats trained to discriminate cocaine, RT| 177 had an ED sub(50) of 2.3
mg/kg. |t had weak affinity for serotonin sub(2A) and serotonin sub(3)
receptors.

RDAT RNTE

16 Sep 1999 New profile

16 Sep 1999 Preclinical development for Cocaine abuse in USA (Unknown
route)
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L9  ANSWER 4 OF 4 ADISINSIGHT GOPYRIGHT (C) 2011 Wolters Kluwer Pharma
Solutions on STN

AN 1998:3126 ADISINSIGHT

SO Adis R&D Insight

DN 003570
CDAT May 30, 2001
CN  FCE 26878 — EMTE Y F

CN  endo-2-(8-Methyl|-8-azabicyclo(3.2.1)oct-3-yl)-
2,3,3a, 4-tetrahydro-1H-imidazo (5, 1-¢) (1, 4) benzoxazin-1-one hydrochloride
MF  C18 H23 N3 02 . H ClI
RN  155984-42-2 — CAS BREFTE vV F
STR

Relative stereochemistry

G,

® HCI

CC  EPHMRA ATC CODE: A4A Antiemetics and Antinauseants; N5C Tranquillisers
CC  WHO ATC CODE: AO4A-A Serotonin (BHT3) antagonists; NO5B-X Other
anxiolytics
HDP No Development Reported
DSTA No Development Reported, Italy, Anxiety disorders
No Development Reported, Italy, Migraine
No Development Reported, Italy, Nausea and vomiting
ORIGINATOR: Pharmacia Corporation (United States)

PARENT : Pharmacia Corporation
Wc 207
TX  TEXT

Introduction:

FCE 26878 is a potent serotonin sub(3) receptor antagonist with putative
anxiolytic activity. Farmitalia Carlo Erba was conducting preclinical
trials with FCE 26878 in ltaly. (Farmitalia Carlo Erba has since become
part of Pharmacia and Upjohn). Subsequently, Pharmacia & Upjohn merged
with Monsanto to form Pharmacia Corporation. Pharmacia Corporation has
since been acquired by, and merged into, Pfizer.

In addition to its potential in the treatment of anxiety disorders, FCE
26878 may also have antiemetic and antimigraine activity. However, no
recent development has been reported

FCE 26878 I&+tRr=oHITLET4—HEHMF T, MFALHE

X PHARMACOLOGY OVERVIEW: ANHIEHETEINATLS. HIHEFRCREEREALHD
Pharmacodynamics: FIEN, RIEDORAFERE (AN

Possible anxiolytic, antiemeticmlglalnc daGTTIVICYy
Mechanism of action:
Serotonin 3 receptor antagonists
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4.

=> FILE IMSRESEARCH

B YORA—N—BE

BREP 6 . HBEHRELOEEROKRR

IMSRESEARCH J7AJL

=> S L5 — | BEIZFBO0XF—NN—BE
L10 3 L5 — CAS BREBEERFTE Y FLAEAE
=> S L7/CN — ADISINSIGHT Z 7 4 Jb~D TRANSFER DEEIZ#H L 7=
L11 4 L7/CN 5D | BEFR->T /ON 77—/ FTEZE (F#H)
=> 8§ L10 OR L11 — CAS BIREERFLEHBFDEZF OR &
L12 4 L10 OR L11
=> D 1-4 TRIAL — TRIAL ZFHBATEHERE (FH)
L12 ANSWER 1 OF 4 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN
— iR DULER A ELND T,

L12 ANSHER 2 OF 4 IMSRESEARCH ~ COPYRIGHT 2011 IMSWORLD on STN M op'ror qws RcheBd 3
L12 ANSWER 3 OF 4 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN
L12 ANSWER 4 OF 4 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN
CN maraviroc
=> SEL L12 1-3 CN — 1-3 HEDEHEFHL (FEH)
E1 THROUGH E6 ASSIGNED
=> D SEL — WL EEHEFZT (EH)
E1 1 (1R, 28, 3S, 5S) -3— (4-CHLOROPHENYL) ~8-METHYL-2- (3- (4-METHYLPHEN

YL) -5-1S0XAZOLYL) -8-AZABICYCLO (3. 2. 1) OCTANE MONOHYDROCHLORID

E/CN
E2 1 CR 3124/CN
E3 1 PF 232798/CN — ADISINSIGHT Z 7 1)L+ E# L /- [E &
E4 1 RTI 336/CN
E5 1 RTI 4229-336/CN
E6 1 2, 3-DIHYDRO-2- ( (3—-EX0) -8-METHYL-8-AZABICYCLO (3. 2. 1) 0CT-3-YL-

=> S L12 NOT E3
3 L12

L13

=> D 1-3 TRIAL
L13 ANSWER 1 OF 3
L13 ANSWER 2 OF 3

L13 ANSWER 3 OF 3

CN

maraviroc

TH-BENZ (E) 1SOINDOL-1-ONE/CN

— ADISINSIGHT Z 714/t EZ L -EEFH < (FH)
NOT “PF 232798”/CN

— TRIAL ZFERTET (FEH)
IMSRESEARCH ~ GOPYRIGHT 2011 IMSWORLD on STN
IMSRESEARCH ~ COPYRIGHT 2011 IMSWORLD on STN

IMSRESEARCH ~ COPYRIGHT 2011 IMSWORLD on STN
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=> D 1-2 ALL

B YORA—N—BE

BREP 6 . HBEHRELOEEROKRR

— 1, 2 #8% AllL ZFxERXLTERT

L13 ANSWER 1 OF 3 IMSRESEARCH  COPYRIGHT 2011 IMSWORLD on STN
AN 2005:752 IMSRESEARCH
S0 R&D Focus, (23 Jul 2007)
DN 2024613
CN CR 3124 — BEHTE Y F
CN 2,3-dihydro-2-[(3-exo) -8-methy|-8-azabicyclo[3.2. 1Joct-3-y|-1H-
benz[e]lisoindol-1-one
RN 263896-41-9 — CAS BREFTE v F
RN Derivatives: 263896-41-9cmpd
STR
Relative stereochemistry
S
- A
g
CC A3G Gastro-intestinal Sensorimotor Modulators; A4A1 Serotonin Antagonist
Antiemetics/Antinauseants; N7X All Other CNS Drugs
CT Indication: drug addiction; emesis; fibromyalgia syndrome; irritable
bowel| syndrome
Pharmacology: 5HT antagonist; 5HT3 antagonist
Origin: chemical synthesis
HDP  Preclinical (20)
ED Entered STN: 29 Apr 2005
Last Updated on STN: 6 Apr 2010
LI 25 July 2005 : Rottapharm is seeking to out-license CR 3124, Marliese
Annefeld, Director of Corporate Scientific Development at Rottapharm,
told R&D focus at BIO 2005, 19-22 June 2005, Philadelphia, USA. The
agent, a 5S5HT3 receptor antagonist, has potential use in the treatment of
irritable bowel syndrome, fibromyalgia, drug abuse, and in
chemotherapy-induced, radiotherapy-induced and post-operative emesis
Preclinical studies have been coqggfjff‘if_lffly.
CR 3124 [ 5HT3 LET42—E AT,
DSTA WISAE (S BB ERERE, REFBE
Type | Status [Stage|Region| Indication mE. BFEITIEA2)F7 D Rottapharm %t
+==== + +== + == T, BIERREEETH D
Highest|Preclinical]|20 |
Phase | | | |

R } F—— ' R
+

|1taly |drug addiction

'
+

Phase |Preclinical]20

c0

Type | Company |[Nationality| Corporation

+= + == +

Originator|Rottapharm|ltaly |Rottapharm (ltaly)

+_
Assignee |Rotta |
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L13 ANSWER 2 OF 3 IMSRESEARGH  GOPYRIGHT 2011 IMSWORLD on STN
AN 2002:1276 IMSRESEARCH
SO R&D Focus, (21 Apr 2003)
DN 2019407
CN RTI 336; RTI 4229-336 — ZEHTE Y F
CN (1R, 2S, 3S, 5S)-3-(4-chloropheny!|)-8-methy|-2-[3-(4-methy|phenyl)-5-
isoxazolyl]-8-azabicyclo[3.2. 1]Joctane monohydrochloride
RN 204069-50-1 — CAS ZBERESTE Y
RN Derivatives: 204069-50-1cmpd
236754-02-2base — FEME (TU—MK) D CAS BEREETE v F
STR

Absolute stereochemistry

0—N
R \

’ N
TS O
Me

II Cl

® HC|

CC N7X All Other CNS Drugs
CT Indication: drug addiction
Origin: chemical synthesis
HDP  Preclinical (20)
ED Entered STN: 4 Dec 2002
Last Updated on STN: 6 Apr 2010
LI 02 December 2002 : At the 32nd Annual Meeting of the Society for
Neuroscience, 2-7 November 2002, Orlando, USA, preclinical data were
presented on RT| 336, a tropane analogue being developed by the National
Institute on Drug Abuse (USA) as a potential substitution therapy for
cocaine abusers. The compound exhibits the properties of a typical
psychomotor stimulant, and binds selectively to dopamine transporters
Squirrel monkeys self-administering 0.1 mg doses of cocaine, under a
second-order fixed-interval schedule, maintained self-administration when
the cocaine was substituted for RTI 336 at doses of 0.3 mg. Peak dopamine
concentrations were seen at 20 min after RT| 336 administration and
remained elevated for 90 min, indicating that the compound has potential
as a cocaine substitute with a slowgL onset and_longer duration of action
than cocaine. u RTI 336 X [E® Research Triangle
Institute THIER K B & D EMIKREFIE
DSTA B ZE . ADISINSIGHT 74/ DEZ &
Type | Status |Stage| Region | Indication | EILHE#BE DERE L EWIEA,
d==== + 4== d==== &yt"piﬁ_}:@.ﬁ}ﬁ%ﬁiigé
Highest|Preclinical |20 |
Phase | | | |
Phase |Preclinical|20 |United States|drug addiction
G0 EESBEET—4AR—RATREAELILLCS BHOEHRE
Type | Company [National ity|| @0 EERFL—IILEUrIDMIZ 5 L&WH-T-.
+=== =+
Licensor |Research Triangle |USA EERLLTEHEBEMHFREOTVELRLEEZLOND
|Institute | A, EORZUPOR—REUDNZFRKICERTIVNELSH
| | 5120, COBKERRATIEEE, FRABZROMER
IZFEETS
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B YORA—N—BE

EERRAET—EN—ZHND REGISTRY F7M4IADHIARF—/\—

B EEGRARTAR—XATHEOLNEREZEFTDOYWESE REGISTRY J7/ILTRETHEEIL,
CAS BB EHHELTIHER TS (CAS EHRBFSHRRITERN).

- BEEGHEART SR —X[L SELECT HAER D6, TRANSFER OV URITE KM IZFE

BALAGL. MHEhd CAS BEHREFEEN 999 ALYEZWVESIX, HEIZHITTEITTS.

- EERFART—ER—R[L CAS BEHEBESOHEERNMENESH, BEHDIATOYED

CAS BEHEBESMNMHMEINAIDITTRHGL. BEMNALHIZLGOTVDS, AENEALEZHED
AHURER R IF L.

- BMEMELT REGISTRY 774 TREITNIL, SSHICEZENEONDIAREELHDH,

B 1 DTLITRFEZHIRESNSIDOTIETS.

B LIO—FRICSEoTIEEERAD CAS EHBSINEINATHEY, EXERAKD CAS BHES

s SN D,

L1  ANSWER 1 OF 1 IMSRESEARGCH  GOPYRIGHT 2011 IMSWORLD on STN

AN 2002:1276 IMSRESEARCH

S0 R&D Focus, (21 Apr 2003)

DN 2019407

CN RTI 336; RTI 4229-336

CN (1R, 2S, 3S, 5S)-3-(4-chloropheny!|)-8-methy|-2-[3-(4-methylphenyl)-5-

isoxazolyl]-8-azabicyclo[3.2. 1]Joctane monohydrochloride

RN 204069-50-1 — EEGEMED CAS BRES

RN Derivatives: 204069-50-1 cmpd — EEBANE (IEHIE) D CAS ZREF
236754-02-2 base — JUY—[ED CAS BIRES

STR

=
E1

E1
E2

=

L2

Absolute stereochemistry.

® HC|

SEL L1 RN — CAS ERESZHML ()
THROUGH E2 ASSIGNED

D SEL — WU L/= CAS BRES T ZK7 (FH)
2 204069-50-1/BI

1 236754-02-2/BI

FILE REGISTRY

S E1-E2 — WU L= CAS BERESTHRFE ()
2 (204069-50-1/B1 OR 236754-02-2/BI)
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B YARXRA—N—BH
BREH 7 AEDNPAERBOHFLLY CCRE HMFICEHILIAE
B REH 7 FLLY CCRS HMAFNZODLWTHORIEDEHHFZRELT, EOLSILBIELEMHITARE

ENTWEHLZRAET S TORE, BRICHARSAEATHEIEERICTOVTOREF
(XBR<.

BREDRAE

 EERRAETAR—RIZE, HEIRBREMEODEALALEDELMUEESATLREL =6, X
VI HAER M D XAk 04 EF (X CAplus 7ML THRETS.

« CAplus Z7MILTEXF—IJ—FKRBRERLI-EAZH,D, EERERT—EXN—ZAMN5 REGISTRY 7
FAIANYIARF—N—BZRLE=YE EICHAREOEATVWIEER) ITDOVWTOXIXHE P
HrERL<.

- EERBART—IR—XIE CAS BHBBSDIRELT LWL, EEMNHALHIZHLTL
LHREDHEAEYEIFENFEENZT IMERIZH D=0, CAS BHEBESDAHAZEHMHBELT
REGISTRY 77/ THRETS.

ADISINSIGHT 774 /L

1. XE/ERMNS CCRS HEMHFIZRER

* IMSRESEARCH J71JLI% CCR5 IEIAFIZ I (f o I RE =
BETEHVEDORINTS

@ CAS B ES&HH

REGISTRY 74l

2. i LT- CAS ZBE S TRE
3. L7 CAS BERBEESTIELEDEROYEERE

@ L BB ErOAT—

4. AEDHEATILS CCRS HEMFINETEDOXXH, HHFERE
5. Bli#& CCR5 #£HHFICODLWTHF—T—KFTHRE

6.5 DEIZEMD 4 OEIZZKRL

7.6 OEIZPDHFHFEHERTD

CAplus Z74JL
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1.
=

=
L1

=
E1

=
L3

=
L4

=

=
E#

E1
E2
E3
E4
E5

=
E1
E2

B YORA—N—BE

BREH 7 AEDNPAERBOHFLLY CCRE HMFICEHILIAE

EELEET—4SR—XT CCRS BHi#lzH®ETS

FILE ADISINSIGHT

S CCR5 (1W) ANTAGONIST? (L) PHARMACOLOGY OVERVIEW — CCRS I3l %% (HE#H)
48 GCR5 (1W) ANTAGONIST? (L) PHARMACOLOGY OVERVIEW

SEL L1 RN — CAS BfRES L (FEH)

THROUGH E9 ASSIGNED

3. REGISTRY 774JLT CCRS BhFlZ®ETS

FILE REGISTR

S E1-E9
9

S E1-E9/CRN
132

S L2 OR L3
140

FILE HCAPLUS

S L4

798

FILE ZCAPLUS

E CCR5/CT 5
FREQUENCY

E E3+ALL
0
0

Y

— ADISINSIGHT Z 7 4 /L THH L = CAS EREZ#HF (EH)
(106362-32-7/B1 OR 229005-80-5/BI OR 306296-47-9/B1 OR 370893-06
-4/B| OR 376348-65-1/Bl OR 461023-63-2/B| OR 461443-59-4/BI OR 4
97223-28-6/Bl OR 674782-26-4/BI)

— BH CAS BRESTHLEDERAYWE L H#F (FFEH)
(106362-32-7/CRN OR 229005-80-5/CRN OR 306296-47-9/CRN OR 370893
-06-4/CRN OR 376348-65-1/CRN OR 461023-63-2/CRN OR 461443-59-4/C
RN OR 497223-28-6/CRN OR 674782-26-4/CRN)

— JU—BEERAYEDLI—FEFLEDS
L2 OR L3

. HCAplus 27AINAHYORFT—IN—BETD

— BIFEZEHDBEFZFZHVTEEFT S/-8 HCAplus Z 7 1)L F&FH

— FICEREDEA TS EELZ NS CORS ZHAIZET 3B, 1B
L4

. CCR5 #HmHDX—7—FE2®FETS

— BRI EHND Z0Aplus Z 71 /LD CA Lexicon THHBEZHNS

— CCR5 & /CT (##FE) Z+—/L KT EXPAND 93
AT TERM
CCAAT ENHANCER-BINDING PROTEINS/CTJP
CCD CAMERAS/CTJP
2 ——> GCR5/CTJP — AT HSAL8° 2 LULELSEFZENH S
2 CCR6/CTJP
2 CCR6 RECEPTORS/CTJP

— 3 ZREHAT S
--> CCR5/CTJP
USE CC chemokine receptors (L) GCR5/CTJP — CCRS D#r#lZE

sokkckskokskokskk END  skokskskskokokokskk
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B YORA—N—BE

BEG 7 ARVHAEBEOFLL CCRE HRFIICEHTIRAE

=> E E2+ALL — BHEIZ ALL FMHIFTERHT B

E1 14050 BT8 Chemical compounds/CTJP \\

E2 13257 BT7 Macromolecular compounds/CTJP

E3 JP EHFILEY/CTJP

E28 1178677 BT6 Proteins/CTJP

E29 JP 22 /H5&/CTJP

E30 JP EBHE/CTJP

E31 JP f=AIEXLCE/CTJP

E32 JP f=AIXL LD/CTJIP

E33 JP 229w /CTIP

E34 JP f-ABE/CTJP

E35 265272 BT5 Receptors/CTJP EiEE

E36 JP 2B K/CTJP

E37 JP L+t F%-/CTJP

E38 JP )+ 745 -/CTJP

E39 0 BT4 Immune receptors (non-CA heading)/CTJP

E40 JP HREZEK (CA E51RHE LEES)/CTIP

E41 7929 BT3 Cytokine receptors/CTJP

E42 JP YA RHA U REEK/CTIP

E43 12364 BT2 Chemokine receptors/CTJP

E44 JP TEHAZERIK/CTIP

E45 JP REMMEEERFZEME/CTIP

E46 6319 BT1 CC chemokine receptors/CTJP

E47 0 --> (G chemokine receptors (L) CCR5/CTJP

E48 0 OLD Chemokine receptors (L) B chemokin
e receptor CCR5/CTJP

E49 0 OLD Chemokine receptors (L) CCR5/CTJP

E50 JP Y EHAUZENRK (L) CCORG/CTJP

E51 0 OLD Lymphokine and cytokine receptors (L) C >’IE%E$U§§
-C CKR-5 (cysteine-cysteine chemokine r
eceptor 5)/CTJP

E52 0 OLD Receptors (L) C-C CKR-5 (cysteine-cyste
ine chemokine receptor 5)/CTJP y

E53 UF B chemokine receptor GCR5/CTJP \

E54 F—O—FBRFHRIC JP R-G4-5FhHhA2ZFHIKCOR5/CTJIP

E55 I E55BFEFET I UF  C-C chemokine receptor type 5/CTJP

E56 JP CCHEILAZARAKRDLE/CTIP

E57 UF  GC CKR-5/CTJP

E58 UF  CC chemokine receptor-5/CTJP

E59 JP CCHEIAZERIK-5/CTJP

E6O UF  GCR-5 receptors/CTJP

E61 JP  CCR-5 ZZ&{K/CTJP

E62 UF  GCR5/CTJP >—gpﬁggggg

E63 UF Chemokine receptor CCR5/CTJP

E64 JP T EHA ZEIKCCORS/CTJP

E65 UF  Chemokine receptor CKR-5/CTJP

E66 JP T EHAZEK CKR-5/CTJP

E67 UF  Cysteine-cysteine chemokine receptors 5
/CTJP

E68 P CRTFAV-VRTFAVTEREHAUERS

& 5/CTJP

sokokrrkskkkk END skokskoksksrskokokok
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B YORA—N—BE

BREH 7 AEDNPAERBOHFLLY CCRE HMFICEHILIAE

=> FILE HCAPLUS — BHOBFZER S -DRFZHEHND HCAplus Z 7 1)L & &H
=> SET PLU ON;SET ABB ON;SET SPE ON —HEHE, BE ERXRTOBYEODGEEZHBIC
EOTHRFET SR

SET COMMAND COMPLETED
SET COMMAND COMPLETED
SET COMMAND COMPLETED
=> S CCR5 OR CCR (W) 5 OR CKR5 OR CKR (W) 5 OR CHEMOKINE RECEPTOR (1W) 5

— CCORS Bl F—T— FERFE
L6 8063 CCR5 OR CCR (W) 5 OR CKR5 OR CKR (W) 5 OR CHEMOKINE RECEPTOR (1W) 5

=> S INHIBIT? OR ANTAGONIS? — BOFHDF—T— FEKLEFE
L7 2576381 INHIBIT? OR ANTAGONIS?

=> S L6 AND L7

L8 3372 L6 AND L7 EERBEFORRIA—IALNELZZAT RED

BECEEHHEERITD

=> S L6 (bA) L7
L9 1603 L6 (5A) L7

=> S L6/TI IT (L) L7 — T/, IT Z4—NLFIZIREL T, CORS WiV EEDXH, HFFZHE
L10 1284 (CCR5/TI, IT OR GCR/TI, IT (W) 5/TI, IT OR CKR5/TI, IT OR CKR/TI, IT
(W) 5/TI, IT OR CHEMOKINE RECEPTOR/TI, IT (1W) 5/TI,IT) (L) L7

6. BEICEARMNEATHWIERMRICETOIXM, HiFEEk<
=> D HIS — CCETORFEEZETT S (FH)

FILE "REGISTRY’ ENTERED AT 11:34:35 ON 17 AUG 2011

L2 9 S E1-E9
L3 132 S E1-E9/CRN
L4 140 S L2 OR L3
FILE 'HCAPLUS' ENTERED AT 11:34:52 ON 17 AUG 2011
L5 798 S L4 — ADISINSIGHT Z 7 1/ THRELE-YEHLFS/ISATLS
: Xt
L6 8063 S CCR5 OR CCR (W) 5 OR CKR5 OR CKR (W) 5 OR CHEMOKINE RECEPTOR
L7 2576381 S INHIBIT? OR ANTAGONIS?
L8 3372 S L6 AND L7
L9 1603 S L6 (5A) L7
L10 1284 S L6/TI,IT (L) L7 « CCRS =i F+—T— FRZEL A
=> § L10 NOT L5 — BEICBIRDEA TOWEEEGHIFESF/SATOEIXEHP
L11 981 L10 NOT L5 HHFER<
=> SAVE TEMP L11 CCR5/A — RETBEIDEEELSFRFET S (1 BREH TRZF)

ANSWER SET L11 HAS BEEN SAVED AS ' GCR5/A’
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®REG 7

7. RIEDEHHFICOVTHERTS

=S
L12

=> S L12 AND 2009<=PY.B

L11 AND P/DT

— BHICRE

323 L11 AND P/DT

L13

=> D SCAN TI HITIND

55 L12 AND 2009<=PY.B

L13

55 ANSWERS

— KEELEY FLEFGIEHEHZ (FFEH)

HCAPLUS COPYRIGHT 2011 ACS on STN

B YORA—N—BE

AR BEEOHLLY CCRE HRFIZEHITIAE

— XN—=2 O HFFDFITED 2009 FLEDHFFIZRE

Tl Preparation of pentafluorosulfur piperazinylpiperidines as GCR5
chemokine receptor antagonists.
TIP CCRE T EHA VEZRAKREELLTORVAILAOBREERS D LERY DY
DFE. [(BEWEIR]
IT CC chemokine receptors
RL: BSU (Biological study, unclassified); BIOL (Biological study)
(CCR5, antagonists; prepn. of pentafluorosulfur
piperazinylpiperidines as CCGRS chemokine receptor
antagonists)

If 1101866-12-9P
RL: PAC (Pharmacological activity):; SPN (Synthetic preparation); THU
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES

(Uses)

(claimed compd.; prepn

CCR5 chemokine receptor antagonists)

HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :54

L13

55 ANSWERS

HCAPLUS COPYRIGHT 2011 ACS on STN

of pentafluorosulfur piperazinylpiperidines as

— BYEHEET

|TI Preparation of benzocycloheptene derivatives as GCR5 inhibitors

TIJP CCREBEZFFIE LTORY L7 OANT T

IT CC chemokine receptors
RL: BSU (Biological study, unclassified)\ BIOL (Biological study)
(CCGR5; prepn. of benzocycloheptene denivs. as GGRS
| e [Com#EALT #MERRTS
IT 1175138-97-2P  1175139-00-0P  1175139-03-3P  1175139-05-5P

1175139-08-8P
11756139-17-9P
1175139-29-3P
1175139-39-5P
1175139-49-7P
1175139-58-8P
1175139-69-1P
1175139-80-6P
1175139-89-5P
1175140-01-8P
1175140-12-1P

1175139-10-2P
1175139-22-6P
1175139-32-8P
1175139-42-0P
1175139-52-2P
1175139-61-3P
1175139-72-6P
1175139-82-8P
1175139-92-0P
1175140-04-1P
1293369-30-8P

1175139-12-4P
1175139-23-7P
1175139-34-0P
1175139-45-3P
1175139-54-4P
1175139-64-6P
1175139-75-9P
1175139-84-0P
11756139-95-3P
1175140-06-3P

FEAOHR [HBWER]

1175139-15-7P
1175139-26-0P
1175139-37-3P
1175139-47-5P
1175139-55-5P
1175139-66-8P
1175139-77-1P
1175139-87-3P
1175139-98-6P
1175140-09-6P

RL: PAC (Pharmacological activity):; SPN (Synthetic preparation); THU
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES
(Uses)
(drug candidate; prepn
inhibitors)

of benzocycloheptene derivs. as GCR5
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B YORA—N—BE

BREH 7 AEDNPAERBOHFLLY CCRE HMFICEHILIAE

=> S L13 AND (benzocycloheptene derivatives) /Tl — KBEPDETCREL T, B#HD
L14 1 L13 AND (BENZOCYCLOHEPTENE DERIVATIVES) /TI La—RF#EmYHT
=> D ALL — All ZFFERXTEFR

L14 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2011 ACS on STN

AN 2009:871474 HCAPLUS Full-text

DN 151:221036

ED Entered STN: 21 Jul 2009

Tl Preparation of benzocycloheptene derivatives as GCRS5 inhibitors

TIP CCREFAEZEHFI ELTORLY LI ONTTUOFEFOFASE (IR

IN Li, Song; Liu, Yao; Su, Jing; Xiao, Junhai; Wang, Lili:; Zhong, Wu; Zheng
Zhibing; Xie, Yunde; Li, Xingzhou; Zhao, Guoming; Wang, Xiaokui; Zhou
Xinbo; Liu, Hongying

PA Institute of Pharmacology and Toxicology, Academy of Military Medical
Sciences, The Chinese People's Liberation Army, Peop. Rep. China

SO  Faming Zhuanli Shenqging, 71pp
CODEN: CNXXEV

DT  Patent

LA Chinese

CC 27-21 (Heterocyclic Compounds (One Hetero Atom))
Section cross-reference(s): 1, 25

FAN. CNT 1
PATENT NO. KIND  DATE APPLICATION NO. DATE
Pl CN 101481323 A 20090715 CN 2008-10000648 20080111

W0 2009092284 A 20090730 WO 2009-CN40 20090112
W: AE, AG, AL, AM, AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ
CA, CH, CN, CO, CR, CU, Cz, DE, DK, DM, DO, Dz, EC, EE, EG, ES
FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, IS, JP, KE
KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD
ME, MG, MK, MN, Mw, MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH
PL, PT, RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, ST, Sv, SY, TJ
T™, TN, TR, TT, TZ, UA, UG, US, UZ, VG, VN, ZA, ZIM, ZW
RW: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HR, HU
[E, IS, IT, LT, LU, LV, MC, MK, MT, NL, NO, PL, PT, RO, SE, SI
SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN
TD, TG, BW, GH, GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM
ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM
PRA1 CN 2008-10000648 A 20080111
CLASS
PATENT NO. CLASS PATENT FAMILY CLASSIFICATION CODES
CN 101481323 IPCI  €07C0233-60 [I,Al; C07G0231-02 [I,A]l; A61K0031-167
[1,Al; A61P0029-00 [I,A]; A61P0031-18 [I,A];
A61P0035-00 [I,A]l; A61P0037-06 [I,Al; A61P0009-00 [I,A]
[PCR  C07C0233-60 [I, Al
ECLA  €07D207/06; C07C233/60; C07D295/155; C07D313/08;
C07D401/04; CO7D405/12; CO7D405/14; CO7D407/12;
M07G102:12
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B YORA—N—BE

BREH 7 AEDNPAERBOHFLLY CCRE HMFICEHILIAE

AB  The title benzocycloheptene derivs. | [wherein X = CGH2, 0, or (un)substituted NH; R1 =
(un) substituted alkyl, alkoxy, alkylthio, or 5-6 membered ring; n = 0-3; A =
(un) substituted 5-6 membered ring; B = CH2, 0, or (un)substituted NH; R2 and R3 =
independently H or (un)substituted alkyl; or R2 and R3 form an (un)substituted ring]
racemates, optical isomers, pharmaceutically acceptable salts, or solvates thereof were
prepd. as GCR5 inhibitors for treating or preventing AIDS, arthritis, rheumatoid arthritis,
enteritis, atopic dermatitis, etc. For example, || was prepd. inamulti-step synthesis
Il showed inhibitory activity with 1650 of 0.057 + 0.028 uM against HIV-1.
IT CC chemokine receptors
RL: BSU (Biological study, unclassified); BIOL (Biological study)
(CCGR5; prepn. of benzocycloheptene derivs. as GGRS
inhibitors)
IT 1175138-97-2P  1175139-00-0P  1175139-03-3P  1175139-05-5P
1175139-08-8P  1175139-10-2P  1175139-12-4P  1175139-15-7P
1175140-01-8P  1175140-04-1P  1175140-06-3P  1175140-09-6P
1175140-12-1P  1293369-30-8P
RL: PAC (Pharmacological activity):; SPN (Synthetic preparation); THU
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES
(Uses)
(drug candidate; prepn. of benzocycloheptene derivs. as CCR5 .
inhibitors) | £RBOREEY |
IT 1135-26-8P  17403-05-3P  17403-09-7P  22647-95-6P  34334-19-5P
35333-26-7P  55580-07-9P  55580-08-0P  57477-35-7P  62345-77-1P
1175140-98-3P  1175141-01-1P  1175141-02-2P  1175141-04-4P
1175141-05-5P
RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT
(Reactant or reagent)
(intermediate; prepn. of benzocycloheptene derivs. as GCR5
inhibitors) |¢Faﬁ1$0)?"r§§|1té% |
IT 100-11-8, 4-Nitrobenzyl bromide 106-41-2, 4-Bromophenol 108-86-1
Bromobenzene, reactions 120-72-9, Indole, reactions 554-84-17,
3-Nitrophenol 636-93-1, 2-Methoxy-5-nitrophenol 869-24-9 1215-59-4
5-Benzyloxy-1H-indole  1501-26-4  2008-75-5 2969-81-5, Ethyl
4-bromobutyrate 3612-20-2, 1-Benzyl-4-piperidinone 3647-69-6
4261-68-1 4584-46-7 5407-04-5  5428-54-6, 2-Methyl|-5-nitrophenol
5720-05-8  7250-67-1
RL: RCT (Reactant); RACT (Reactant or reagent)
(prepn. of benzocycloheptene derivs. as GCRbS
inhibitors) FEHOERILED |
0SC.¢ 1 THERE ARE 1 CAPLUS REGORDS THAT CITE THIS RECORD (1 GITINGS)

UP0S.G Date last citing reference entered STN: 17 May 2011

0S.G

CAPLUS 2011:583464
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B YORA—N—BE

BREH 7 AEDNPAERBOHFLLY CCRE HMFICEHILIAE

8. FBLI-¥EHHFTEIIEhTLV- CCRS BHFINDEEZRARS

=> SEL L14 RN — F5IEEHYD CAS BIRES ##H L
E1 THROUGH E132 ASSIGNED

=> FILE REGISTRY

=> S E1-E132 — WU L= CAS BERESZHRFE ()
L15 132 (100-11-8/BI OR 1037671-88-7/B1 OR 106-41-2/B1 OR 108-86-1/Bl OR ---

| #ED#EBETENEENEAIE SCAN RRBRTHRRETES

=> FILE HCAPLUS

=> s L14 AND L15/THU (L) L15/SPN
L16 1 L14 AND L15/THU (L) L15/SPN

THU (EFER&), SPN (IlbZEEK) Om AN T EINTWSEREI
T8 ETHESIX, 2 DO CAS O— L% (L) BEFTYVYIT S

=> D HITSTR — EvFLE CAS BRRESDYEFS/I##EEL —BIZFKTR

L16 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2011 ACS on STN
IT 1175138-97-2P  1175139-00-0P  1175139-03-3P
1175139-05-5P  1175139-08-8P  1175139-10-2P

1175140-06-3P  1175140-09-6P  1175140-12-1P
1293369-30-8P
RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ;
THU (Therapeutic use); BIOL (Biological study); PREP
(Preparation); USES (Uses)
(drug candidate; prepn. of benzocycloheptene derivs. as CCRH
inhibitors)

RN 1175138-97-2 HCAPLUS

CN 5H-Benzocycloheptene-8-carboxamide
N-[3-[2-(diethylamino) ethoxy]l-4-methy|pheny|]1-6, 7-dihydro-2- (4-
methylphenyl)- (CA INDEX NAME)

Et2N—CH2—CH2—0

MG@NH—'S

Me

1 HEDPDRTHEET, TRTOESILEHME,
®ix9D CAplus Z7MILDESIEREHEDRTES

RN 1175139-00-0 HCAPLUS

CN 5H-Benzocycloheptene-8-carboxamide
N-[3-[2-[bis(1-methylethyl|)aminolethoxy]-4-methylphenyl]-6, 7-dihydro-2-(4-
methyIphenyl)- (CA INDEX NAME)

(i-Pr)2N—CH2—CH2—0

Me Me

NH—@ .O O
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B YORA—N—BE

BREH 7 AEDNPAERBOHFLLY CCRE HMFICEHILIAE

FEH
=> S L5 AND L10 — ADISINSIGHT Z7 4 )L THEELEWEEFFEATLT,
L17 303 L5 AND L10  HCAplus Z7 A NLDF—T— FEFTELE Y FLEEE

=>D

ADISINSIGHT = REGISTRY |

J

REGISTRY M5 ® F—TI—FRE
HARF—IN—BE L10 (1,284 )
L5 (798 ) ’

7

=> S L11 AND P/DT
L11 : L13 323 L11 AND P/DT

(495 14)

_

# LU CCR5 i &lICBI I H4HFEF

(981 ) \

o

2

EATWSERERICEHTIRHENERY

" F—T—FREOEEHIS, BICHEEOD
" 2B ENTEE

v

L17 SCAN TI HITIND

L17
Tl
TIJP
T

L17
Tl

TIJP

303 ANSWERS  HCAPLUS COPYRIGHT 2011 ACS on STN
Developments of anti-HIV drugs and prospects of combination drug therapy
MHVEROXZELHRAENEZIORE [BWEIR]
CC chemokine receptors
RL: BSU (Biological study, unclassified); BIOL (Biological study)
(CCR5 inhibitor; developments of anti-HIV drugs and
prospects of combination drug therapy)
206361-99-1, Darunavir 269055-15-4, Intelence 376348-65-1,
Maraviroc  518048-05-0, Raltegravir
RL: BSU (Biological study, unclassified); DMA (Drug mechanism of action);
PAC (Pharmacological activity); THU (Therapeutic use); BIOL (Biological
study); USES (Uses)
(developments of anti-HIV drugs and prospects of combination drug
therapy)

303 ANSWERS  HCAPLUS COPYRIGHT 2011 ACS on STN

Developing clinical role of a GCRb co-receptor antagonist in HIV-1
infection
HIV-1 BRZIZH TS CORVEMZRATUA IR LDOETHOEKD X E
[ ENER]

376348-65-1
RL: PAC (Pharmacological activity):; THU (Therapeutic use); BIOL
(Biological study); USES (Uses)
(chemokine receptor 5 co-receptor
antagonist Selzentry was safe and effective in combination with
traditional antiretroviral medication in patient with human
immunodeficiency virus—1 infection)
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Appendix

MR TRULEALZRFERRE] 3 OUIEHG

(2011 £ 9 A)

ADISINSIGHT
(27,900 #)

IMSRESEARCH
(32,700 #4)

Launched (1,751)

Marketed (1,911)

Registered (94)

Registered (90)

Preregistration (144)

Pre-registration (169)

Phase 111 (519)

Phase 111 (667)

Phase II (1,690)

Phase 11 (2,581)

Phase I (1,951)

Phase 1 (2,377)

Clinical (Phase Unknown) (127)

Clinicals (160)

Preclinical (5,232)

Preclinical (11,286)

Suspended III (25)

Suspended II (83)

Suspended 1 (74)

Suspended Preclinical (113)

Suspended (Phase Unknown) (5)

Suspended (709)

No Development Reported (5,458)

Withdrawn (52)

Withdrawn (20)

Discontinued Registered (22)

Discontinued Preregistration (131)

Discontinued III (519)

Discontinued 11 (1,853)

Discontinued I (1,491)

Discontinued Clinical (155)

Discontinued Preclinical (6,113)

Discontinued (Phase Unknown) (277)

Discontinued (7,619)

Unknown Stage (17)

Discovery (3,498)

Technology (1,660)
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Appendix

EphMRA ATC O—K

A ALIMENTARY TRACT AND METABOLISM
A1 STOMATOLOGICALS, MOUTH PREPARATIONS, MEDICINAL
DENTIFRICES ETC

A1A STOMATOLOGICALS

A1A1 Toothpastes

A1A2 Mouth antiseptics and anti-infectives

A1A3 Mouth anti-inflammatories and mouth analgesics

for topical use

A1A4 Mouth preparations w/fluorine

A1A5 All other stomatologicals

A1B MOUTH ANTIFUNGALS

A2 ANTACIDS, ANTIFLATULENTS AND ANTI-ULCERANTS

A2A ANTACIDS, ANTIFLATULENTS, CARMINATIVES

A2A1 Plain antacids

A2A2 Plain antiflatulents and carminatives

A2A3 Antacids with antispasmodics

A2A4 Antacids with antiflatulents or carminatives

A2A5 Antacids with antiflatulents and/or
carminatives and antispasmodics

Antacids with other drugs

Antiflatulents and/or carminatives with other
drugs

A2B ANTIULCERANTS

A2B1 H2 antagonists

A2B2 Acid pump inhibitors

A2B3 Prostaglandin antiulcerants

A2B4 Bismuth antiulcerants

A2B9 All other antiulcerants

A2C OTHER STOMACH DISORDER PREPARATIONS

A3 FUNCTIONAL GASTRO-INTESTINAL DISORDER DRUGS

A3A PLAIN ANTISPASMODICS AND ANTICHOLINERGICS

A3C ANTISPASMODIC/ATARACTIC COMBINATIONS

A3D ANTISPASMODIG/ANALGESIC GOMBINATIONS

A3E ANTISPASMODICS COMBINED WITH OTHER PRODUCTS

A3F GASTROPROKINETICS

A3G GASTRO-INTESTINAL SENSORIMOTOR MODULATORS

A4 ANTIEMETICS AND ANTINAUSEANTS

A4A ANTIEMETICS AND ANTINAUSEANTS

A4A1 Serotonin antagonist antiemetics/antinauseants

A4A9 Other antiemetics and antinauseants

A5 CHOLAGOGUES AND HEPATIC PROTECTORS

A5A BILE THERAPY AND CHOLAGOGUES

A5A1 Choleretics and cholekinetics

A5A2 Bile stone therapy

A5B HEPATIC PROTECTORS, LIPOTROPICS

A5C CHOLAGOGUE/LIPOTROPIC GCOMBINATIONS

A6 LAXATIVES

AGA LAXATIVES

A6A1 Softeners, emollients

A6A2 Contact laxatives

A6A3 Bulk producers

A6A4 Enemas

A6A5 Oral saline preparations

A6A6 Other laxatives

A2A6
A2A7

A7 ANTIDIARRHOEALS, ORAL ELECTROLYTE REPLACERS AND
INTESTINAL ANTI-INFLAMMATORIES
INTESTINAL ANTI-INFECTIVE ANTIDIARRHOEALS
INTESTINAL ABSORBANT ANTIDIARRHOEALS
INTESTINAL ANTI-INFLAMMATORY AGENTS
ANTIDIARRHOEAL MICRO-ORGANISMS
ORAL ELECTROLYTE REPLACERS
A7H MOTILITY INHIBITORS
A7X ALL OTHER ANTIDIARRHOEALS
A8 ANTIOBESITY PREPARATIONS, EXCLUDING DIETETICS
A8A ANTIOBESITY PREPARATIONS, EXCLUDING DIETETICS
A9 DIGESTIVES, INCLUDING DIGESTIVE ENZYMES
A9A DIGESTIVES, INCLUDING ENZYMES
A10 DRUGS USED IN DIABETES
A10B ORAL ANTIDIABETICS
A10B1 Sulphonylurea antidiabetics
A10B2 Biguanide antidiabetics
A10B3 Combinations of sulphonylureas and biguanide
antidiabetics
A10B4 Thiazolinedione antidiabetics
A10B5 Alpha-glucosidase inhibitor antidiabetics
A10B6 Dpp-1V inhibitor anidiabetics/CC
A10B9 Other oral antidiabetics
A10C HUMAN INSULINS AND ANALOGUES
A10C1 Human insulins and analogues
A10G2 Human insulins and analogues
intermediate-acting
A10C3 Human insulins and analogues
intermediate-acting combined with fast-acting
A10C4 Human insulins and analogues
intermediate-acting combined with long-acting
A10C5 Human insulins and analogues, long-acting
A10C9 Other human insulins
A10D ANIMAL INSULINS
A10E INSULIN DEVICES
A10H SULPHONYLUREA ANTIDIABETICS
A10J BIGUANIDE ANTIDIABETICS
A10J1 Biguanide antidiabetics, plain
A10J2 Biguanide and sulphonylurea antidiabetic
combinations
A10J9 Biguanide antidiabetic combinations
A10K GLITAZONE ANTIDIABETICS
A10K1 Glitazone antidiabetics, plain
A10K2 Glitazone and sulphonylurea antidiabetic
combinations
A10K3 Glitazone and biguanide antidiabetic
combinations
A10K9 Glitazone antidiabetic combinations, other
A10L ALPHA-GLUCOSIDASE INHIBITOR ANTIDIABETICS
A10OM GLINIDE ANTIDIABETICS
A1OM1 Glinide antidiabetics, plain
A1OM3 Glinide and biguanide antidiabetic
combinations
A10M9 Glinide antidiabetic combinations

ATA
A7B
ATE
ATF
A7G

fast-acting

other

other
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A10N DPP-IV INHIBITOR ANTIDIABETICS

A10NT DPP-1V inhibitor antidiabetics, plain

A10N3 DPP-1V inhibitor and biguanide antidiabetic
combinations

A10N9 DPP-1V inhibitor antidiabetic combinations
other

A10S GLP-1 AGONIST ANTIDIABETICS

A10X OTHER DRUGS USED IN DIABETES

A10X1 Antidiabeticmultitherapy combination products

A10X9 Other drugs used in diabetes

A11 VITAMINS

AT11A MULTIVITAMINS WITH MINERALS

A11A1 Prenatal

A11A2 Paediatric

AT11A3 Geriatric

A11A4 Other multivitamins with minerals

A11B MULTIVITAMINS WITHOUT MINERALS

A11B1 Prenatal

A11B2 Paediatric

A11B3 Geriatric

A11B4 Other multivitamins without minerals

A11C VITAMIN A AND D, INCLUDING COMBINATIONS OF THE
WO

A11CG1 Vitamin A

A11C2 Vitamin D

A11C3 Combinations of vitamin A with vitamin D

A11D VITAMIN B1 AND COMBINATIONS

A11D3 Vitamin B1 plain

A11D4 Vitamin B1 combinations with vitamin B6 and/or
vitamin B12

A11D9 Other vitamin B1 combinationsA11E VITAMIN B
COMPLEX

A11E1 Plain vitamin B complex

A11E2 Vitamin B complex with vitamin C

A11E3 Vitamin B complex with other drugs

A11F PLAIN VITAMIN B12

A11G VITAMIN C, INCLUDING COMBINATIONS WITH MINERALS

A11G1 Plain vitamin C (including vitamin C salts)

A11G2 Vitamin C combinations

A11X OTHER VITAMINS

A11X1 Nicotinamide (vitamin B3), plain

A11X2 Vitamin B6 (pyridoxine), plain

A11X3 Vitamin E, plain

A11X9 All other vitamins,

A12 MINERAL SUPPLEMENTS

A12A CALCIUM PRODUCTS

A12B POTASSIUM PRODUGCTS

A12C OTHER MINERAL SUPPLEMENTS

A12C1 Magnesium supplements

A12C2 Other mineral supplements

A13 TONICS

A13A TONICS

A13A1 Preparations containing procaine

A13A2 All other tonics

A14 ANABOLICS, SYSTEMIC

A14A ANABOLIC HORMONES, SYSTEMIC

A14A1 Plain anabolic hormones, systemic

A14A2 Anabolic hormone combinations

plain and in combination

A14B Other anabolic agents
A15 APPETITE STIMULANTS
A15A APPETITE STIMULANTS
A16 OTHER ALIMENTARY TRACT AND METABOLISM PRODUCTS
A16A OTHER ALIMENTARY TRACT AND METABOLISM PRODUCTS

systemic

B BLOOD AND BLOOD FORMING ORGANS

B1 ANTITHROMBOTIC AGENTS

B1A VITAMIN K ANTAGONISTS

B1B HEPARINS

B1B1 Unfractionated heparins

B1B2 Fractionated heparins

B1B3 Heparins for flushing

B1B9 Other heparins

B1C PLATELET AGGREGATION INHIBITORS

B1C1 Cyclo-oxygenase inhibitor platelet aggregation
inhibitors

B1C2 ADP (adenosine diphosphate) receptor antagonist
platelet aggregation inhibitors

B1C3 GP Ilb/Illa (glycoprotein) antagonist platelet
aggregation inhibitors

B1C4 Platelet cAMP enhancing platelet aggregation
inhibitors

B1C5 Platelet aggregation inhibitors,
combinations

B1C9 Other platelet aggregation inhibitors B1D
FIBRINOLYTICS

B1E DIRECT THROMBIN INHIBITORS

B1X OTHER ANTITHROMBOTIC AGENTS

B2 BLOOD COAGULATION SYSTEM, OTHER PRODUCTS

B2A ANTIFIBRINOLYTICS

B2A1 Synthetic antifibrinolytics

B2A2 Proteinase

B2A9 Other antifibrinolytics

B2B ANTAGONISTS (ANTIDOTES TO ANTICOAGULANTS)

B2B1 Vitamin K

B2B2 Protamin sulphate

B2C PROTEINASE INHIBITORS

B2C1 Coagulation inhibitors

B2C2 Inhibitors of the Kallikrein-kinin-system

B2C3 Inhibitors of fibrinolysis

B2C9 Other proteinase inhibitors

B2D BLOOD COAGULATION

B2D1 Factor VIII

B2D2 Factors II, VII, IX and X

B2D3 Anti-inhibitor-coagulation complex

B2D4 Factor XIII

B2D5 Fibrinogen

B2D6 Fresh frozen plasma and antihaemophilic plasma
B2D7 Cohn-Fraction |

B2D8 Platelet concentrates

B2D9 Other blood fractions

B2F TISSUE SEALING PREPARATIONS

B2G SYSTEMIC HAEMOSTATICS

B3 ANTI-ANAEMIC PREPARATIONS

B3A HAEMATINICS, IRON AND ALL COMBINATIONS
B3A1 Plain iron

B3A2 lron combination products

71




Appendix

EphMRA ATC a—F

B3B LIVER EXTRACTS AND COMBINATIONS WITH B12

B3C ERYTHROPOIETIN PRODUCTS

B3X OTHER ANTI-ANAEMIC PRODUCTS
ACID, FOLINIC ACID

B6 ALL OTHER HAEMATOLOGICAL AGENTS

B6B HYALURONIDASE

B6C OTHER HAEMATOLOGICAL AGENTS

INCLUDING FOLIC

C CARDIOVASCULAR SYSTEM
C1 CARDIAC THERAPY
C1A CARDIAC GLYCOSIDES AND COMBINATIONS
C1A1 Plain cardiac glycosides
C1A2 Cardiac glycoside combinations
C1B ANTI-ARRHYTHMICS
C1C CARDIAC STIMULANTS EXCLUDING CARDIAC GLYCOSIDES
GC1C1 Cardiac stimulants excluding dopaminergic
agents
C1C2 Cardiac dopaminergic agents
C1D CORONARY THERAPY EXCLUDING CALCIUM ANTAGONISTS
AND NITRITESGCIE NITRITES AND NITRATES
C1F POSITIVE INOTROPIC AGENTS
C1X ALL OTHER CARDIAC PREPARATIONS
C2 ANTIHYPERTENSIVES
C2A ANTIHYPERTENSIVES (OF NON-HERBAL ORIGIN) PLAIN
C2A1 Antihypertensives plain, mainly centrally
acting
C2A2 Antihypertensives plain
acting
G2A3 Antihypertensives plain, others
GC2B ANTIHYPERTENSIVES (OF NON-HERBAL ORIGIN)
COMBINATION WITH DIURETICS
C2B1 Antihypertensive-diuretic combinations, mainly
centrally acting
G2B2 Antihypertensive-diuretic combinations, mainly
peripherally acting
G2B3 Antihypertensive-diuretic combinations, others
C2C RAUWOLFIA ALKALOIDS AND OTHER ANTIHYPERTENSIVES
OF HERBAL ORIGIN
C2D RAUWOLFIA ALKALOIDS AND OTHER ANTIHYPERTENSIVES
OF HERBAL ORIGIN IN COMBINATION WITH DIURETICS
C3 DIURETICS
C3A DIURETICS
C3A1 Potassium-sparing agents plain
C3A2 Loop diuretics plain
C3A3 Thiazides and analogues plain
C3A4 Potassium-sparing agents with loop diuretic
combinations
C3A5 Potassium-sparing agents with thiazides and/or
analogue combinations
C3A6 Other diuretics
C4 CEREBRAL AND PERIPHERAL VASOTHERAPEUTICS
C4A CEREBRAL AND PERIPHERAL VASOTHERAPEUTICS
C4A1 Cerebral and peripheral vasotherapeutics
excluding calcium antagonists with cerebral
activity
C4A2 Calcium antagonists with cerebral activity
C5 ANTIVARICOSIS/ANTIHAEMORRHOIDAL PREPARATIONS
C5A TOPICAL ANTI-HAEMORRHOIDALS

mainly peripherally

C5A1 Topical anti-haemorrhoidals with
corticosteroids

C5A2 Topical anti-haemorrhoidals without
corticosteroids

G5B VARICOSE THERAPY, TOPICAL

C5C VARICOSE THERAPY, SYSTEMIC

C6 OTHER CARDIOQVASCULAR PRODUCTS

C6A OTHER CARDIOVASGULAR PRODUCTS

GC7 BETA-BLOCKING AGENTS

C7A BETA-BLOCKING AGENTS, PLAIN

G7B BETA-BLOCKING AGENTS, COMBINATIONS

G7B1 Combinations with antihypertensives and/or
diuretics

C7B2 Combinations with other drugs of group C

C7B3 Combinations with all other drugs except those
of group C

G8 CALGCIUM ANTAGONISTS

G8A CALCIUM ANTAGONISTS, PLAIN

C8B CALCIUM ANTAGONISTS, COMBINATIONS

C8B1 Calcium antagonist combinations with
antihypertensives (C2) and/or diuretics (C3)

C8B2 Calcium antagonist/beta-blocker combinations

C8B3 Calcium antagonist combinations with all other
drugs of group G except G2, C3, C7 and C9

C8B4 Calcium antagonist combinations with all other
drugs except those of group C

C9 AGENTS ACTING ON THE RENIN-ANGIOTENSIN SYSTEM

C9A ACE INHIBITORS, PLAIN

C9B ACE INHIBITORS, COMBINATIONS

C9B1 ACE inhibitor combinations with
antihypertensives (C2) and/or diuretics (C3)

C9B2 ACE inhibitor/beta-blocker combinations

C9B3 ACE inhibitor combinations with calcium
antagonists (C8)

C9B9 ACE inhibitor combinations with all other drugs

C9C Angiotensin-1I| Antagonists, Plain

C9D Angiotensin-11 Antagonists, Combinations

C9D1 Angiotensin-I1 antagonist combinations with
antihypertensives (C2) and.”or diuretics

C9D2 Angiotensin-11 antagonist combinations with
beta-blockers
C9D3 Angiotensin-I1 antagonist combinations with

calcium antagonists

C9D4 Angiotensin-II| antagonist combinations with ACE
inhibitors

C9D9 Angiotensin-11 antagonist combinations with
other drugs

C9X Other agents acting on the Renin-Angiotensin
System

G10 LIPID-REGULATING/ANTI-ATHEROMA PREPARATIONS

G10A CHOLESTEROL AND TRIGLYCERIDE REGULATING
PREPARAT IONS

G10A1 Statins (HMG-CoA reductase inhibitors)

C10A2 Fibrates

C10A3 lon-exchange resins

C10A9 All other cholesterol/triglyceride regulators

G10B ANTI-ATHEROMA PREPARATIONS OF NATURAL ORIGIN
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C10C Lipid regulators in combination with other lipid
regulators
C11 CARDIOVASCULAR MULTITHERAPY COMBINAT ION PRODUCTS
C11A Lipid-regulating cardiovascular multitherapy
combination products
C11A1 Lipid-regulating cardiovascular multitherapy
fixed combination products
C11A2 Lipid-regulating cardiovascular multitherapy
combi-pack combination products
D DERMATOLOGICALS
D1 ANTIFUNGALS, DERMATOLOGICAL
D1A ANTIFUNGALS, DERMATOLOGICAL
D1A1 Topical dermatological antifungals
D1A2 Systemic dermatological antifungals
D1A3 Topical scalp antifungals
D2 EMOLLIENTS, PROTEGTIVES
D2A EMOLLIENTS, PROTECTIVES
D3 WOUND HEALING AGENTS
D3A WOUND HEALING AGENTS
D3A1 Skin/dermal/epidermal/equivalents
D3A9 All other wound healing agents
D4 ANTI-PRURITIGS, INCLUDING TOPICAL ANTIHISTAMINES,
ANAESTHETICS, ETC
D4A ANTI-PRURITICS, INCLUDING TOPICAL
ANTIHISTAMINES, ANAESTHETICS, ETC
D5 NONSTEROIDAL PRODUCTS FOR INFLAMMATORY SKIN
DISORDERS
D5A TOPICAL ANTIPSORIASIS PRODUCTS
D5B SYSTEMIC ANTIPSORIASIS PRODUCTS
D5X OTHER NONSTERO IDAL PRODUCTS FOR INFLAMMATORY SKIN
DISORDERS
D6 TOPICAL ANTIBACTERIALS AND ANTIVIRALS
D6A TOPICAL ANTIBACTERIALS
D6D TOPICAL VIRAL INFECTION PRODUCTS
D6D1 Topical antivirals
D6D9 Other topical products used in viral infections
D7 TOPICAL CORTICOSTEROIDS
D7A PLAIN TOPICAL CORTICOSTEROIDS
D7B TOPICAL CORTICOSTEROID COMBINATIONS
D7B1 Combinations of corticosteroids with
antibacterials
Combinations of corticosteroids with
antifungals
Combinations of corticosteroids with
antibacterials and antifungals
D7B4 Other corticosteroid combinations
D8 ANTISEPTICS AND DISINFECTANTS
D8A ANTISEPTICS AND DISINFECTANTS
D8A1 Antiseptics and disinfectants
products
D8A2 Hand antiseptics and disinfectants
D10 ANTI-ACNE PREPARATIONS
D10A TOPICAL ANTI-ACNE PREPARATIONS
D10B ORAL ANTI-ACNE PREPARATIONS
D11 OTHER DERMATOLOGICAL PREPARATIONS
D11A OTHER DERMATOLOGICAL PREPARATIONS

D7B2

D7B3

excluding hand

G GENITO-URINARY SYSTEM AND SEX HORMONES

G1 GYNAECOLOGICAL ANTI-INFECTIVES

G1A TRICHOMONACIDES

G1A1 Systemic trichomonacides

G1A2 Topical trichomonacides

G1A3 Combined forms of trichomonacides

G1B GYNAECOLOGICAL ANTIFUNGALS

G1C GYNAECOLOGICAL ANTIBACTERIALS

G1D GYNAECOLOGICAL ANTISEPTICS

G2 OTHER GYNAECOLOGICALS

G2A LABOUR INDUGCERS

G2B TOPICAL CONTRAGEPTIVES

G2D PROLACTIN INHIBITORS

G2E LABOUR INHIBITORS

G2F TOPICAL SEX HORMONES

G2X OTHER GYNAECOLOGICAL PRODUCTS

G2X1 Gynaecological antispasmodics

G2X9 Other gynaecologicals

G3 SEX HORMONES AND PRODUCTS WITH SIMILAR DESIRED

EFFECTS, SYSTEMIC ACTION ONLY

G3A HORMONAL CONTRACEPTIVES, SYSTEMIC

G3A1 Monophasic preparations with < 50 mcg oestrogen

G3A2 Monophasic preparations with > =50 mcg oestrogen

G3A3 Biphasic preparations

G3A4 Triphasic preparations

G3A5 Progestogen-only preparations

G3A9 Other hormonal contraceptives

G3B ANDROGENS, EXCLUDING G3E, G3F

G3C OESTROGENS, EXCLUDING G3A, G3E, G3F

G3D PROGESTOGENS, EXCLUDING G3A, G3F

G3E ANDROGEN WITH FEMALE HORMONE COMBINATIONS

G3F OESTROGEN WITH PROGESTOGEN COMBINATIONS
EXCLUDING G3A

GONADOTROPHINS
STIMULANTS

G3J SERMS (SELECTIVE OESTROGEN RECEPTOR MODULATORS)

G3X OTHER SEX HORMONES AND SIMILAR PRODUCTS

G4 UROLOGICALS

G4A URINARY ANTI-INFECTIVES AND ANTISEPTICS

G4A1 Urinary antibacterials

G4A2 Urinary non-halogenated quinolones

G4A9 Other urinary antiseptics

G4C BPH (BENIGN PROSTATIC HYPERTROPHY) PRODUCTS

G4C1 BPH (benign prostatic hypertrophy) products

G4C8 BPH (benign prostatic hypertrophy) products of

natural origin

G4D URINARY INCONTINENCE PRODUCTS

G4D4 Urinary incontinence products

G4D8 Urinary incontinence products of natural origin

GAE ERECTILE DYSFUNCTION PRODUCTS

G4X ALL OTHER UROLOGICAL PRODUCTS

oral
systemic

G3G INCLUDING OTHER OVULATION
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H SYSTEMIC HORMONAL PREPARATIONS
(EXCLUDING SEX HORMONES)

H1 PITUITARY AND HYPOTHALAMIC HORMONES

H1A ACTH

H1C HYPOTHALAMIC HORMONES

H1G1 Gonadotrophin-releasing hormones

H1C2 Antigrowth hormones

H1C3 Antigonadotrophin-releasing hormones

H2 SYSTEMIC CORTICOSTEROIDS

H2A SYSTEMIC CORTICOSTEROIDS, PLAIN

H2A1 Injectable corticosteroids, plain

H2A2 Oral corticosteroids, plain

H2A3 Other systemic corticosteroids, plain

H2B SYSTEMIC CORTICOSTEROID COMBINATIONS

H3 THYROID THERAPY

H3A THYROID PREPARATIONS

H3B ANTI-THYROID PREPARATIONS

H3C I0DINE THERAPY

H4 OTHER HORMONES

H4A CALCITONINS

H4B GLUCAGON

H4C GROWTH HORMONES

H4D ANTIDIURETIC HORMONES

H4E PARATHYROID HORMONES AND ANALOGUES

H4X OTHER HORMONES AND PREPARATIONS WITH SIMILAR

ACTIONS (0ld code: H4V)

J GENERAL ANTI-INFECTIVES SYSTEMIC

J1 SYSTEMIC ANTIBACTERIALS

J1A TETRACYCLINES AND COMBINATIONS

J1B CHLORAMPHENICOL AND COMBINATIONS

J1C BROAD SPECTRUM PENICILLINS

J1C1 Oral broad spectrum penicillins

J1C2 Injectable broad spectrum penicillins

J1D CEPHALOSPORINS

J1D1 Oral cephalosporins

J1D2 Injectable cephalosporins

J1E TRIMETHOPRIM AND SIMILAR FORMULATIONS

J1F MACROLIDES AND SIMILAR TYPES

J1G FLUOROQUINOLONES

J1G1 Oral fluoroquinolones

J1G2 Injectable fluoroquinolones

J1H MEDIUM AND NARROW SPECTRUM PENICILLINS

J1H1 Plain medium and narrow spectrum penicillins

J1H2 Penicillin/streptomycin combinations

J1K AMINOGLYCOSIDES

J1L CARBENCILLIN AND SIMILAR TYPES

JIM RIFAMPIGIN/RIFAMYCIN

J1P OTHER BETA-LACTAM ANTIBACTERIALS, EXGCLUDING
PENICILLINS, CEPHALOSPORINS

J1P1 Monobactams

J1P2 Penems and carbapenems

J1P3 Carbacephems

J1P9 All other beta-lactam antibacterials

J1X OTHER ANTIBACTERIALS

J1X1 Glycopeptide antibacterials

J1X2 Polymyxins

J1X9 All other antibacterials

J2 SYSTEMIC AGENTS FOR FUNGAL INFEGTIONS

J2A SYSTEMIC AGENTS FOR FUNGAL INFECTIONS

J3 SYSTEMIC SULPHONAMIDES

J3A SYSTEMIC SULPHONAMIDES

J4 ANTIMYCOBACTERIALS

J4A ANTITUBERCULAR PRODUCTS

J4A1 Antituberculars, single ingredient

J4A2 Antituberculars, kits, four or more ingredients

J4A3 Antituberculars, kits, three ingredients

J4A4 Antituberculars, kits, two ingredients

J4A5 Antituberculars, fixed dose, four or more
ingredients

J4A6 Antituberculars, fixed dose, three ingredients

J4A7 Antituberculars, fixed dose, two ingredients

J4A9 Antituberculars, others

J4B DRUGS FOR THE TREATMENT OF LEPRA

J5 ANTIVIRALS FOR SYSTEMIC USE

J5B ANTIVIRALS, EXCLUDING ANTI-HIV PRODUCTS

J5B1 Viral hepatitis products

JbB3 Herpes antivirals

J5B4 Influenza antivirals

J5B5 Respiratory antivirals excluding influenza
products

J5B9 Antivirals, others

J5C HIV ANTIVIRALS

J5C1 Nucleoside and nucleotide reverse transcriptase
inhibitors

J5C2 Protease inhibitors

J5C3 Non-nucleoside reverse transcriptase inhibitors

J5C9 Other HIV antivirals

J6 SERA AND GAMMA-GLOBULIN

J6A ANTITOXIC SERA

J6A1 Snake-bite sera

J6A2 Botulism sera

J6A3 Gas gangrene sera

J6A4 Tetanus sera

J6A5 Diphtheria sera

J6A6 Rabies sera

J6A9 Other antitoxic sera

J6C POLYVALENT IMMUNO-GLOBULINS - INTRAVENOUS

J6D HOMOLOGOUS IMMUNOLOGICALLY ACTIVE GLOBULINS -
INTRAVENOUS

J6D1 Humoral globulins

J6D2 Cellular globulins

J6E POLYVALENT IMMUNO-GLOBULINS - INTRAMUSCULAR

J6F POLYVALENT IMMUNOGLOBULINS - COMBINATION
MODULATION - MAINLY INTRAMUSCULAR

J6G SPECIFIC IMMUNOGLOBULINS — ANTIBACTERIAL

J6G1 Tetanus immunoglobulin

J6G2 Pertussis immunoglobulin

J6G9 Other antibacterial immunoglobulins
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J6H SPECIFIC IMMUNOGLOBULINS - ANTIVIRAL
J6H1 Mumps immunoglobulin

J6H2 Measles immunoglobulin

J6H3 Rubella immunoglobulin

J6H4 Hepatitis immunoglobulin

J6H5 Rabies immunoglobulin

J6H9 Other antiviral immunoglobulins

J6J OTHER SPECIFIC IMMUNOGLOBULINS

J7 VACGCINES

J7A PURE VACCINES

J7A1 Influenza (Grippe influenza)

J7A2 Tetanus

J7A3 Hepatitis

J7A4 Typhoid and paratyphoid

J7A5 Rubella (German measles)

J7A6 Measles

J7A7 Pneumococcal vaccines

J7A8 Meningococcal vaccines, all types
J7A9 Other specified single component

J7B COMBINATIONS OF VACGINES

J7B1 Combinations with a tetanus component
J7B2 Combinations with measles and/or mumps
J7B3 All other combinations

J7C ALL OTHER VACCINES

J8 OTHER ANTI-INFECTIVES

J8B ANAEROBICIDES

J8X ALL OTHER ANTI-INFEGCTIVES

K HOSPITAL SOLUTIONS

K1 INTRAVENOUS SOLUTIONS
K1A ELECTROLYTE SOLUTIONS
K1A1

(>= 100 ml)
1/1 - Electrolyte solutions

K1A2 2/3 - Electrolyte solutions
K1A3 1/2 - Electrolyte solutions
K1A4 1/3 - Electrolyte solutions
K1A5 Adapting electrolyte solutions (including

sodium)

Paediatric electrolyte solutions

K1A7 Ringer's and Ringer's lactate solutions

K1A9 Other electrolyte solutions

K1B STANDARD SOLUTIONS

K1B1 Sodium chloride solutions

K1B2 Sodium chloride solutions with carbohydrates

K1B3 Carbohydrate solutions (<=10%)

K1B4 Aqua/Aqua bidest

K1C CALORIG SOLUTIONS (>10%)

K1C1 Solutions with one carbohydrate (>10%)

K1C2 Carbohydrate combination solutions (>10%)

K1C3 Carbohydrate electrolyte combination solutions
(>10%)

K1D FAT EMULSIONS, INGLUDING TOTAL PARENTERAL
NUTRITION PRODUCTS

K1D1 Fat emulsions, plain

K1D2 Fat emulsions, combinations

K1A6

K1E AMINO ACID SOLUTIONS

K1E1 Amino acid standard solutions

K1E2 Multi-litre concept solutions

K1E3 Nephro solutions

K1E4 Hepatic solutions

K1E5 Paediatric amino-acid solutions

K1E9 Other amino acid solutions

K1F SOLUTIONS FOR OSMOTIC THERAPY

K1F1 Osmotic therapy

K1F2 Osmotic/oncology therapy

K1G SPECIAL INFUSION SOLUTIONS

K1G1 Solutions for liver therapy

K1G9 Other infusion solutions

K2 PLASMA EXPANDERS

K2A DEXTRANS

K2A1 Low dextrans (<= 50.000)

K2A2 High dextrans (>50.000)

K2B STARCHES

K2C GELATIN SOLUTIONS

K3 WHOLE BLOOD AND PLASMA SUBSTITUTE SOLUTIONS

K3A WHOLE BLOOD AND PLASMA FRACTIONS

K3B PROTEIN SOLUTIONS

K3B1 Protein solutions <5, 0%

K3B2 Protein solutions 5, 0%

K3B3 Protein solutions >5, 0%

K3C PRESERVED HUMAN SERUM

K4 INJEGTION SOLUTIONS/INFUSION ADDITIVES (<100 ML)

K4A ELECTROLYTE SOLUTIONS (<100 ml)

K4A1 Electrolyte solutions (< = 20ml)

K4A2 Electrolyte solutions (>20ml and <100ml)

K4B STANDARD SOLUTIONS (<100ml)

K4B1 Standard solutions (< = 20ml)

K4B2 Standard solutions (>20ml and <100ml)

K4C CALORIC SOLUTIONS (<100ml)

K4D OTHER INJECTION SOLUTIONS/INFUSION ADDITIVES
(<100ml)

K5 IRRIGATING SOLUTIONS

K5A IRRIGATING SOLUTIONS

K5A1 Water

K5A2 Saline

K5A3 Citrates

K5A4 Glycine

K5A9 Other irrigating solutions

K6 DIALYSIS SOLUTIONS

K6A HAEMODIALYSIS SOLUTIONS

K6B PERITONEAL DIALYSIS SOLUTIONS

K6C HAEMOF ILTRATION

K7 PERFUSION SOLUTIONS

K7A PERFUSION SOLUTIONS
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L ANTINEOPLASTIC AND IMMUNOMODULATING
AGENTS

L1 ANTINEOPLASTICS

L1A ALKYLATING AGENTS

L1B ANTIMETABOLITES

L1C VINCA ALKALOIDS AND OTHER PLANT PRODUCTS

L1D ANTINEOPLASTIC ANTIBIOTICS

L1X ALL OTHER ANTINEOPLASTIC

L1X1 Adjuvant preparations for cancer therapy

L1X2 Platinum compounds

L1X3 Antineoplastic monoclonal antibodies

L1X9 All other antineoplastics

L2 CYTOSTATIC HORMONE THERAPY

L2A CYTOSTATIC HORMONES

L2A1 Cytostatic oestrogens

L2A2 Cytostatic progestogens

L2A3 Cytostatic gonadotrophin-releasing hormone
analogues

L2A9 Other cytostatic hormones

L2B CYTOSTATIC HORMONE ANTAGONISTS

L2B1 Cytostatic anti-oestrogens

L2B2 Cytostatic anti-androgens

L2B3 Cytostatic aromatase inhibitors

L2B9 Other cytostatic hormone antagonists

L3 IMMUNOSTIMULATING AGENTS

L3A IMMUNOSTIMULATING AGENTS EXCLUDING INTERFERONS

L3A1 Colony-stimulating factors

L3A9 All other immunostimulating agents excluding
interferons

L3B INTERFERONS

L3B1 Interferons

L3B2 Interferons

L3B3 Interferons, gamma

L3B9 Interferons, non-specified

L4 IMMUNOSUPPRESSIVE AGENTS

L4A IMMUNOSUPPRESSIVE AGENTS

L4B ANTI-TNF PRODUCTS

L4X OTHER IMMUNOSUPPRESSANTS

alpha
beta

M  MUSCULO-SKELETAL SYSTEM

M1 ANTI-INFLAMMATORY AND ANTI-RHEUMATIC PRODUCTS
M1A ANTI-RHEUMATICS, NON-STEROIDAL

M1A1 Anti-rheumatics, non-steroidal plain

M1A2 Anti-rheumatics, non-steroidal combination
M1A3 Coxibs, plain

M1B ANTI-RHEUMATIC CORTICOSTEROID COMBINATIONS
M1C SPECIFIC ANTI-RHEUMATIC AGENTS

M2 TOPICAL ANTI-RHEUMATICS

M2A TOPICAL ANTI-RHEUMATICS AND ANALGESICS

M3 MUSCLE RELAXANTS

M3A MUSCLE RELAXANTS, PERIPHERALLY ACTING

M3B MUSCLE RELAXANTS, CENTRALLY ACTING

M4 ANTI-GOUT PREPARATIONS

M4A ANTI-GOUT PREPARATIONS

M5 OTHER DRUGS FOR DISORDERS OF THE MUSCULO-SKELETAL
SYSTEM

M5B BONE CALCIUM REGULATORS

M5B3 Bisphosphonates for osteoporosis and related
disorders

M5B4 Bisphosphonates for tumour-related calcium
disorders

M5B9 Other bone calcium regulators

M5X ALL OTHER MUSCULOSKELETAL PRODUCTS

N NERVOUS SYSTEM

N1 ANAESTHETICS

N1A ANAESTHETICS, GENERAL

NT1A1 Inhalation general anaesthetics
N1A2 Injectable general anaesthetics
N1B ANAESTHETICS, LOCAL

N1B1 Anaesthetics local, medical injectables
N1B2 Anaesthetics local, dental injectables
N1B3 Anaesthetics local, topical
N1B9 Anaesthetics local, others

N2 ANALGESICS

N2A NARCOTICS

N2B NON-NARCOTICS AND ANTI-PYRETICS

N2B1 Prescription-bound non-narcotics and
anti-pyretics

N2B2 Non-prescription-bound non-narcotics and
anti-pyretics

N2C ANTI-MIGRAINE PREPARATIONS

N2C1 Antimigraine triptans

N2C9 All other anti-migraine preparations

N3 ANTI-EPILEPTICS

N3A ANTI-EPILEPTICS

N4 ANTI-PARKINSON DRUGS

N4A ANTI-PARKINSON DRUGS

N5 PSYCHOLEPTICS

N5A ANTIPSYCHOTICS

N5A1 Atypical antipsychotics

N5A9 Conventional antipsychotics

N5B HYPNOTICS/SEDATIVES

N5B1 Non-barbiturates, plain

N5B2 Non-barbiturates, combinations

N5B3 Barbiturates, plain

N5B4 Barbiturates, combinations

N5B5 Herbal hypnotics/sedatives

N5C TRANQUILLISERS

N6 PSYCHOANALEPTICS EXCLUDING ANTI-OBESITY
PREPARAT IONS

N6A ANTI-DEPRESSANTS AND MOOD STABILISERS

N6A2 Antidepressants, herbal

N6A3 Mood stabilisers

N6A4 SSRI antidepressants

N6A5 SNRI antidepressants

N6A9 Antidepressants, all others
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N6B PSYCHOST IMULANTS

N6C PYSCHOLEPTIGC-PSYCHOANALEPTIC COMBINATIONS

N6D NOOTROPICS

N6E NEUROTONICS AND OTHER MISCELLANEOUS PRODUCTS

N7 OTHER CNS DRUGS

N7B ANTISMOKING PRODUCTS

N7C ANTIVERTIGO PRODUCTS

N7D ANTI-ALZHEIMER PRODUCTS

N7D1 Anti-Alzheimer products
inhibitors

N7D9 All other anti-Alzheimer products

N7E DRUGS USED IN ALCOHOL DEPENDENCE

N7F DRUGS USED IN OPIOID DEPENDENGE

N7X ALL OTHER CNS DRUGS

cholinesterase

P PARASITOLOGY

P1 ANTIPROTOZOALS AND ANTHELMINTICS

P1A AMOEBICIDES

P1B ANTHELMINTICS, EXCLUDING SCHISTOSOMICIDES

P1C SCHISTOSOMICIDES

P1D ANTI-MALARIALS

P1D1 Anti-malarials, single ingredient

P1D2 Anti-malarials, multi-ingredient

P1G OTHER ANTI-PARASITIC AGENTS

P3 ECTOPARASITICIDES, INCLUDING SCABICIDES
INSECTICIDES AND REPELLENTS

P3A ECTOPARASITICIDES, INCLUDING SCABICIDES

P3B INSECTICIDES AND REPELLENTS

R RESPIRATORY SYSTEM
R1 NASAL PREPARATIONS
R1A TOPICAL NASAL PREPARATIONS

R1A1 Nasal corticosteroids without anti-infectives
R1A3 Nasal corticosteroids with anti-infectives
R1A4 Nasal anti-infectives without corticosteroids
R1A6 Nasal antiallergic agents

R1A7 Nasal decongestants

R1A9 Other topical nasal preparations

R1B SYSTEMIC NASAL PREPARATIONS
R2 THROAT PREPARATIONS

R2A THROAT PREPARATIONS

R3 ANTI-ASTHMA AND COPD PRODUCTS
R3A B2-STIMULANTS

R3A2 B2-stimulants, systemic
R3A3 Long-acting B2-stimulants, inhalant
R3A4 Short-acting B2-stimulants, inhalant

R3B XANTHINES

R3B1 Xanthines, inhalant

R3B2 Xanthines, systemic

R3C NON-STEROIDAL RESPIRATORY ANTI-INFLAMMATORIES

R3C1 Non-steroidal respiratory anti-inflammatories

inhalant

R3C2 Non-steroidal respiratory anti—-inflammatories
systemic

R3D CORTICOIDS

R3D1 Corticoids, inhalant

R3D2 Corticoids, systemic

R3E COMBINATIONS OF B2-STIMULANTS WITH R3C

R3E1 Combinations of B2-stimulants with R3C, inhalant

R3E2 Combinations of B2-stimulants with R3C, systemic

R3F COMBINATIONS OF B2-STIMULANTS WITH CORTICOIDS

R3F1 Combinations of B2-stimulants with corticoids
inhalant

R3F2 Combinations of B2-stimulants with corticoids
systemic

R3G ANTICHOLINERGICS-PLAIN, AND COMBINATIONS WITH
B2-STIMULANTS

R3G2 Anticholinergics—plain
B2-stimulants, systemic

R3G3 Anticholinergics-plain, inhalant

R3G4 Anticholinergic combinations with
B2-stimulants, inhalant

R3H PDE4 INHIBITORS FOR ASTHMA/COPD

and combinations with

R3H1 PDE4 inhibitors for asthma/COPD, inhalant
R3H2 PDE4 inhibitors for asthma/COPD, systemic
R3| DEVICES FOR ASTHMATIC CONDITIONS
R3J ANTILEUKOTRIENE ANTI-ASTHMATICS
R3J1 Antileukotriene anti-asthmatics, inhalant
R3J2 Antileukotriene anti-asthmatics, systemic

R3X ALL OTHER ANTI-ASTHMA AND COPD PRODUCTS

R3X1 All other anti-asthma and COPD products
inhalant

R3X2 All other anti-asthma and COPD products
systemic

R4 CHEST RUBS AND OTHER INHALANTS

R4A CHEST RUBS AND OTHER INHALANTS

R5 COUGH AND COLD PREPARATIONS

R5A COLD PREPARATIONS WITHOUT ANTI-INFEGCTIVES

R5B COUGH/COLD PREPARATIONS WITH ANTI-INFECTIVES

R5C EXPECTORANTS

R5D ANTITUSSIVES

R5D1 Plain antitussives

R5D2 Antitussives in combinations

R5F OTHER COUGH AND COLD PREPARATIONS

R6 SYSTEMIC ANTIHISTAMINES

R6A SYSTEMIC ANTIHISTAMINES

R7 OTHER RESPIRATORY SYSTEM PRODUCTS

R7A RESPIRATORY STIMULANTS

R7C LUNG SURFACTANTS

R7X ALL OTHER RESPIRATORY SYSTEM PRODUCTS

S SENSORY ORGANS

S1 OPHTHALMOLOGICALS

STA OPHTHALMOLOGICAL ANTI-INFECTIVES

S1B OPHTHALMOLOGICAL CORTICOSTEROIDS

S1C OPHTHALMOLOGICAL ANTI-INFLAMMATORY
/ANTI-INFECTIVE COMBINATIONS
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S1C1 Ophthalmological corticosteroid and
anti-infective combinations

S1G2 Ophthalmological NSAIDS and anti-infective
combinations

S1C9 Other ophthalmological anti-inflammatory and
anti-infective combinations

S1D OPHTHALMOLOGICAL ANTIVIRAL AGENTS

S1E MIOTICS AND ANTIGLAUCOMA PREPARATIONS

S1E1 Miotics and antiglaucoma preparations, systemic

S1E2 Miotics and antiglaucoma preparations, topical

S1F MYDRIATICS AND CYCLOPLEGICS

S1G OCULAR ANTI-ALLERGICS, DECONGESTANTS

ANTISEPTICS
S1G1 Ocular anti-allergics, antihistamines
S1G2 Ocular anti-allergics, mast cell stabilizers
S1G3 Ocular anti-allergics, multiple action
S1G5 Ocular decongestants, sympathomimetics
S1G6 Ocular antiseptics
S1G9 Other similar ocular products

S1H OPHTHALMOLOGICAL LOCAL ANAESTHETICS

S1K ARTIFICIAL TEARS AND OCULAR LUBRICANTS

S1L PREPARATIONS FOR USE WITH CONTACT LENSES

S1M EYE TONICS AND EYE VITAMINS

SIN PREPARATIONS TO PREVENT CATARACT AND
ANT ICATARACTOGENICS

SIN1 Preparations to prevent cataract and
anticataractogenics, systemic

S1N2 Preparations to prevent cataract and
anticataractogenics, topical

S1P OCULAR ANTINEOVASCULARISATION PRODUCTS

S1R OPHTHALMIC NON-STEROIDAL ANTI-INFLAMMATORIES

S1S Ophthalmological Surgical Aids

S1S1 Viscoelastic substances

S1S9 Other surgical aids

S1T OPHTHALMOLOGICAL Diagnostic Agents

S1X OTHER OPHTHALMOLOGICALS

S1X1 Other ophthalmologicals

S1X2 Other ophthalmologicals

S2 OTOLOGICALS

S2A OTIC ANTI-INFECTIVES

S2B OTIC CORTICOSTEROIDS

S2G OTIC CORTIGCOSTEROID/ANTI-INFECTIVE COMBINATIONS

S2D OTHER OTOLOGICALS

S2D1 Earwax removal products

S2D9 All other otologicals

S3 OPHTHALMOLOGICAL/OTOLOGICAL COMBINATIONS

S3A EYE/EAR ANTI-INFECTIVES

S3B EYE/EAR CORTICOSTEROIDS

S3C EYE/EAR CORTICOSTEROID/ANTI-INFECTIVE
COMBINATIONS

S3D OTHER EYE/EAR GCOMBINATIONS

systemic
topical

T DIAGNOSTIC AGENTS

T1 DIAGNOSTIC IMAGING

T1A LOW OSMOLAR ANGI0-UROGRAPHY

T1B IONIC ANGIO-UROGRAPHY

T1C GASTROENTEROGRAPHY

T1D CHOLECYSTOGRAPHY AND CHOLANGIOGRAPHY

T1E MRI AGENTS

T1F ULTRASOUND AGENTS

T1G RADIODIAGNOSTIC AGENTS

T1X OTHER IMAGING AGENTS

T2 DIAGNOSTIC TESTS

T2C PREGNANCY AND OVULATION TESTS
T2D DIABETES TESTS
T2D1 Diabetes tests
T2D2 Diabetes tests, blood

T2D9 Diabetes tests, other

T2X ALL OTHER DIAGNOSTIC TESTS
T2X1 All other diagnostic tests
T2X2 All other diagnostic tests
T2X9 All other diagnostic tests
T3 DIAGNOSTIC EQUIPMENT AND ACCESSORIES
T3A DIAGNOSTIC EQUIPMENT AND ACCESSORIES

urine

urine
blood

V  VARIOUS

V1 ALLERGENS

V1A ALLERGENS

V3 ALL OTHER THERAPEUTIC PRODUCTS

V3A ALL OTHER THERAPEUTIC PRODUCTS

V3A1 Umstimmungsmittel’ preparations of herbal
origin which are said to intensify the body's
defence against infection

V3A2 Antidotes and emergency kits, excluding
antineoplastic detoxifying products

V3B KANPO AND CHINESE MEDICINES

V3B1 Kanpo medicines

V3B2 Chinese medicines

V3C RADIOPHARMACGEUTICALS

V3D DETOXIFYING AGENTS FOR ANTINEOPLASTIC TREATMENT

V3E ANTIDOTES

V3F IRON-CHELATING AGENTS

V3G HYPERKALAEMIA/HYPERPHOSPHATAEMIA PRODUCTS

V3H ANTI-INFLAMMATORY ENZYMES

V3X ALL OTHER THERAPEUTIC PRODUCTS

V3X1 Umstimmungsmittel preparations of herbal origin

V3X4 Cure-all preparations

V3X5 Homeopathic preparations (1)

V3X6 Homeopathic preparations (2)

V3X7 Dried and cut plants for tea preparations

V3X9 Other therapeutic preparations

V5 ANTISEPTICS FOR NON-HUMAN USE

V5A ANTISEPTICS FOR NON-HUMAN USE

V6 DIETETIC AGENTS

V6A SLIMMING PREPARATIONS

V6B PROTEIN SUPPLEMENTS

V6C INFANT FORMULAS

V6D OTHER NUTRIENTS

V7 ALL OTHER NON-THERAPEUTIC PRODUCTS

V7A ALL OTHER NON-THERAPEUTIC PRODUCTS
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+ ADISINSIGHT Z74JL

- 0S J4—I)LFZEHMHBLT ADISCTI 27/ TREITNIE BERXEMDLI—FKEAFTES.

=> FILE ADISINSIGHT

=> S CELSENTRI/CN
=> SEL 03

=> FILE ADISCTI
=> S E1-E8
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=> FILE IMSRESEARCH
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=> SEL CK
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=> S E1
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B ATXRALTEBNLEI7ZAIILUSNZEH, STN CEEEGBEARBERONEICERLGEI7ZALN
ZHEBHINTWD. TREOIVIDS, D TF7AILIZTDODVWTHOEEERNFT D O—RTES.

- BIOSIS 774J)L
- http://www jaici.or.jp/stn/pdf/ref-biosis.pdf

- MEDLINE J74JL, EMBASE J774JL (STN #E 4 EE-EZEHREER)
- http://www jaici.orjp/stn/pdf/text_iyaku.pdf

- DDFU 774JL/DRUGU Z74JL
- http://www jaici.or.jp/stn/pdf/ref-ddfu.pdf

- EMBASE 774JL, DDF J7//LBREHEMEH
- http://www jaici.or.jp/stn/semi.pdf

- DDFU Z74JL/ DRUGU 7SI EHEEH
- http://www jaici.or.jp/stn/ddf.pdf

* NAPRALERT 774 JL® Classification Code
- http://www.cas.org/support/stngen/doc/index.html
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