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RN

B RBAIODVTORSTEYR®
D EZELFRATED. (BFHHEE 29 £F 1 BHEE)
Q@ HHFEZTDIOENTEGVHEBICKYLAENIE. BFHFES 32 £)
[NDHF, ERORARTEILAROBELEETIEETNIHIEBITEHHEZ(TE
EMTERL.
@ FREGFHFESE 29 £F 1 1H) FHEESHGEFFEE 29 &5 2 B) NbhbdL.

- R ESUELCRHFERTIIENTERIVG S

CAplus/CA 74L& E
- HERICERNFEEINE TARMON-FE (%) / NEMME

- HERCERFENAETAAERRSN-RE (2F)
- HEAICERFLEAETEASNETITYICEEHSN-RE CURAR)

- HEERTICERBERRZELTARNFATREELG SRR (F2—RyMAA)

B MERHF (EFMERR)
- BAFD 50 FERICKUMERFNRDHLNDLSIZE L.
- MERHFL ROEHEBRELTVLSIENBEESND.

@ EFEL FRATEHENTESLEDNEXRATHS. (ARNBETELGVELLILEY
BIE, ERAELTRILEL.)

@ B=FICEE (BE) TE2L0THS. ERHLBEEFEZLYENTESATINSIEE
MEF, E=ZENLEETTRETHD.

B RA&EH

- EEMEBREHFLWMEZMETRELOD, H-GARZRELLCEICRIIHKAZHRR
BHET D

- Bl EEME A 1T REFIORAERNH =D, FH-ICOEBRTHIELTHERTESZEER
HLf).
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MR

B 5N (F20&%F 1 HBEE)
- HEMALWNES
INI—VaRKTREINTLEEES, FORBIRBAEFNENIDOFEBEELERESNS.

D BIRED NO2 MNEIRLEMERBICEHIN TV -EOHFBHEIBTEINLTLS.

HESh =% GREXREH ST Hl| (51 AR
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HEH

B OEHME (F29EKE 2 BEE)

- ESUNRBOONDEE

BE, THMSOREA (RE) P LUBSOERA (&) OBEICEFATLONE, £
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BHELTHEFIESND.
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HEH

Q BHHOETHMOMAEHEIZLIESEDEE

FITHEM 1 OF/I)VBD 3 OAVYAIILTI/EIZ -N=N-TzZ )L | ZEALT=
TYUREWIE, £TEM 2 KUBEIZEWDL SHICEREBIZERSIEEMEHRBAIZL,
FATEM 1 EEEEBLT, FRILZGOEEELIL.
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NH C

HOOC

A= IRV BEEZE A7 I)LE, RI-R4=KZX, BRT7ILFIILE, BEHE7ILOEXSH
COT7VIEEYIE, RAREICERINS. COT7VILEYMDOEEFNSLIVRALELL TOEKNLZERFH
FlITHICERHE IR TS,

(51 % EF)
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A—N=N N=NHZ NS
See

K1 HOOC

A=R IRV BEEZETHII=ILE, RI-R4=KZK, BRT7ILFIILE, BEHE7ILaEXSH
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ERIEDDOYEL CAS DRBIMELDLLER
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CAplus/CA 774Dt EFREEI

B CAplus/CA 774JLIZ, CAS BREBS THEIIShTWWSYE
D BE P FAPAELEEYNE

Q@ BENMIESATOVELAZFANMBFESNTLSIYME (DS L&Y

B CAplus/CA JFPAILIZ, ZDYWED CAS EHREFES LI TESIShTWSME
D FEHEHFENK

- RISERY (ERYAEKRMICRHE SN TOENGES, EFRMERELTESILALY)
Bl EFOX/VERBEA)VLDRIGERY (HBETRH)

- HBNIER)T— (ZATIVIE, B, —EHOIT—TFTILILEZERL)

- BRAIEEY (BE HFANBETELZNELM)
Bl: FRUEXZUDEERE

- —HOBENTENIEEY
Bl: BRIERIIFLY, PILFARDEURIKRVEE, T/EFI7580

* CA ¥&3|4, CAS ZiF&«E+D, CAS BB ETEIISNTLS.
FERIZEST, MYFWLWHINELS-0, REICITTENVLETHS.

@ 1971 & (8C) FTIIHEILEMELLTRSILTWEN>=ME

- FhoO—L, FHF, BR, AL, RILEY, VIZUFER, SHE (JILAY)
HOIEDOHENE, HIEDEILO—RFEREK, HHEDKII—, HEDANEI/OEY

* CAS Z8iBE B ELELIT, #FIFET, CAplus/CA T7MILERETS.
Q@ FEIRHLELEFRAWNTERSIShSDRY)Y—

- J)a—y, aFxYs (1993 F LD

- —803L GRAI L1986 FELIED, — SO GRS 1986 F LLAD
- BoEBEE, yvOL -4 T UK, 7EA— LS

- RY—TL UK (BRTHER)T—T&IZ CAS BHBESTESD

- RYx—704 FERTBEKRI)T—T¢IZ CAS BEEFFESTESE

* CAS BB S ELELIC, #iHlZET, CAplus/CA J7MIILERERT 5.

@ #BE PFEXNTHELGYWE (UVCB #¥E :Unknown or Variable Composition, Complex reaction
Products and Biological Materials)
(TSCA, EINECS EDEIFILEMEBRIRA CAS EHFE Y —ERGEICL>THIAIIZ CAS
ERBFSNGFEIN-YE)
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CAplus/CA 774Dt EFREEI

B CAplus/CA FZ7AILIZERBIShiZLvHE

- MET—EOFEICEHH B

— EEFPTHRET AN EHSINATOGRNMEEYE 2%Z 2 3R

— THRADTHO, BHOXEMAASERSN=-MHEIRACPDELZDME

— HEYRELTRESATVIHNE GTREADELRERI-OND—EDLLEYE)

- RIEDES 2%E 3 5B

— ABY-PREEE IE, BSOCBRELGEOYMEE, FO0TRT 5T NMR AR
WEEDBTT—2DOVThOT—2HLNEER5IShAL.

— WEOYUT—E2OGVPREE, ZRERY-BIERYIE, EENBALTOEVRYEKSIESH
ELN.

— AEEYMORIT—DERICAVLASEN (E/7¥—) ERIShGLERYT—&L
T3l

— RIFRBIVEIVNRIBEEZERTH-OICAVLNETI/BY, XULA IR/ XYLAFR
EEBTAEOICAVLMLIZEBIEFICEZNRIALTOGRRY, R5lEShial.

— IRTI, PEIFERIZETH5—RMERGHIERSISNEL.
LIV ETHAGSHOENELIRELEVE
* MRV REGOTVDIEEYO S B O N ERTHEMTHELONDFER
- REAME Bl RARGEE B ML)
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$#% 1 — CAplus/CA J7/IILDILEYMEERTI A&

B CAplus/CA 7ML DL I—FKIZ, RE|END CAS ERBEDHELEH

ER) CAS DALY CAS BREBARIISNEVAETY BHAMEERTIRICEETH
niE, ENoDBEICHEEL-BEERXEERTINELHS.

@ FHEREAISRIISAIFENEISHTH—RATRSIH

REFFAREEL DR
/E_Thncmﬂpﬂund \
H
(A
SN/

in which X is -CHO, -CH=CH-NO,, -CH = CH-CO,CH,, -CHOHGH,50,CH,, -CHOH-CH -CO-+C H,, -
GH = CH-(CH,),-COH.

wﬂHb‘l?' M Hl:'::H‘:IE-NH{:C'C F:-‘ _NH'iGH):"J'chHs' 'NH_(‘:&Hl'Cﬂ:'CH:' -l:CHJ:IJ-NH{:(x:F!' Ey

CA [ZEBIShBMWE

1. JL—L 8 THEICK->TREESNT - 18 B&E

BEFAREREICILI—V1BETEHSINTVSEEYETE ARICERTELIREDE
DGR FERDILEMELRSISND.

FrEFREREFE DA E

2JL—.,1 : XCONRSCH2CH2SNRCOX (R=7JLF)L;X=/7\E% >, OH, 7)LaF¥Y)
gL—L2 . JL—L1ITELT X=F, R=Me

|| CA IZRBIShEME IL—L 2 OYE ||

i) R1CH2S02CR2:CCIPh (R=H, Ph, p-tolyl, R2=H,CH,CH2CH)

DL, BHOULEREZES, TOHAEHLENELDIEEICIE, TRXTHDILEMEN
#E|ENELY (MARPAT J74I)L T, BRETED).
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$#% 2 — CAplus/CA J7/IILDILEYMEERTI A&

@ =E=mpIroFESIENSB hard data HHHE DO HI

BEFRICEBESNTODELEDNE PN, Hifitt ARRICEETILDOVLEELGS
BWTLLIL—LENTVASRERRL) ICHESHLENENRSIENDS. BELT—
BLREDFHECREREIMERMIXDIGEERL.

E oD R - (Point]
)= - HHFAMEICESIATVWARTOLENED
AN\ /" 56, &% 1,2, 3, 4,6, 9, 10 (&, BAMNTH

ENTLS=HR5IESNS.

R! R2
Xp OO - tEWE 5,7, 8 X, ChLICEET AT AT E

SNTULVELDTEREREIEZNALY. *1

Ex. X R R R R* Y A mp (°C)
1 2-Cl H CONH2 H H CH NH 202-205
2 5-Cl H COHN2 H H CH NH 257-259
3 4-Cl CONH2 H H H CH NH 238-239
4 H H CONH2 H H CH NH 182-185
5 3-Cl H CONH2 H H CH NH

6 4-Cl H CONH2 H H CH NH 185-190
7 6-Cl H CONH2 H H CH NH

8 7-Cl H CONH2 H H CH NH

9 H CONH2 H H H CH NH 255-256
10 2-Cl CONH2 H H H CH NH 235-239

|| CA IZREIShZME 1,23 4.6, 9, 10

*1 2007 & 12 BIZHEHFOEBHIZEHE I TS hard data DEWNHE (TProphetic WM& 1) 1T 5% 5|
BHENEFTIO, 2011 FHETE, £ 9 #B hH4, 750X, B4V, BX, AV 7, £E, XEH, 3—AyN
YEFT, HRMMFTEERE) DORITINEHELIR—DuIBHFICHIBEE FASEFICEHLT
Prophetic M)EZ %513 5&L3I12H>71=. (B http://www.cas.org/expertise/cascontent/prophetics.html)
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$% 3 — CAplus/CA J7MIILDILEYWEERTI A&

Q@ RHBHEHBRDRSIHI

- RIEMEEBMNERSINTOSERTALRNIL—LINTVSIGEICIE, HED
RIEMEERYMHNREISND.

- RISYDANBRESNTNSIEEIC, RIGHNCERYEHTELTERSISNHIEFALN.
BIZIE, RISH (E/7—) DUALDHBNRENTDIEE, TOHEAEHEITESTE
BRERMMNRISN DI LT

- FREKE, ERNEFICOL—LENTVSD, AF-BEE-RIESNTLSIHEIZIFEREI
SnEH, FENEDLLOHBEE®, BENEATEEVPREERESIShGL.

Claims

1. A process for making a polyarylketone comprising polycondensing at least one aromatic monomer having
at least two hydrogen atoms susceptible to electrophilic substitution with carbon dioxide in solution in the
presence of an acid capable of activating the condensation reaction.

2. A process according to claim 1, in which said at least one monomer is selected from monomers
having formula:-

H-Ar-H

wherein Ar is the divalent aromatic residue comprised of at least two phenylene units connected by linkages
selected from a direct link, -O-, -S-, -CO-, -SO,- or -CR_- where R is hydrogen, C, to C, alkyl, phenyl or

the two groups R (which otherwise may be the same or different) are joined externally to form a
cycloaliphatic ring, are present or of polynuclear aromatic units either alone or with like units and/or
phenylene units linked as aforesaid.

3. A process according to claim 1 or claim 2, in which said at least one monomer is selected such that
the ratio of -8O,- linkages to -CO-linkages between aromatic moieties is not more than 1:5, preferably not
more than 1:10.

4. A process according to any one of the preceding claims, in which said at least one monomer is
selected from:-
diphenylether

44 dphenoybenzophonone HEATHABEARNIRENTOZET OB AL,
dienzofuran BEOHEKS, RETEZERMERIISAHL,

1,4-bis(4-phenoxybenzoyl)benzene;
and their thioether equivalents; and

biphenyl = . ~
1,2-, 1,3- or, preferably, 1,4-diphenylbenzene || CA "% ?’l _C‘{;h'%)% E 0 7’; L’ ||

naphthalene
anthracene
phenanthrene or:-
Ph-CR,-Ph
wherein Ph is 1,4-phenylene and CR, is as herein before defined, R preferably being -C(CH,),-.

FEEF Vo DR

According to the present invention there is provided a process for the preparation of a compound of
the formula CF,CHFOCHF, comprising reacting a starting compound of the formula CF,CHCIOCHF, with
hydrogen fluoride in the presence of an effective amount of catalyst comprising antimony pentachloride.

Hydrogen fluoride and antimony pentachloride react to form a mixed antimony fluorochloride in situ
which catalyses the reaction according to the invention. Such a mixed cataly® would be likewise useable
in the present invention. For reasons of economy, and ease of preparation it is\preferred to utilize pure
antimony pentachloride and form the mixed catalyst in situ.

CA IZRBIENhIYWE ]

1. antimony pentachloride REDQ®RPTHIEDRIZLTWSTUFEVIVLELEHD
2. hydrogen fluoride EEY (mixed antimony fluorochloride) [EOVL—LENTEL
3. CF,CHCIOCHF, F, BB ESNTOEN DRI SAAL.

4. CF,CHFOCHF, I |
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BOEMBEORAE

REDRN
TR : HHFAMEORYHEELERNBTDHER

- BUEMFER ABRMIVIESENEEZTHS. TDEH, 5IFL”GELNKRT, HE
FET TS

@ JAEHHFOBERR HISFFOHBKREEEHKRT ORE

—INPADOC 774 )L, ZEIRR T —2UNER T 7ML
—CAplus/CA, WPINDEX/WPIDS/WPIX Z74JL

@ sIRA%HF-XHDAE
—BEEESIRARE®

DPCI J74JL (EEBIFHL—E8UNEE), CAplus/CA J7AIL, DD E| AiEH%E
IREELTWBI7AMIL

—PCT HFE EP HHFNEEEDHIM (FEEEHTIU—3—F)
DPCI 774 )L

Q@ MERE

—HEMEDERR (CAS BHESFH)

BHCLEVHBOLI—FIZREISATLESME (CAS BEES) EIELTLDH D%
HXBERRTS.

—fHLUYMEORE BERE, BT —% 2 FXAEERFEI«(—IEF, F—7—F%F
a. CAplus/CA, MARPAT J7A4ILDESIZFIvIT 5.

CAS FILES OFE5I D4 %S, (1=1=L, CAplus/CA, MARPAT 774 IILDFH

BlIE, "= wOBEHFIZEYRSILTWAT:=, BFRABNELDIEELHLDT

EETD.)

- CAplus/CA IZEBIESNTWAMENDEBRENELLZBNEFIVITS.

-IDSILEW, D HEDHFEEEFIVITS.

- CAS A—/LOTHRRIRAAEFIVITH. RYZHIZFIAT ).

- WILO—LaEENEFEET BB AIZIE, MARPAT 7ML TESISNA TS
GIOIL—TDHRT—BLLVEENDEREERNTS.

b. BEMEDEE, BEHAMAZR/NI—UAMERL, HoTILER (BH) &

/MO SCAN RTEMAEFALTRENGCEEEMAEZRETS.
HIEMERAOBEEMABIURYCHRZERADKRERE, ATHEEOREXD
AEY%.

@ HEASE HEAOKHFEEMZRTTD).

—HEA EHEZRELTRRL, EURHFOEERREELIVELEH -XRO5IA
BHREFIVITS.
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BHENABICETIBERREDRAUL

B CAplus/CA DIELEYDERIIDEHHEEZL-LTHERETS.

L= V%S o e
O;ﬂ_(:;@z;fga) || 25mm = 15/ <« CAplus/CA DR

R1=0/... oL—4 R1=S

R1=0/S/.. R1=S ()
L -® R2=Me/Et
TAY—vatET, B | /
BREOHEHAEHLENEL ——
ZIEE HL—LhD R S DHRESATNDEE,
= L ERIA O TlEEYRLALY.

REILAGLY. #E% 0/S IT9 %M, R1 BHFEEER
MARPAT J74JLTl3ia LEFhnIEZoLa—FKiieEvhd 5.
HTE5.

BEEREEDERELITEINNRAIETHS.
- BREO—REL (LEBEEESETTEITEH)
- EkE&EHS 0-->S8/0 Me-—>AK  Cl-—>F/Cl-->X
- BEREOBORE

- BERREHERELAL DINITRO —-> NITRO
- BEBRREFMERLAL

- A DO—MRE LHIRR

- —BULBREFHBICEUEE —REEHIOBEZHIRL, BHOHLEE
DHEERT 5.

- IDS LEYEED-RE faf0, REAFNABAFETIEALY IDS YEERER
FTHEOICIE, AEDHEICTS. EREMLEDN
BAFETIX%LY IDS MEBEZRETHIEEICIE, &
BEERLELY.

- BEDDE (EFEITOVTHREETSH-8)

Bl LR X-P-A BREFELTER (RITEN 1.2 JUESMHERL)

FATHT 1 X-P-B BREFIELTHER
SATHMT 2 Y-P-A BRERIELTHER

X-P & P-A ZRIRIZERLT, BERETS

2% @56 (BEMBAZUETTHUSIBERERT ).

ERADROBEMABENRCEEFIHRLOBELEDHIXEP T, HESATWI2MEDERE LRI
WMHONTNIBBREZRERTS. A—OTILI—2aBEIC, LIZEHLTLTWWAEHFOREIZIE
MARPAT J7A/ILABETHS.

Bl EHIZLF-LVEEE  X-P-A BRERELTHER GETHf 1.2 KUESHELEL)
FEATHMT 1 X-P-B BREXRELTHEA
FITHRMT 2 X-P-A/B RREZ|IELTHEHA &— | BN
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BEF 1 FRERE

B REG 1 . TEREORFE ERERBEMENRTINEZLOTHS.

- CORNHFDOIEMREREGSEIRAE, EQOXIILTHRIIENTELINERIET .

(19) IREEIFTF (I P) AXRRELE W (D HHHBARES
F57F10—501541

(3)4vEE  SELRELOSE(1998) 2 A0

EDInLCL WIFEH  FAEEER P
COT7D 207/16 9638 —4C C07D 207/16
AB1K 31}’40 Q4R —4C ARITK 231/40
38/55 ace| (54) [RWIOLH] RO POCECHASH, TOSERERUHE
CO7K 5/06
(67) [EE#]
enEEES  WETs suf P
0 @UEE  RTF9 v
EOMICHEAE YR8 (19 s
OEBLESS PCT/EP SIS R N
BNERANBE W095./3 »

Crplel SN ] SRR 747 (1999

GDEEHIRET P44210 (AP oFEHLE, HHBCHCREBEINELOTH
o MR 2] ix g LAY, OEMENICRE SN IRE

N EF O R EEEERERTS. £ chsol
GEOEDOBEEERET S, B SRtk
3E5EDICIHFETHS.

(RBADFMEEREA]

HROMVEVEER, TOREAFERVER ARBAR, HFROIMUVEVEER, TOREAFERY
REDBED-HOERICETS.

fOVEVIE, MBEEADOKRICELMADORIGEERELTMBGHEHART—FIZHEITEF 0D OKRE%E
L3 ARAMERUVCHAEMERHART—FOmEIL, HEOEEFEREREZNLT, JOrOVEVMALSDOIOVEY
DEFEEERRTD. RNT, F4TVI/F2DIT4TIVFUADIAVE D il 0% B2 (3000 7% 5 FE K Ui/ sk
ZRAtAL, B EF— A M/NMREFIRVERKEFXI T RIEEFEATAI—EDLRINDERICEYE
AvE R E®RIET S.

FOVEVORBREUHMRIEZ BEOBRIAVE VI RICE-FEDEFIIRNIVELDOEEBEBOELICHIT
H5RDMBRRTHY, Ko TCEEDVEMICEDNCREDERRATHS. FOVEVHEEHRIE, A/ LR
BY, HHRFICKEETRABISEZEHART—FRICEIT2ELICEFI/NMRICHTIOVECDEREZS
2ITHHITE. ChSERHHICEIBRENBEERMHOERKOERR (PTCA) RY)—SREDOMEE
BAEZMELELUNDERINMBEIR GO IR, &S ICETOMERELLTHRATLIENTES.

NBFEL—RIITHZENBFHANAROMBEFHDO-OICLFATHIIENTES.
(H&)
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B EREHBENE (—&)

BEF 1 FRERE

F.5

IEFRIBHEEIE|

CMHFE T, CROIBRIC L - TIEEF T~ EFY
L. Co@iECEEOEM S amALIAI

3B X EF — B

Noigt B., Sunthesis of N_-(arvlsulfory|)-4-
amidinophenylalanylprolines and N_-(arvsulfonylzlyey])-4-
amidincchenylalarvlprolines and their testing as inhibitors of serine
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BHFEOEDERAEICE TS CAS FILES DOFIA

BEF 1 FRERE

HE EREHICES-5IHZ, BRXICKOTEDEE, EVFSELIENTEINEZRIET D)
@ HISFFBEHREEMRE T -2 DR

=> FILE INPADOC

=> S JP10501541/PN
L1 1 JP10501541/PN

=> D FFAM

L1 ANSWER 1 OF 1 INPADOC COPYRIGHT 2006 EPO on STN

LEVEL 1

AN 206038049 INPADOC ED 20030602 EW 200322 UP 20030722 UW 200329
Tl NEUE THROMBININHIBITOREN, IHRE HERSTELLUNG UND VERWENDUNG

IN BOEHM, HANS-JOACHIM; KOSER, STEFAN; MACK, HELMUT; PFEIFFER, THOMAS;

MEMBER 7

LEVEL 1

AN 27576002 INPADOC UP 20031014 UW 200341

Tl Neue Thrombininhibitoren, ihre Herstellung und Verwendung

IN BOEHM, HANS-JOACHIM, DR., 67117 LIMBURGERHOF, DE: KOSER, STEFAN, DR.

INS  BOEHM HANS-JOACHIM DR; KOSER STEFAN DR:; MACK HELMUT DR; PFEIFFER THOMAS
DR; SEITZ WERNER DR; HOEFFKEN HANS WOLFGANG DR; HORNBERGER WILFRIED DR

INA DE; DE; DE; DE; DE; DE; DE

PA BASF AG, 67063 LUDWIGSHAFEN, DE

PAS  BASF AG

PAA  DE

DT Patent

PIT DEA1 DOCUMENT LAID OPEN (FIRST PUBLICATION)

Pl DE 4421052 A1 19951221

Al DE 1994-4421052 A 19940617

PRAI DE 1994-4421052 A 19940617 (EDPR 19990317)

ICM  (6) CO7K005-00

LEGAL STATUS

AN 27576002 INPADOGC

19960328 DE8181 INVENTOR (NEW SITUATION)
BOEHM, HANS-JOACHIM, DR., 67117 LIMBURGERHOF, DE KOSER
STEFAN, DR., 67063 LUDWIGSHAFEN, DE MACK, HELMUT, DR.,
67067 LUDWIGSHAFEN, DE PFEIFFER, THOMAS, DR., 67459
BOEHL-IGGELHEIM, DE SEITZ, WERNER, DR., 68723 PLANKSTADT
DE HOEFFKEN, HANS WOLFGANG, DR., 67069 LUDWIGSHAFEN, DE
HOEFFKEN, HANS WOLFGANG, DR., 67069 LUDWIGSHAFEN, DE
HORNBERGER, WILFRIED, DR., 67434 NEUSTADT, DE ZIERKE
THOMAS, DR., 67459 BOEHL-1GGELHEIM, DE

19960926 DE8130  — WITHDRAWAL — Y TFIS
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BEF 1 FRERE

MEMBER 10

LEVEL 2

AN 14658499 INPADOC ED 20030423 EW 200316 UP 20030423 UW 200316

Tl NEW THROMBIN INHIBITORS, THEIR PREPARATION AND USE

IN BOEHM, HANS-JOACHIM; KOSER, STEFAN; MACK, HELMUT; PFEIFFER, THOMAS;
SEITZ, WERNER; HOEFFKEN, HANS, WOLFGANG; HORNBERGER, WILFRIED

INS  BOEHM HANS-JOACHIM; KOSER STEFAN; MACK HELMUT; PFEIFFER THOMAS; SEITZ
WERNER; HOEFFKEN HANS WOLFGANG; HORNBERGER WILFRIED

INA  DE; DE; DE; DE; DE; DE; DE

PA BASF AKTIENGESELLSCHAFT

PAS  BASF AG

PAA  DE

TL English; French; German

LA German

DT Patent

PIT  EPB1 PATENT

Pl EP 773955 B1 20030416

DS R: AT BE CH DE DK ES FR GB GR IE IT LI LU NL PT SE

Al EP 1995-923231 A 19950606

PRAI DE 1994-4421052 A 19940617 (EDPR 19990317)
WO 1995-EP2135 W 19950606 (EDPR 19990317)

LEGAL STATUS
AN 14658499 [INPADOC
19970521 EPAK + DESIGNATED CONTRACTING STATES:
EP A1
AT BE CH DE DK ES FR GB GR IE IT LI LU NL PT SE
19970521 EP17P + REQUEST FOR EXAMINATION FILED
19961213
19971029 EP17Q + FIRST EXAMINATION REPORT
19970912
20030416 EPAK + DESIGNATED CONTRACTING STATES:
AT BE CH DE DK ES FR GB GR IE IT LI LU NL PT SE

20030416 EPREG REFERENCE TO A NATIONAL CODE
GBFG4D + GB: EUROPEAN PATENT GRANTED
NOT ENGLISH
........................................... 20030929
20030430 EPREG REFERENCE TO A NATIONAL CODE
CHEP + GH: ENTRY IN THE NATIONAL PHASE
20030430 EPREG REFERENCE TO A NATIONAL CODE
CHNV CH: NEW AGENT
SCHMAUDER & PARTNER AG PATENTANWALTSBUERO
20030507 EPRAP2 PATENT OWNER REASSIGNMENT (CORRECTION)
ABBOTT GMBH & CO. KG
20030522 EPREF CORRESPONDS TO:
DE 59510645 P 20030522
20030528 EPREG REFERENCE TO A NATIONAL CODE
I[EFG4D  + [E: EUROPEAN PATENTS GRANTED DESIGNATING IRELAND
GERMAN
........................................... 20030923

20030618 EPGBT + GB: TRANSLATION OF EP PATENT FILED (GB SECTION
77(6) (A) /1977)
........................................... 20031014
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BEF 1 FRERE

20030701 EPNLT2 NL: MODIFICATIONS (OF NAMES), TAKEN FROM THE EUROPEAN
PATENT PATENT BULLETIN
ABBOTT GMBH & CO. KG
20030728 EPREG REFERENCE TO A NATIONAL CODE
DKT3 + DK: TRANSLATION OF EP PATENT

........................................... 20030905
20030930 EPREG REFERENCE TO A NATIONAL CODE
PTSC4A  + PT: TRANSLATION IS AVAILABLE
AVAILABILITY OF NATIONAL TRANSLATION
PT: 20030716
........................................... 20050506
20040101 EPREG REFERENCE TO A NATIONAL CODE
ESFG2A ES: DEFINITIVE PROTECTION
ES 2197200 T3
........................................... 20040206
20040220 EPET + FR: TRANSLATION FILED
........................................... 20040308
20040303 EP26 - OPPOSITION FILED
ASTRA ZENECA AB
20040113
........................................... 20040308
20040503 EPNLRT - NL: OPPOSITION HAS BEEN FILED WITH THE EPO
ASTRA ZENECA AB
........................................... 20040623

20060823 EPGBPR - GB: PATENT REVOKED UNDER ART. 102 OF THE EP CONVENTION
DESIGNATING THE UK AS CONTRACTING STATE

20060420
........................................... 20060831
20060823 EP27W - REVOKED «— Zv Y& L
20060420
........................................... 20060824
20060831 EPREG REFERENCE TO A NATIONAL CODE
CHPL — CH: PATENT CEASED
........................................... 20060907
MEMBER 16

LEVEL 1

AN 158296549 INPADOC ED 20011001 EW 200139 UP 20011001 UW 200139
DT Patent

PIT  JPT2 PUBL. UNEXAM. PAT. APPL. BASED ON INTERNAT. APPL.

Pl JP 10501541 T2 19980210

Al JP 1996-501568 A 19950606

PRAI DE 1994-4421052 A 19940617 (EDPR 19990317)
WO 1995-EP2135 W 19950606 (EDPR 19990317)

ICS  (6) CO7K005-06; (6) A61K038-55; (6) A61K031-40

ICM  (6) CO7D207-16

IPCR A61K0038-00 [N, Al: A61K0047-48 [I,Al; CO7D0205-04 [I,A]; CO7D0207-16
[I,A]; CO7D0207-48 [I,A]; CO7D0211-60 [I, A]; CO7K0005-06 [I,A];
C07K0005-065 [I, Al; CO7K0005-072 [I,A]l; CO7K0005-078 [I, Al
A61K0038-00 [N, C+]; A61K0047-48 [I,Cx]; C07D0205-00 [I,C*]; CO7D0207-00
[1,Cx]; CO7D0211-00 [I, C*]; CO7K0005-00 [I, Cx]
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BHFEOEDERAEICE TS CAS FILES OFA

BREF 1 FHRMERE

@ ZOHFOSIAXEIE —DPClI J7/ I T ABHRPLIUVBEREEHTI—O—FEHER

=> FILE DPCI

=> § JP10501541/PN

H7I—a—k

L1 1S JP10501541 /PN
X - BT, O T S A
=> D GDP HWNEEZLNDLM.
L1 ANSWER 1 OF 1 DPCI COPYRiGHT 2006 THE THowd Y~ FEHADEABDHEICLSTESUEM
HWEEZONDLHD.
COP CITED PATENTS  Ugp< 20041126 P EBEEENT EEETROLRE

LG BHHBERDRICARIN

GITING PATENT BY CAT CITED PATENT A
DE 4421052 Al In DE 3108810 A 1981-58785D/33 GYOG
In EP 118280 A 1984-226754/37 THRO-N
JP10501541 Ieksang  |A Ex X EP 513543 A 1992-383182/47 BEHW
D> 545 EF Ex X EP 601459 A 1994-184894/23 KIMB-I
Ex X W0 9208709 A 1992-200114/24 PENT-N
Ex WO 9429336 A 1995-036397/05 ASTR
WO 9535309 Al Ex X EP 513543 A 1992-383182/47 BEHW
Ex X EP 601459 A 1994-184894/23 BRIM
Ex X WO 9208709 A 1992-200114/24 PENT-N
Ex PX WO 9429336 A 1995-036397/05 ASTR
REN LITERATURE CITATIONS UPR: 20041126 5. 115:115112 (JP03086852)
¥ =
CITING PATENT BY CAT CITED LITERATURE
W0 9535309 Al Ex X PHARMAZIE, vol.43, no. 11, v 1.110:95774
BERLIN DD pages 782 — 783J §
AL. “Synthetische Inhipitoren der
Serinprotease”
W0 9535309 Al Ex X PHARMAZIE, vol.43¢ no.6, June 1988, BERLIN DD
pages 412 - 414 B VOIGT ET AL. “Sythese von
N-alpha (Arylsu Iphonyl)-4-amidino—phenylalanyl|-
prolinen und von N-alpha-(Arylsulphonylglycyl)-
4-amidino—phenylalanyl|-prolinen und deren
Prufung als Inhibitoren von Serinproteinasen”
W0 9535309 Al Ex X PHARMAZIE, vol.39, no.b5, May 1984 RERI IN DD
pages 315 - 317 G WAGNER ET A }
N-alpha-(Tosy|-Beta—-alany}%) 2. 102:25017
(Tosyl-epsilon-aminocapronyl)| 3. 105:97888
inamiden als stark wifksame
Thrombininhibitor
WO 9535309 Al Ex X PHARMAZIE, vol.39, no.6, June 1984, BERLIN DD
pages 379 - 381 B VOIGT & G WAGNER “Synthese
von N-alpha-(arylsulphonylglycyl)-4-
amidinophenylalanin amiden als
Thrombininhibitoren”
WO 9535309 Al Ex X PHARMAZIE, vol.40, no.8, August 1985, BERLIN

DD pages 527 - 529 B VOIGT & G WAGNER
“Synthese von N-alpha-(Benzoylglycyl) und
N-alpha-(benzyloxycarbonylglycyo)-4-
amidinophenylalaninamiden als
Thrombininhibitore”
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BHFDEDNEH

RGN 1

FILE CAPLUS

S JP10501541/PN
1 S JP10501541/PN

SEL L1 RN
THROUGH E35 ASSIGNED

FILE REGISTRY
S E1-E35

. 35 S E1-E35
FILE HCAPLUS

S L2
27153 L2

SFEIZEIFTS CAS FILES DFA

D FTRMERE

FIZEBISNTLSME (CAS BHEES) I, RIS TLIETRITXHDAE

FREL:

L3, L4

L6, L7

Xk

HFZRES S
¥EF AD

(HFER),

PRD (BEEERA)

PY (HHFEZE)

(AD, PRD MURERSNTULVELNMES
LEATHATS. )

S L2 AND (AD<=19950606 OR PRD<=19940617 OR PY<=1995)

14301 L2 AND (AD<=19950606 OR PRD<=19940617 OR PY<=1995)

FILE REGISTRY

S L2 AND 1-80/REF. CAPLUS
52443336 1-80/REF. CAPLUS
27 L2 AND 1-80/REF. CAPLUS

FILE HCAPLUS

S L5 AND (AD<=19950606 OR PRD<=19940617 OR PY<=1995)

/REF.CAPLUS [&, CAplus 274D XE#ERET S
BREI«—ILETHLIN, FHRYVEDEE, XEBHA Z<
HWEEZOND=H, HIHRERAEICITENTHS.

114 L5 AND (AD<=19950606 OR PRD<=19940617 OR PY<=1995)

S L6 AND (?THROMB?(S)?INHIBIT? OR ANTITHROMB? OR ANTI THROMB?)

52 L14 AND (?THROMB? (S)?INHIBIT? OR ANTITHROMB? OR ANTI THROMB?)

EHMIRFTHEEICE, R B, EFALGEDOF—D—FT
RYUCOH, HFRUEAEDNES, B TLH, RLHAEICKSISIAT
WRDEFRGLENEHRYIHIZIE, EFETS.
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BHFEOEDERAEICE TS CAS FILES DOFIA

BEF 1 FRERE

@ COFTFPOMELHLULEMEZRIILTVSIXH-HFERE (BERR)

=> FILE CAPLUS — CAplus Z 71 INICA S

=> § JP10501541/PN

L1 1 S JP10501541/PN
=> D L1 STD ABS IND
L1  ANSWER 1 OF 1 CAPLUS COPYRIGHT 2006 AGCS on STN
AN  1996:167600 CAPLUS Full-text
DN 124:233168
Tl Preparation and use of novel thrombin-inhibiting peptide analogs
IN Boehn, Hans-Joachim; Koser, Stefan:; Mack, Helmut; Pfeiffer, Thomas;
Seitz, Werner; Hoeffken, Hans Wolfgang; Hornberger, Wilfried
PA BASF A.-G., Germany
SO Ger. Offen., 28 pp
CODEN: GNXXBX BHARI (BR) LTOSENSL.
DT  Patent
LA  German
FAN. CNT 1
PATENT NO. KIND  DATE APPLICATION NO. DATE
Pl  DE 4421052 Al 19951221 DE 1994-4421052 19940617
CA 2193133 AA 19951228 CA 1995-2193133 19950606
W0 9535309 Al 19951228 WO 1995-EP2135 19950606
W: AU, BG, BR, BY, GA, CN, CZ, FI, HU, JP, KR, KZ, MX, NO, NZ, PL,
RU, SG, SI, SK, UA, US
RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE
AU 9527875 Al 19960115 AU 1995-27875 19950606
AU 699501 B2 19981203
EP 773955 Al 19970521 EP 1995-923231 19950606
EP 773955 B1 20030416
R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LI, LU, NL, PT, SE
BR 9508057 A 19970812 BR 1995-8057 19950606
JP 10501541 T2 19980210 JP 1996-501568 19950606
HU 78040 A2 19990628 HU 1996-3474 19950606
PL 181405 B1 20010731 PL 1995-317989 19950606
RU 2172741 G2 20010827 RU 1997-100941 19950606
AT 237631 E 20030515 AT 1995-923231 19950606
PT 773955 T 20030930 PT 1995-923231 19950606
ES 2197200 T3 20040101 ES 1995-923231 19950606
CZ 293426 B6 20040414 CZ 1996-3713 19950606
IL 114127 Al 20011125 IL 1995-114127 19950613
HR 950338 B1 20051031 HR 1995-950338 19950614
ZA 9504972 A 19961217 ZA 1995-4972 19950615
TW 458986 B 20011011 TW 1995-84106192 19950616
Fl 9605039 A 19970214 FI 1996-5039 19961216
NO 9605412 A 19970214 NO 1996-5412 19961216
US 6455671 B1 20020924 US 1996-682604 19961216
US 2003004308 Al 20030102 US 2002-133384 20020429
US 2006111553 Al US 2004-973643 20041025

20060525
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BHFEOEDERAEICE TS CAS FILES DOFIA

BEF 1 FRERE

CLASS
PATENT NO. CLASS PATENT FAMILY CLASSIFICATION CODES
DE 4421052 [CM C07K005-00
[CS A61K038-05; C12N009-99; C12N009-74; C07D205-04;
0S  MARPAT 124:233168 .

AB Peptide analogs ABC (0) NR1CR2R3 (CH2) mD (NH) nC (:NH) NHR4 [A = o—aminoacyl, aromatic
IC  ICM CO07K005-00 .
ICS A61K038-05; G12N009-99; G12N009-74; C07D205-04; CO7D207-16;
€07D211-60
CC  34-3 (Amino Acids, Peptides, and Proteins)
Section cross-reference(s): 1 RS SNTH YEIL, FAYVICHEIN=-2FH
ST  peptide analog thrombin inhibitor prepn RS IhTNAYME
IT Anticoagulants and Antithrombotics
(preparation of novel thrombin-inhipiting { . )
IT  Peptides, preparation CAS MESIIF, R—I v oHFEEICERSIS
RL: BAC (Biological activity or efféctor, excq f (V3. NEIZL->THMEhDRHKIZE
(Biological study, unclassified);/SPN (Synthef < spEm s .
(Therapeutic use); BIOL (Biologjtal study); PH 20T, ZENBETHD.
(Uses)
(analogs, preparation of sovel thrombin-inhibiting peptide analogs)
IT  174490-96-1P 174490-97-2P 174490-98-3P rOVEVEEFIELTHIB
174490-99-4P 174491-00-0P 174491-01-1P o -
RL: BAC (Biological activity or effector, except adverse); BSU
(Biological study, unclassified); SPN (Synthetic preparation); THU
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES
(Uses)
(preparation of novel thrombin-inhibiting peptide analogs)
IT 2133-40-6, L-Proline methyl ester hydrochloride 2577-48-2
. L-Proline methyl ester 3392-10-7 6066-82-6
N-Hydroxysuccinimide 10172-89-1, N-Acetyl-D-phenylalanine
10406-25-4, p-Cyanobenzylamine 17201-43-3,
4-Cyanobenzy| bromide 26588-36-3, Naphthalenesulfonyl chloride
34403-48-0 38675-10-4 114526-00-0
132224-93-2 148980-29-4 174491-10-2 -~ R is
RL: RCT (Reactant):; RACT (Reactant or reagent)
(preparation of novel thrombin-inhibiting peptide analogs)
IT 15996-76-6P, 4-Cyanobenzylamine hydrochloride
171846-09-6P 172348-68-4P 174491-04-4P 174491-05-5P 174491-06-6P 174491-07-7P
174491-08-8P 174491-09-9P 174661-67-7P 174661-68-8P
RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation): RACT
(Reactant or reagent)
(preparation of novel thrombin-inhibiting peptide analgggf—““‘ b AR
IT 174491-02-2P 174491-03-3P 174661-66-6P
RL: SPN (Synthetic preparation); PREP (Preparation) *— 5 B
(preparation of novel thrombin-inhibiting peptide analogs)
IT 9002-04-4, Thrombin

kovEY

o ——
RL: BSU (Biological study, unclassified); BIOL (Biological study)
(inhibitors; preparation of novel thrombin-inhibiting peptide analogs)
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BEF 1 FRERE

=> SEL L1 RN

=> FILE REGISTRY
E1 THROUGH E35 ASSIGNED

=> S E1-E35 L2 # REGISTRY 774 I T,

L2 — 35 S E1-E35 => D SCAN THRIRLTHEL.

=> FILE CAPLUS ZD#EE% STN Express THREERTH&
=> S L1 AND L2 SHITHMY BTN,

L3 1S L1 AND L2

=> D HITSTR

L3 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2006 ACS on STN

RN 9002-04-4 CAPLUS
CN  Thrombin (8CI, 9CI) (CA INDEX NAME)

#+% STRUCTURE DIAGRAM 1S NOT AVAILABLE sk

IT 174490-96-1P 174490-97-2P 174490-98-3P
174490-99-4P 174491-00-0P 174491-01-1P
RL: BAC (Biological activity or effector, except adverse); BSU
(Biological study, unclassified); SPN (Synthetic preparation); THU
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES (Uses)

(preparation of novel thrombin-inhibiting peptide analogs)

RN 174490-96-1 CAPLUS

CN L-Prolinamide, D-phenylalanyl-N-[[4-(aminoiminomethy!|)phenyl]methyl]-,
dihydrochloride (9CI) (CA INDEX NAME)

Absolute stereochemistry
NH?

Ph\\///é\\E;?O o
I,

C:_:E NH2

@2 ncl

RN 174490-97-2 CAPLUS
CN L-Prolinamide, N-methyl-D-phenylalany|-N-[[4-
(aminoiminomethy|)phenyl]methyl]-, dihydrochloride (9CI) (CA INDEX NAME)

Absolute stereochemistry
NHMe

Ph 0]

= f
< S7¢/-.J\II>1]
NH2

@2. HCl
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BHFEOEDERAEICE TS CAS FILES DOFA

BEH 1 . FHEERE
B FOMOESIShTWHWAERY (BREIEEES
174490-98-3 174491-02-2
NHAcC
Ph (0]
(0]
_JJ\E Me
S//=O 0
@®:cl Q IEI)/\li;|\CN
174490-99-4
NHo 174491-03-3
Ph
/ o) CO2H
Jk
O\\ /\/ Ph
O—\E 5
.--"'LLN
@®: :uc1 :S H/\©\
174491-00-0 CN
174661-66-6
Ph
@ -
174491-01-1 @ ¢
Ozlé—Dl oN
NH2 L] |O
Ph, 2 o] Q_é_NH_Cw‘@/
0]
__”_,]‘\ N/ Me
IDS L&D H
KEDWNH
H
@2 nc1
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* MARPAT 74Dl a—F (FAVEHZEIZCESINMMERSIN TLNS)

= FILE NARPAT RSN THMEL, KA VI HE
=S L1 Shi-ARBFIZEHINATLS
L4 1L e

=> D MSTR

L4  ANSWER 1 OF 1 MARPAT COPYRIGHT 2006 ACS on STN

MSTR 1
O G45 G52 EH
%l__§4L_Q 5 %49_G50_§48_.___NH__G47
53
G1 =15 / 437 / 530
62 45317830 5§3S0I6
G31 439-2 440-438

02557992

REGISTRY J7AILTIE, IRDH
TSN TUL=AY,
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=> S L1
SAMPLE SEARCH INITIATED 13:35:57 FILE "REGISTRY’
SAMPLE SCREEN SEARCH COMPLETED - 23667 TO ITERATE
8. 5% PROCESSED 2000 ITERATIONS 47 ANSWERS

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED)
SEARCH TIME: 00.00. 03

FULL FILE PROJECTIONS: ONLINE **xCOMPLETEx*x*
BATCH  **COMPLETEx*

PROJECTED ITERATIONS: 464135 TO 482545
PROJECTED ANSWERS: 9709 TO 12537
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AN 1989:95774 HCAPLUS Full-text

DN 110:95774

Tl Synthesis of Noa-(arylsulfonyl)-4-amidinophenylalanylprolines and
No—(arysulfonylglycyl)-4-amidinophenylalanylprolines and their

testing as inhibitors of serine proteases. Part 33: Synthetic inhibitors

of serine proteases
AU  Voigt, B.:; Stuerzebecher, J.; Wagner, G.; Markwardt, F.
CS Sekt. Biowiss., Karl-Marx Univ. Leipzig, Leipzig, Ger. Dem. Rep
S0 Pharmazie (1988), 43(6), 412-14
CODEN: PHARAT; ISSN: 0031-7144
DT  Journal
LA German
0S  CASREACT 110:95774
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AB Title compds. | (R = p-tolyl, a-naphthyl, B-naphthyl, X = null, X1 = Pro; R = same, X = Gly
X1 = Pro, D-Pro) were prepared from p—cyanophenylalanines ||. The cyano group was converted into
the amidino group in 4 steps by standard methods. The substitution of the pyrrolidine residue
by L-proline in this type of inhibitor decreased the activity against serine proteases, especially
against thrombin. In the case of the D-proline derivs., the decrease of the inhibitor activity

against thrombin was very high

ST arylsulfonylamidinophenylalanylproline prepn thrombin
inhibitor; arylsulfonylglycylamidinophenylarylproline prepn
thrombin inhibitor; amidinophenylalanylproline

arylsu