iy 0e3e<d/9...\/</ac/6c/Td/ +4Q _ V~TO 03/ 020731 PCT/ EP02/ 09539 Cyclic indole
and heteroi ndol e derivatives, their preparation and their use as

medi canents The invention relates to novel substituted indole and 5

het er oi ndol eyw@eiiavatiowaa of the fornula | to their tapcDAEPE2/0958d€i I
stereoi soners, to their 10 m xtures and to their pharmaceutically
acceptable salts, to their preparation and tqQ their_use as nedi canents, in
particul ar aS¥Y&ddia urthdetnt and; nwlﬁdcﬁﬁ pal T L A5 H na .ﬁeig Ger man
patent appl i gaidpatatiiozr aid@ ithedd, ud@0@ s Reidintane@Es Medi ca AG with
Privatdozent Dr. Mahboobi) describes a process for preparing 2-acylindoles
via the corresponding 2-1ithioindoles. 20 Theophil Eicher and Ral ph Rohde,
Synt hesi s 19&he ppnvél®i 625 redesesi b t hevplepartstiidnted indole and

1, 2-di phepyl 33-.az e .a)J - 3 Jrediealr application of the
conpound ﬁen%’%&%&gﬁ%}?oﬁ%t eg @éés}g’l%%sg)fn%gre ?uggesltcagdl. 25 According to one
aspect of the invention, conpounds of the fornmula | are provided

| ~r ~~ue~~~~ a Page 2 R~ R3~ R4y R6 where 5 Rl is hydrogen, (C6-Cl4)-aryl
which is unsubstituted or fully of parti aH1y substituted by identical or

di fferent substituents, (CLREL whi ch contains at |east one to
four N, NH, O and/or S as ringl nd i s unsubstituted or fully or 10
partially substituted by identjogl f eLR6Gt substl)t uents,
(C3-C8)-cycl oal kyl which i sR4hsuldgtit ted| r fully or partially substituted
by identical or different substitgent E arzstrai ght chai n or branched

(C1-C20)-al kyl which is 15 unsubstitut or fully or partially substituted
by identical or different substituents;! An B, C or D independently of one
another are a nitrogen atomor a carbon atom substituted by 20 R2-R5; R2,

R3, R4 and R5 independently of one another are a free electron pair (if

bi ndi ng partngs AheBr Gaitdhere, atdi ttiogen atteneoilspteagen, thalthgdnr,

cyano, 25 nitrp, hydroxyl, straight-chain, or 1 1- ? l-,

strai ght i@haiW’B‘FH%‘?%ncﬁgg ( EE- oy AT Y | %?Eﬁgﬁgﬂgggg%ggut.% tié)rél)éeor nor e
hal ogen at onssakts ai gbt - chlaeir or phepachtilon Clagg) - sbkokpeist r iSght a6hai n or
branched (Cl- - whi [ ﬁ%)’ cqu%l):i tt ed, Y4 Q& Or Hdal qgen
atons, strai g%a%%lﬁ%{(%sr brlgpn_cfpga Cl- - al kyl enedi oxy, 98

( Cl1- 0B) - al ky| mamphy| oky, PRIl sl an| ke &%ar bonyl oxy, (Cl- 08)-al kyl t hi o,
(C1-Co) Page 3 al kyl sul finyl, (Cl-C6)-alkylsul fonyl, carboxyl,

Cl- C6) - al kyl b | at i.de, -C6 k i.de,
NN 1L (&5 CEJSRNEY | DAL BBk A L ot S - LBy - SUEYT (ARSRE s
nmono- ( Cl- C6) - at'ky| ametti,cadi - AG1- Ga)thal kPrawviandozenér e Phe t Wahlophds)

radi cal s together for Qg i Is |l I 0 (o] re NH,
(D AR e O BcH Dt 6h e st

( C6- Cl4) - aryl cootespynairg| 2-1oshrimdabesr yl - (Cl- C6) - al koxy- (C1- C6) - al kyl ,
(C1-C6) - al kyl carbonyl, (C1-C6)-al koxycarbonyl, hydroxyl, where two directly

adj acent radicals may be attached to one another; 15 R6.is (C6- -aryl
which is QtPnsu'BBf—‘PPmi;d gichgr y 3 pRa it yRefdS i t&%’@&ﬁjﬁﬁgisdeﬁ[]g@csdl or

di fferent subgpitegents2s( CheGlliveettioapybpahathononttaiine -atidheastl-one to
four N, NHL Oand/or S as ripn ers.,and i s ygn I tut I |y or
partially 20 éﬁb@??fﬁ?%8pﬁ?£?g%ﬂ$$§3?—%Fog?ffegeﬁﬁggﬁgi i%ﬁ)ntigégldh

( C3- C8) - cycl oaFkythehi admpaeunds mesttiitomestd dis f opiyher pdis¢bP$§dsubstitut ed
by identical gﬁaﬁggkgagnt substituents, straightchain or branched

(C1- C20) - al ky 'S 25 unsubstituted or fully or partially substituted
by identidal or different substituents, where the identical or different
substituents gargosgkagt ¢ fdrRMddse@ Ovp enBasiisivieng ioh  hywbmggamds labri ne,
chl orine, brom ne, iodine,_ cyano, nLtrg, hydr oxyl, 30 (Cl-C6)-al kyl,
(Cl-CB)-aIkox??ec§P58¥}P,i(@igcﬁfaVRQF whi ch is substituted by one or nore
identical or different hal ogen atons, (Cl-C6)al koxy which is substituted by
one or nore identical or different hal ogen atons, straight 35 chain or
branched (C2-C6)-al kenyl, straight-chain or branched (C2-C6)-al kynyl,
(C3-C8) -cycl oal kyl, straight-chain or branched (Cl-C6)-al koxy,
straight-chain or branched (Cl-C6)-al kyl enedi oxy, 5 XY 10”mHmmmNWHmmmu

35 Page 4 “G00002*
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{C1- CB) - al koxy-(Cl-C6)-al kyl, (C6-Cl4)-aryl) (C6-Cl4)-aryl-(Cl-C6)-alkyl,
(C6-Cl4)-aryl (Cl-A) - al koxy- (Cl C6) -al kyl; is a carbonyl (C=0), sulfoxide
(S 0) or sulfonyl ( S02 ) group ; is an oxygen atomor a nitrogen atom
Substituted by the radical R7 (NR7), ng R7 is (C6-Cl4)-aryl which is
unsubstituted or fully or partially subSti ?uted by identical or different
substituents, (Cl-Cl3)heteroaryl which contains at |east one to four N, NH,
O and/or S as ring nenbers and i B2unsubstituted or fully or partially
substituted by identical or dlff/grent subgyituents, (C3-C8)-cycloalkyl
which is unsubstituted or fit |1y substituted by identical or
different substituents, straight-chiain pr branched ( i C20) - al kyl which is
unsubstituted or fully or pariCgl @d by id Biical or different
substituents, where the iddHti cap or rent substituents are selected
fromthe group consisting of hyd ggenxt rine, chlorine, bromne, iodine,

cyano, nitro, hydroxyl, (Cl-C6)alkyl - Co6) - al koxy, carboxyl,

(C1-C6)al kyl which is substit ut ed by ome!®dr nore identical or different

hal ogen atons, (Cl-C6)-al koxy which is substituted by one or nore identical
or different hal ogen atons, straight-chain or branched (C2-C6)-al kenyl,
strai ght - chaijj,&¢e branched (C2-C6)-al kynyl, (C3-C8)-cycl oal kyl,
straight-chain or branched (Cl-C6)-al koxy, straight-chain or branched

(C1- C6) - al kyl enedi oxy, (C1-C6) r Page 55 10 n Z 15 20 25 30 35

al koxy- ( Cé- CR1 al kyd , hyafa@em qlesi-a1dn -brgiic hédi atonds ( GheGP)staltkarlesiti no,

strai ghtchain or bran (Cl ) Y.

(C1-4)-radical s t f‘hgf orrr%qa ?’llykn Al‘\%g&ﬁcw% on |?da§'g%t°8| ns one or
nore NH, N-(Cl- CG)dJaﬁﬁ@yxfentO 6|t1bStlQ‘-@6nG§4) é{iifrCl heteroaryl which
(C6-Cl4)-aryl - (Cl- é% %ﬁ%’ 'at(@a&l%nér Mb(@éu@%q aNhOXb— (—&&/6@) 2ldgy!
(C1-Co) al kyl car bon Cl- -al car bonyl ; t he pr ovi so
that, if n =0, | f¥<a eaFtsom stft uP’éﬁuB§tf‘F|‘ét?‘3dl%’él RS where

R8 is (CgpCl4)-ar yhawi £1y S diibtishited ethyor ifleht ycal rxarrtldalﬂfyerent
substituted byldentlcal or differen tity Cl-C t er oary!
whi ch contains at TERFI YRR four ({EP ﬂ@? vl Sna‘lLl g as %g)n%%nenbgir% and
i's unsubstituted oindubstyioutedrorafhylygubst ptaurn:edlliy isthasitiidalt asy by

di fferent substitue ylg supsti _fully
or partially subst@&?tdé%13 % |caﬁc}aéc§{r% d.%%?gﬁ?é’éﬁ stP?ue%ltét&tsﬁ%M

strai ght-chain or @hamhedOJ(Cl mcmw (92 Qs-aarbst iwhk@d ol ul ly
or partiglgly SUbstﬁﬁgﬁsgtgtyutge%fcehmy dirf farent 13ybshiddathtedvnsf e the

identical "or different substituents are selected fromthe group consisting
of hydrogen, fluorifentifrdrPhedlbreheRE, SHBAFHEYERYSM0, nitro, hydroxyl,
(C1-C6)al kyl, (Cl-C6)-al koxy, carboxyl, (Cl-C6)alkyl which is substi t ut ed
by one or nore identical or diff ent hal qgen to - al y ich
is substituteld b oneccor °hnPe i ent&% ergﬁF h%}o en at%‘prrésf éymPage
6 straight-chain onibrageheds{@R- @&) @I kefnyrbogtratgm %Ihh$nl'elﬁt%¢arh§hed
(C2-Co) - %C{zynyl (C§2C§% cycl oal kyl, straight-chain orbranched

(C1-Co) - oxy, straight-chain or 5br anched (C1- C6) - al kyl enedi oxy,
straight-chain or branched (Cl-C6)-al kylthio, (Cl-C4)-alkylsulfinyl,

EC]- 04))a| kY:ﬁgl]‘:@@)’: ﬁ@aﬁé‘l)f-t@ri/l:lﬁ@}%)@mdently of one another are a

C6- C14) -aryl sul finy Cl4)-arylsul fo
(Cl- 08) - al koxy- 10(€Ie€6)g? {ﬁfp chbpding partner A, B, C or
br anchednmono- ( C1- CH) salekyd a:miu:noogahratgm c hgidmrogrelr, atetlepen, cyano,
i-(Cl- al kyl am no_wher e, t (c c}(l oget her &Qéana
ri ngwhi g?%pu onal fl g(“§ﬁ8nt ai ngagﬁ%&gf no%}ﬁll{—gfilg g %ﬁﬁm)égl 0 or S,
(C6- Cl4) -aryl , (C6- (Cﬂ:d)—Cér)ylaéhkyl ( 6B rLlghtachainCRIC) raencrmd (C -

C6- C14 | - (C1- 3l kvl
E C1- CB) - ) a?rk)c/)xyf:ar bg%);y ?Iﬁ%:[l’lé%s (%?%E%ﬁf/uteé Gly CBhealdey rﬁ@fé)ol@é(iogen

br anched20nono- N- ( BEOTS) - &8 KA X oy dhi A5, Ranghyd - ERhrRo brabk ¥ ¥Ehed

di - N, N- (C1- C6) - al k)é'tr%.i@ﬂ@ﬁ)‘:h&ﬂh”@r Hrfedt e C{T.&HC@)r alkoxy which is

br anchedrmno N (Cl- gg))a;al koxy.car bonyI am no, strai glh n_or bg@gﬁged

di - N, N- ( G 08) - 25aFkRGRYE&EERY | &Y no, O™ r aPght -LHaT |n anched

N- (Cl1- C6) - al kyl car lg(tﬁryajlgmn@%ﬁ:L@Clef:G)braﬂrqumin NOL1-€6¥ aaghylehadnoxy,

or branched N-(Cl- al kqx (C1-C6)-al k - d that,
B e i o (T B e
or a phar maceut i caldaybenydseabl e sal t(Ct‘lreG@bfalthéfgpﬂ Accor dFhgChd-a
further aspect of the invention, conpounds are provided which are
characterized in that RL is hydrogen, R2, R3, R4 and R5 independently of
one anot her are hydrogen, hal ogen or (Cl-C6)-al koxy, R6 is 5 straight-chain
or branched (Cl-C20)-al kyI V\:hl chis unsubstl tut ed or fuI I y or part| aI I y

N L Y . 4 T P~ P~A AN\



R4 R6 is reacted with aa) oxinme or bb) hydrazine derivative H2ZN-NH R7 where
R7 is as defined in claim1l, and the 25 resulting product is cyclized with
an activated carbonyl, sulfoxide or sulfonyl derivative, or is reacted with
‘ec) phenyl acetic acid derivative Xi- 2-R8, where X1 is a suitable

| eavi ng group, such as Page 9 hal o 8d% (C1-C2)-al koxy, and R8 is as
defined in claiml, foll owed by cycllzatlon in the presence of base 5 is
provi ded. The con‘pdkm'dsudfflmb'é f or HGLaCh) aedbivdsig foavihe i A2ERPKYBA  can be

obt ai ned by processgs Jdgho r c'saerb A S d ablerpsLsesse | sn-flon-exanpl e,
t he process descrls(ggd 13 %@Ik%q roea%tl on of an |ndolee or het ﬁ%%{bndol e

conpound provi ded ahkwlagmb@@qama{d@, with a suitalr8-AdclEdrb§ic ng

gRr2 oupRB E \l/?vl4thRgrggGQ%r%\;o@Jalrdl@elqu@qp@@r)dalécb?ywhgqh@? -B3kytl., Rémbihs, R4 RI1,
an e as defin S

hydr ogen, 5st r ai ghffiog¥eg { ﬁflorCGBré’rJr%%' ntléf C6) 25831['2@96&?% glﬁy\r\ﬁm&ﬁol’s

unsubstituted or siestd tdHeedvy (m:e—cw) nea @i dal ®geogatbes, mayr bght achai n

or branched (Cl- CG al ko rbon sti te 4) Cl)al kyl,

strai ght-chain or Hfgncwgé %Cl Pa%’;é%?ﬁ C{C#l n(s o?& %€4¥Aoargeyl }sqgll f onyl

whi ch i s unsubsti tN# @l -&r6)3& dutdst | @ ubed Eby (Qﬁ-%f}laﬁkyl ECI6SC@4|)

hal ogen atom for ¢ a flagardin 191 (A ) -Rnajiine ater-c14) -
(C1- C6) - al koxy, i M ’EB%}P ceere ES EJ%I Mis Li, Ngleo vvher 3[0 is a

hal ogen &fom for aé)bélnp(lcél‘a{—‘ﬁ“)matﬂr}i%@j 1018 De 2 lodi ndCAr &Ry 5

El) reactlonblof tl B&?ax%&ﬁﬂl f'm#@twce'} BQk@E{Qbaébbﬁ%&QrTﬂwmeIhv@efr@agent
aving suitable nucl. eof u gaving gro i ro

si mul t aneous or pri ‘ihe’ﬁ%?/'giyof" Pﬁgegﬁ §lal%tll(f&:hs I%@Rgt ‘IQ glEﬁao (ei % r ogen
atom R2 | Rl R3, ol {rothdy~ Rs '~ E~X'~/R8 a.1 R5 RO O 15 where Rl, R2
, B, M, R, R, B, RO, A B, C, D, Eananreasdefinedat

the outset, 20 cl) reaction of the 2- acyllndole or heteroi ndol e conmpounds
with bas@5 prRS er abd y (§6dCUA) hadyildevhixth base WReubstityeRsofindid 1y

Page 11 Rl, R2, R3,, I%artl,:zﬁalﬁ1s%stf‘t:ugecilbeDlagﬂtKCQtLeoQ'S deffigieghat the

outset and Z is a carbon atom substituted by a radical for n = 1. b2)
reaction of the 2-HBSFHaREESr hEteroiHadt ?%??p@(ﬂndé"% 4 GRS ut ed

or substituted prigmryeagtnorer tyatio@s:N, NH, O and/or S as ring
members and is unsubstituted or fully or partially

20 substituted by identical or different
substituents, (C3-C8) ~cycloalkyl which is
unsubstituted or fully or partially substituted by
identical or different substituents, straight-

chain or branched (C1l-Cc20)-alkyl which is

25 unsubstituted or fully or partially substituted by
identical or different substituents, where the
identical or different substituents are selected

from the group consisting of hydrogen, fluorine,

chlorine, bromine, iodine, cyano, nitro, hydroxyl,

30 (C1-C6)-alkyl, (Cl-C6)-alkoxy, carboxyl, (Cl-C6)-
alkyl which is substituted by one or more
identical or different halogen atoms, (Cl-C6)-

alkoxy which 1is substituted by one or more

identical or different halogen atoms, straight-

35 chain or branched (C2-C6)-alkenyl, straight-chain
or branched (C2-C6)-alkynyl, (C3-C8)-cycloalkyl,
straight-chain or branched (Cl-C6)-alkoxy,

straight-chain or branched (Cl1-C6)-alkylenedioxy,



10 R RL RA~C D( N~ R8 R5 RO where H-- \ --R90 15 R1l, R2, R3, R4, R5,
R6, RO, A, B, C, Dand Y are as defined at the outset, Zis a nitrogen atom
and R10 i s hydrogen, straight-chain or branched (Cil- CB)aIkyI
strai ght-chain or branched (Cl-C8)- aIF%I Zgbstltuted by one or nore hal ogen
atons, straight 20 chain or branched ) - al koxy substituted by one or
nor e halogen atons, (C2-C6)-al kenyl, (C2-C6)-al kynyl, (C3-C8)-cycloal kyl,
(C1-Cs) - aIkyIcarbdﬂﬂFCGQCﬁl@@k&lK@iy@@rb@ﬂ%wl (Cl C6) aFryFsé) Fanyl,
(C1- C6)a|ky|su|fo ¢ al kqxy5( C al kyl, ( 1 ) L
(Ce-C14)-aryl - )ég Cl@l’ Q@& CG(%% 56 ]a—l )l - )-aI kg%g(?:?t %G)a@glyky :
( Cl1- C8) - aIkyIcarbd@}kC40C@lé@yyaﬂﬁéxﬁéarﬁé 1i ¢2) reaction of the indole
or heteroi ndol e conmpounds 30 with a reagent having sui tabl e nucleofugic
| eaving groups, if appropriate with sinultapeou or pri.or _reno t he
substitueht PO at ithe? i RasPamit r (g 'at%HfE é@ 12F 184 X?Oﬁi ~X~R12
where 5 Rl, R2, R3.soR#, gRbupk6, R9 A B, C D and X are as defined at the
outset, Zis a nitrogen atomand R10 is a hydrogen atom and 10 R11 and R12
|ndependently of one anot her are nucl eofugic | eaving groups, such as a
hal ogen atonw'for1&xanp|exagehl@mqnaObr@nmminﬂgqaxﬁﬁmmaﬁébﬁteeﬂteé)aIkoxy
or imdazolide. I)(Hcp@% 6lag t&q é;@;t)l oRHe-rarried out particularly

eact

advant ageousl y by ng an |so ate in situ generated indole or

het er oi nd®l ecar boxi m dazolide of the formula Il 20 R38 ~ RL Cw ~ ~~ 'N R4~
~ DN if RS R9 imgmhich RiceBeaaR3ariy, Bﬁlcﬁg:lé\ &s@s&ﬁd@eﬁ eoas
defined at 25 the outset, with Gi naragl eae i.n '%ulelndole or
het eroi ndol e deri vati vesildf ¢ RE &5 by Bu Stﬁ&b‘ AT %Ritch R1,

R2, R3, R4, R5, R6, R9,0rA, H,d{¥sactled: are aabStcHeﬁened at t HE€ledtilsSet-, with

‘hydr oxyl am ne, cycli2| t he indol he | e_der % f (the
formula IVR3,~, ~ Rl r}%ﬁ ré’dl 58' ESE%EQF{% ?{g I—}#ﬁt’& %ﬁléio |ton whi ch
Rl, R2, BS, R4, R5 R6,far B\] QN DrrdéonsSdasi Héagamemkersupset 15wt h

N, N - carbonyl di i m dazolhﬁ.lglgogd v&gé}@ 15 4ndol gugg[%het e$.0I nd@lagtq%ml\yatl ves

of the fornmula V R3~-B~ R1 D NR5 O-O-N and cHzn&g_;L e i ndole or
het er oi ndol e deri vati ve@lhﬁtlttlf’rét%ové?héntl bABRLEGR Ul aOF] | erent
substituents, (C3-C8) -cycloalkyl which 1is
unsubstituted or fully or partially
20 substituted by identical or different
substituents, straight-chain or branched

(C1-C20)-alkyl which is unsubstituted or
fully or partially substituted by identical
or different substituents, where the
25 identical or different substituents are
selected from the group consisting of
hydrogen, fluorine, chlorine, bromine,
iodine, cyano, nitro, hydroxyl, (C1l-C6) -
alkyl, (C1-C6) -alkoxy, carboxyl, (Cl-C6) -
30 alkyl which is substituted by one or more
identical or different halogen atoms,
(C1-C6)-alkoxy which is substituted by one or
more identical or different halogen atoms,
straight-chain or branched (C2-C6)-alkenyl,
35 straight-chain or branched (C2-C6)-alkynyl,
(C3-C8) -cycloalkyl, straight-chain or
branched (Cl1-C6)-alkoxy, straight-chain or
branched (C1-C6) -alkylenedioxy, (C1-C6) -



Jn which Page 14 R1, R2, R3, R4, R5, R6, A, B, C and D are as defined at
the outset and RO is a hydrogen atom w th unsubstituted or substituted
phenyl acetyl halides in the presence of, for exanple, sodiumhydride as
base, 5 to give the indole or heteroindol e.derivatives of the fornmula VI.
R2 R3 R4 10 The compounds used as st PPan materials, sone of which are
comercially avail able or known fromthe literature, are obtained by
processes known from t RdXaxyer @unGs) -faddknter nor estxadgRt pelepbir at i 0RTI s
described in the exanbhgs, g PreGSESSESL kaoy0aikpakEs 15 Likarghyre are
described, for exanple, in L. and M Fieser, Oganische Cheme {N ani c
Chemistry], 2nd editiorfhafgyer phgrached 7dio (€2886 AnalkHLlEREDP| ERI Ur e
cited therein on pages {i81r}483c1l04allovhancyyeyltMddtiei, M} heden der

or gani schen Chem e [ Met hods of ,20 organic ﬂ)gm’ stry]. and in Ul manns,
Encykl opa8i e der techni®sdifen"eheR eogtb}‘?% s C@ﬁt%nﬁpeaflﬁ of* TECHN cal
Chemi stry]. Furthernoregut hm-nesutbirglreipoundsrofs t hd ClheiCidl)aaryd5 can be
separated into their en i rs and/ | ast er.eomers. USyq fyOr, anpl e,
the resulting corrpounds(aé;é'@h 'faorry%_l chll_ddv@i_caﬁlk ceur as(-E:%a?éLrgﬁgt éasr?gan be
separated by methods kna¥inQbr-skaxnt-o(helq) exldmi oners, and do¥®dunds of
the fornmula | having at i%o&%,sym@léép_m&%ﬁ%pgn, owng to

t heir physi cochem cal di erences,” be separated by net hods known per se,

f or exanpPe by chromat ography and/ or Page 15 fractional crystallization,
into their digstergonerse whi Gt where obtainesl tmat acefis $00m can then be
separated as nentioned above into the enantioners. 5 The separation of
enantioners is preferably carried out by col unm-chromat ographi c separation
on chiral phases ofsbwy restyshaldticmat sobstiomcad dpti chlel yradicak K8 vent
or by reaction w tgcéfﬁiomﬂcﬂlal y active substance which forns salts or
derivatives, such , )OVF exanpl e, esters or amdes, with the racemc
conpoundl5Furt hernmore, the resulting conpounds of the forrmula I can be

converted into thegg salis, ddLdadtif@r wiknl5iBhainBessit i eate@pps cation
into their pharmacol ogically and physiol ogi cal I¥ acce agl e j:ffl ts, ulsi ng

i norgani c or organic acF@sly AQrdsPREFabiE P tt'?itéltpﬁ[.)#p ¥e HELIH

exanpl e, hydrochloric agid, hgdegbrentc acistibstultfusnite, aci d, (qhasihori ¢
acid, fumaric acid, succipic 20 acid,. l.actic acid i tri id artaric
acid or malefic acid. MFPESYRFIYT he" o fiftiE B h%tf O;Lgrrﬁ?g Io%%n,é?f t hey
contain @0 aci di ¢ groupfosucK, aNHa OarbdXplr § esp rivg 2emmreerarnd i f
desired, into their sal} j jgul ar, . for ceyti cal,appid i ons,
into their physiol ogi caﬁlﬁf/u%%%g%{l%%ﬁe sacﬁ S, ggﬁﬁgfno?%ani cp or OAI‘E%I;’H C
bases. Bases suitable fenbshisupadposbyar e idemtisedmpl € sodiiff ¥R oxi de,
potassi um hydroxi de, 30sG¥etohgaytam necpidans}aBdlky i evhasdl amge and
triethanolam ne. Below, the inyentigon is ill uztdlr ted in nore detail-. by
exanpl es; however, the PREEREEBRUFEInot 9F nit ey 35 Phese R¥anbtesY
Ceneral prpcedures for puppaitigetihe Byacyliidetnliesmlaccarmdi ngdi HEethent

i nvention. Page 16 Method A) Isolatio . N :

i m dazol - 1-yl (1Hi ndol - Evgfﬁ%flﬁgﬁgﬁés agagéﬁéggqﬁgﬁ%nr ea%fi_onbﬁ?%hed
organonetal | i ¢ reagents (B1WRR) stilkyilng vétiqtooni & enpeysatagte tugesbl ubFon of
72 mmol (11.67 g, 1.2 egyhvyal S : N - Posyq G &g d | eqéie 2691 M of
t et rahydr of uran was addgg%?oeﬁg\% s%aja?fglgl?gfﬁ%i on %)?ﬁ%%@n%ézlo %:iLl. 47 g of 10
5- met hoxyi ndol e- 2- car boR¥l i ¢ HehfPTND00 FPPSELIEBERERYdr oMHEHE ovEﬁ a
period of3$0 minutes. Afilancacharther 1Xifuseas of sabsthitngntshe apévent
was renoved using a rot ag“)f{ eva%ora or and_ .t he residue was r.%%wl%t al J);L_zed
from 220 m of tetrahydPERECEFhexhhe@™ 15585 2. AW ga &St

i mi dazol - 1-yl - ( 5- met hoxytidoigeao! - 2yf)uet mapne ahlarisreange- brominesol i d.

M p.. >300 (deconp.) /a, HQ?2 0C, equi ,_f‘d}%% of the_ce)-
organonetal i ¢ conmpound l\%gygeadde%yaﬁg%’pw ?éttgg'a sﬂcl}%tl n ‘of equi \)/al ent
of i midazol - 1-yl - (5- met kddkyliH i 6QbtCE) ya}kexnanow@rlexydtr ahydtofl an (3
m/mol ) gych that the iayganal,2on! Seituie iudd0byexseed o2C. ndbe

conversion of the reaction“was nonitored by thin-layer chromatography
(nobi | e phase ethyl acetige@tic€rdne -om: 1j9ii§eEen% he PaLRIFRN hgﬁogﬁded,
Wgt er (éo m / mol ) was a(@ie_@gt)aéqlkg,,{]yegmiidﬁ? mlmlbgtgitamﬂedhleypbhwasi
adjusted to 6 using 30 concentrate rochloric acid. .The organi ase
was separated off and tﬁlé’%quégﬁgt&ﬁaie A& ‘g’séf%‘?ré%l RIS rr%lls:g{/n\ngt’h
ethyl acetate ( in each case 2 m /mmol ) . The conbi ned organi c phases
were dried over magnesium sul fate and the solvent was then renoved using a
rotary Page 17 evaporator and the residue was crystallized from al cohol.
Exanpl e Al: 5 Reagent Al: Methyl magnesi um chloride, 3.0 Msolution in
tetrahydrofuran \ I N~ ?f HII



.0 10 1-(5- Met hoxy-1Hi ndol - 2-yl ) et hanone M p.. 164-167C (2-propanol)

Exanpl e A2: Reagent A2: Phenyl nagnesi um brom de, 3.0 Msolution in 15
diethyl ether i r _NHO (5-Mthoxy-1Hindol -2-yl)phenyl met hanone 20 M p.:
"164- 166C (n- but anol ) Exanpl e A3: Reagg % 3- Met hoxyphenyl magnesi um
bronide, 1.0 Msolution in tetrahydrof@®&n°25 0\ \ /v ,00 Page 18

(5- Met hoxy- 1Hi ndol - 2-yl ) - ( 3- met hoxyphenyl ) net hanone Mp . 143-145C
(n-butanol) 5 Exanpl e AtraReagenthaddt 4r\ebrexypedny|(f8gRési-atbeonilde, 0.5
Msolutlonlntetrahydr N nyl,

(5- Met hoxy- 1H-i ndol - %%l?%mt%hggfphgnl\é IOb%Ql cgr?gne(ﬁ/lz .CG alk¥§

(n-but anol ) Exanpl e A5 (%@é 1(3)@5}kY4lfChI oro%ﬁé@awlﬁ'égﬁ]é@r%m br ofifde, 1.0

M solution in d'ethyl‘%ﬂgﬂbﬂgd /(éﬂ—¢6rléiﬁbﬁﬁ stralght chaln or

(4- Chl or ophenyl ) - (5- net hoxy 1H i ndoI ZGF% nong § 192%

(n-but anop) Exanpl e Ae:Puihat A6{Ch- ?eg&q}’ ERPAHP=L: 0 Ms 57 in 25
tetrahydrofuran  Page gifhir, orsoréhched (C1-C6) -alkylthio, (Cl-C4)-

(5- Met hoxy- 1H-i ndol - 2- yl]ziﬂfhl % ésyl met hanone(éYI_Q4 _Ja!'i%y:h% gfgquliut anol )

5 Method B) One-pot vard is of the
i m dazol - 1yl (1H i ndol - 2¢g8amet hanoyrieshiand  subs d@eetil 4) magiviisulddayilon wit h

organonetal | ic reagents under an @hmeenhern&d 1 nert
gas, a solution of 26 r’r‘n%é) é(/# 05a$lte§ ul vﬂ%ﬁ]fj') N, N c?rlbonyl (% i mdazole in
tetrahydiafuran (3 ml/nfR})Cas;aley oomstté‘@aéﬂ'l&rl?ﬂ"é‘lnadd%ﬁ dRFREEY 0 a
sol ution of 25 mml of an,dngel ey caﬁI}Q@l%iz@oaCI dsufaﬂ@aﬁ&iﬂamydr@fmran (2
m /mol ), over a period of 20 m nutes, é %'%urt er q'Se bes tof
stirring, the reaction JAREESH Gas (Edof8d-poryeam™ng 3 Ifﬁqu 8 eMts of
t he organonetal lic: corrpocgm@b&\pxm@ﬂ@&ns dropyétsiees uahay hatotrhe & ntreimeal
tenperature did 20 not ed 5 (ab 60 ) he, i of the
; , @91? :yo 20U, 6Q. J1iy! %ﬁ oFli f ﬁfé N,

reacti on was nonitored r"chronmat ogra ase et’hyl
acet at e: hexane - 1:1). W {@k- @&E—ablmllon Cthad cgnded; vva&C‘é?r q1140> -rﬁmfﬂrml) was

added to the reaction sghgt agﬁ:,i H was gld e 100 U NS
concentrat ed hydrochl or?‘j(::ga%?g e %%yg.nl C phgghe was se aflat ed of%) and the
Qﬂé h™

aqueous phase was extragtk&dlt hr e & Wi ethy1CHcer case 2

m /mol ) . The conbi nggkpiganic mm>wx@mamwer rragness:lwﬁ)sulfate
and the sol vent was then_yenove u5|£g r ot a@(1 HEYapor at or rgﬁ%]f
resi due was crystal|ized kPORFAFROPBE: ERERBFEBICTE A 1%y MBIl A

| ndol e- 2gar boxyl i ¢ aci ﬂonoPﬂgec29cReagéhlearbanmamm9pherﬁ/tl:mgﬂﬂ’e@r um

brom de, 1.0 M sol uti on n tetrahydr qf 5 C6) -alkyl-
(1H I ndol - 2-yl ) - ( 2- et h ?bﬁeny met hanone e\lgi i I\13{)%L(et)haanol water =

4:1) Exanple B2: 10 St acarhgnpheminal : |sm:@12tz<ahmy| P& adpepnched
mono-N- (C1-C6) -~alkoxycarbonylamino, straight-

chain or branched di-N,N-(C1-C6) -
25 alkoxycarbonylamino, straight-chain or
branched N- (C1-C6) -alkylcarbonylamino-N-
(C1-C6)-alkylamino, straight-chain or
branched N- (C1l-C6)-alkoxycarbonylamino-N-
(C1-C6) -alkylamino;
30
and that, if n = 1,
Z is a nitrogen atom;
35 or a tautomer, a stereoisomer, a mixture or a

pharmaceutically acceptable salt thereof.



Reagent A3: 3- Met hoxyphenyl magnesi um bronmide, 1.0 Msolution in
tetrahydrofuran of 0 15 (1H I ndol -2-yl)-(3-nmethoxyphenyl) nmet hanone M p..
119-121C (2-propanol) Exanple B3: 20 Starting material:

5- Met hoxyi ndol e- 2- carboxylic acid Reagggé Al: Met hyl magnesi um chloride, 3.0
M sol ution |ntetrahydrofuran~ I ~N H O 25

1- (5- Met hoxy-1Hi ) et ha 0 Pa M 4 16 opanol)
Exanpl e B4: éF&PFgﬁ&gnat%ar gungﬁBX % d%ar boxy! | CZ\a%Il(lé §£Reagent
B4: Et hyl W&g&@&ipblﬂﬂndfsl mrnedepr&vﬁdwswhmthonnen ctl'@trraaiwme:ﬂamothat N~

H O 10 1-( t hox yl Jpropan &2- grapanol )
Exanpl e BS a |>n&1 r| allgz %‘/Ef hg‘gylanép% Vot car%ox%r?tzﬂapm d 15 Reagent

A2 Phenyl nagum@@'lmbrm deydBogem sbripPeR oF d‘lcét‘r%ﬁ) wiexw R £s T |
D 8 (%X'\{%H@%Lc%%lhnd@r 2piaiheny| mRehanpue- Mgyl 164idR6Cis

(n but anol ) %e B6: Starti ng material : 5- Met hoxyi nd g % §ar bo§}ﬁll

aci d 25 Reages 3%eth o RFph &My g REs| Bﬁ'lrl’irlé de, SH BERFUEP

t et rahydr of ungaytq M1 dr @i tHfentPagisb?i tuents or 1s C6 Cl4)-aryl

(n- but anol ) HETal  HRvceHtPEoRbr CorBonr | A6 hé Corddi agh 5 HeTFVAL Ves

according to §d’b:st1m:\tﬁj§d chy Neddroch @1 Rmepéxafen@;m snbatumeaha from
urif f th t
pur i lca% nyltgie} rﬁ%%l T% é%?d& ”E‘éf angls@g)ﬁegyﬁg;c r%fi‘ﬁ '195‘18\@&11{'

Y
N, N -car neral “synthesis of the jndol=-2-Yyl oxi mes:
1.5 equi val entss sh smtymlerhyélt@mylglm r&ehyar@ese br & TandwbRER, Rt opfi se

Wth stirri ng%q\ﬁo\(%r‘l 8 aq_%;ll od fcrp Migut %glsu%sQqull@e\aal esvt s ph1ppt asgi um
hydr oxi de, I'n met hanol,, were added t sus enS| on g&ﬁ%ﬁ6gw val ent

of the 2-acymatktdhal ep&P@été(Eé‘Gre& ngP¥o ¥ ‘Ffbtiil% BE10

m / mol ) . Th%dmltﬂ@htsgnl ut | 0 y@sbhepl edc:cmﬁerzrefsl axnﬁoroaeﬁ hooms
(noni tored by h k agln after cooling to roomtenperature, poured into 20
wat er (1%5 m‘? )~ and adj usted to pH 6 using hydrochloric acid (10k in
water). The precipitate formed was isolated and recrystallized from

al cohol / wat erAccH] cﬁon regi pi i%]lat 4835, L0 Bhedihe OF 9aphe pfiﬁ%n\ﬁ@%n,

separated off eous ase was 25 extracted three t s.wth ethyl
acetate (in mﬁpcwscts ZaW/QﬁQV}defihé’héﬁli’bl%i%% %?@%‘FEG%%{% sifeldedri ed

over nagnesi U syt fal@robbR, sabverz was radves usdegeadentiyy o€vaper at or

and the product was subsegu ntIy purified by re S | i atlon, r .t he
crude prggucta%%h%’() ?E‘écﬂé’grf’gre?he f{‘)i/(ég{’ Rg *Page 23

Exanple Cl1.1 é&&ﬂ&%—)cha&mrtoﬁg mtae:rdrmld AlcCIy-la(E)twaJriqrﬂe Wthh is
1- (’5- Met hoxy- 1F+&£§¥4tuted or fuf¥§ or partially substituted by
identical or different substituents or is (C6-Cl4)-aryl

which is unsubstituted or fully or partially

25 substituted by identical or different substituents from

the group consisting of (Cl-C6)-alkoxy and halogen, n =

0, Z is the radical C-R8, where R8 is (C6-Cl4)-aryl

which is unsubstituted or fully or partially

substituted by identical or different substituents from

30 the group consisting of (Cl-C6)-alkoxy and halogen, and

X is carbonyl (C=0).

According to a further aspect of the invention, the
abovementioned compounds according to the invention are

35 provided for use as medicaments.

According to a further aspect of the invention, the use

of one of the abovementioned compounds according to the



5 1-(5-Met hoxy-1H i ndol - 2-yl ) et hanone oxi me M p.. 148-150C (2- propanol)
Exanple CL.2 (D-81690): Starting material B4: 1-(5-Methoxy-1H i ndol-210
yl)propan-1-one ~o , j 1 N ~oH 1-(5-Methoxy-1Hindol-2-yl)propan-1-one
oxinme Mp.: 163-165C (2-propanol) 15 agpge Cl.3 (D-70258): Starting
material A2: (5-Methoxy-1H-indol -2-yl %ﬂenyl met hanone ~O N ~oH

(5- Met hoxy- 1H-i ndol - 2-yl ) phenyl net hanone oxime 20 M p.. 150-152C

( 2- propanol : waventzof: HoExaapkeotling( IG5 sSrderEng Mrefharpal s A5:

(4- Chl orophenyl ) - (5= xy=1H.ndol; -2 anone Page 24 - .r ~. ~i _N
~-""HN "oHlﬁ %89?%gggg?4xahﬁggop%gn$ %Db?%teget hoxy- 1H i ndol - 2-yl ) met hanone
oxi me Crude product (purity by HPLC. 81% C2) Reaction of the

1H-i ndol - 2- yhpethanage @d Mes WehprheN - eapbery! ¢ nigezol entedt £anj val ent s
of solid N, N -carbonyl diim dazol e vveci']e a‘dcﬂ'gd to a solution of 1 qu%val ent
of the 1HRi nBERIZPMABERARS e RHAVHESh W ISAIRN 15 %A ( 30°HF ¥ n¥F) °and t he
m xture was heat ethovesrmn tieflad dompouritisharcofdiom t oo etheyifiz€ptidht er
cooling to roomt erature, . the_reaction.sol uti p Lt g wat er
(400 ni / mol FCFRE Efe "b’r";h BP%{“SCFB%S&Q%IXS %éséo?%aﬁseangﬁ;ér%gé%gﬁgfﬁed from
al cohol . If @A lpeecispiahd/erwasrfraremed, t he organi ¢ phase was separated off
and the aqueous phase was extracted three tines with ethyl acetate (in each
case 2 m/mmol). The conbi ned organi c phases were dried over ragnesium

sul fate B0d teeosslivent tRasat hEwr FeabydFRRT g of r dthdr y 18VEPSA&0er &nd t he
product was pdddsed Byr CYraparGhiconBhegcappyuadssi of cahgel fammlera I

at nospheri c pressure (nobil e phase ethyl acetate: hexane = 1:3). 25 Exanple
C2.1 (D 8168BCCORHENG 1P S rimeELCE yI ) et hanone oxime ~, o 0

1- (5- Met hoxy-1Hindol-2 if ~N

3- Met hyl -1, 2, 5- oxadi azi no[ 4, 5- a] (; met hoxyi ndol ) - 6- one Page 25 5 Mp..
217-220C (2-propanol) Exanple C24Z (D-81691): Starting material Cl.2:

yl ) propan- 1-one oxi ne ~O 1-R&: iR¥dol - 2

3-Ethyl -1, 2, 5- oxadi azi no( 4, 5- aB(5- i ndol )-6-one M p.. 208-212C
(n-butanol) 10 Exanple C2.3 (Dé : tart'h%g mat eripl C1. 3:

yl ) phenyl met hanone oxi me O Ry~ ) ! (5- Met hoxy-1Hi ndol -2

3- Phenyl - 1, 2, 5- oxadi azi no[ 4, 5-a] (I5- mat)l(%; ndol ) - 6-one 15 M p.. 198-200C

(n-butanol) Method D) Direct read¥ on fie 1H i ndol - 2-yl met hanone oxi mes
prepared with N, N -carbonyl dii m dazol e fol |l ow ng oxadi aza derivatives
wer e synt hesi zed 20 according to procedure ClL but w thout purification
react ed Egrther according to C2.

in which A, B, C, D, Rl, R2, R3, R4, R4, R5, X, Y, Z
and n are as defined in claim 1, characterized in that

a) the ketone of the formula
20
R2
N A R1
R4’é\\n | N | RO
Rs RO O

is reacted with aa) oxime or bb) hydrazine derivative
H2N-NH-R7 where R7 is as defined in claim 1, and the
25 resulting product is <cyclized with an activated
carbonyl, sulfoxide or sulfonyl derivative, or is
reacted with cc) phenylacetic acid derivative X1-CO-

CH2-R8, where X1 is a suitable leaving group, such as



Exanmple D1 (D-81362): Starting material Bl: (1H-1ndol-2-yl)-(225

nmet hoxyphenyl ) met hanone Page 26 y i y NI Q@~Q ~N O,

3- (2- Met hoxyphenyl ) -1, 2, 5- oxadi azi no[ 4, 5-a] i ndol - 6-one M p.; 160-162C
‘(col um chronmat ography) 5 Exanple D2 (_DD %1%61) Starting material B2:
(1H1ndol - 2-yl) - (3net hoxyphenyl ) met hafGre N\ ~/ ,NOO

3-(3- Met hoxyphenyl ) -1, 2, 5- oxadi azi no[ 4, 5- a]lndol 6-one 10 Mp.. 129-130C
(col um chron‘mﬂm@aphyb)r Ex@hpC2) B3lkoxsi1462)d St8ar@5nga$ratd@ﬁpld}eqﬁ\3'ln

(5- Met hoxy- 1H-| Jdol 1 2-y, gﬂ%h y n esence of
3-(3- Met hoxyb:heny ) - 1 Zﬂ%dxa |a§|§no ‘Qﬂ% %gnlgt %gﬁy%ﬁgolng one M p.
171-173C (ethmss ) 20 Exanple D4 (D70744) Starting material Ab:

(4- Chl or ophenyl ) - (5- net hoxy- 1Hi ndol - 2-yl ) met hanone Page 27 C1 N O-O-N
3- (4-Chl orophenyl ) - 1, 2, 5- oxadi azi no[ 4, 5- a] ( 5- met hoxyi ndol ) - 6-one M p. .
227-230C fn- b‘tﬁéﬁiﬂ"’)ldﬁadfhe fol | owi ng conpounds according to the invention
(exanples Nos. 1 to 324) can al so be prepared according to the

abovenentioned synthesis procedurges C

i ndol - 2-carb i © %{Eﬁ’?}l‘b‘%’l VAL | eh ?ﬁg‘fgl%. f er%‘%tg Esftf}gﬁpl t Gont £Pe
Starting mat emwdritikn Reamube: obrtLainelemy proesses kngwni3per Re. A Page
28 Exarrpl es 0 324 oX CH @dégérqf@@(m 0
2 o o o H ARt %%C‘%@% iy %Qﬁﬁegékﬁ%em\é&%o G4 CHCHGCHHH 4

( CH30) @@Hal@l(co»OS CHCHHH?2 3-(CHBO)206HBGCH CHCHHH 2
, 4- (CH30) z-CsH3 C (O 07CHCHCHHH3, 4-" (CH30) z-CsH3 C (0) O$CH

5 COIR C () B 10 TSEH 197 4. 080 HOHEIE (O PATEOCIA? 4 bRl ots C
e e e bl e 7o
- (CH30) - CHa c’%%f}f:%gﬁ ot 1T 5 5= Q% 9? ES6E € (0) 0

17 GCH @49 4 - C6HS©Omi>Qur,ldﬂ-(CHSO)ZCSH3C(O Ol8CCHCH4CSHSOH

IN

3, 4- (CHBO)ZCSHBC(O)OlQCCHCH4CGHsOH3 5- (CH30) z-CsH3 C (0)
0 20 CCHCH4-C6HsO H3 , 4, 5- (CH30) 3-CsHz C (O 0 21 CH CH CH 5-CH30 H
2- (CH30) CGHaC(O)OffCHCHCHSCHSOH4 (CH30) -CsHaRZ (0) O 23 CH
CH CH 5-CH30 H 2, 3-R3((hH %C(O)OMCHCHCH&%Q—@&HZ,M-
(CH30) z-CsH3 C (O 0 45 O CH 5- CH30 fb-3v, 4-(GH30) 2§Cs |0)026
CH CH CH 5-CH30 H 3, S ON307~2-86H3 C (~) 27 CH CH CH, 5¢eg Ag 5-
( CH30) 3-CstC(O)F8280H CI—|6FHCI—|3C(O)0290HR(’,‘CI—R6FNH Hs C
(O 030 CHCCHG6-FHCEI 80)0 31 CHCCHB6-FH 2- (CH30RS - CBQ—Ia@(O)O
32 CHCCH®6-F H3- (CH30) -CsHa C (0) 0 33 CHC CH 6-F H 4- (CH30) -CsHa C
(O 034 CHCCHG6-FH2, 3- (CH30) z-CsH3 C (0) O35 CHC CH6-F H2 , 4-
(CH30) z-CsH3,C (DL Page 29

R1, R2, R3, R4, R5, R6, A, B, C and D are as defined at

the outset,

R9 is hydrogen, straight-chain or branched (C1-Cé6)-
25 alkylcarbonyl which is unsubstituted or substituted by

one or more halogen atoms, straight-chain or branched

(C1-C6) -alkoxycarbonyl, substituted (C6-Cl4)-aryl-(Cl)-

alkyl, straight-chain or branched (C1-C6)-alkylsulfonyl

or (C6-Cl4)-arylsulfonyl which is wunsubstituted or
30 substituted by (Cl-C6)-alkyl,

E is OH, a halogen atom, for example a fluorine,

chlorine or bromine atom, (Cl-C6)-alkoxy, imidazole and



36 CHC CH6-FH3, 4- (CH30) z-CsH3 C (0) 0 37 CH C CH 6-
(CH30) z-CsHs C (0) 0 38 CHC CH 6-F H3 , 4, 5 (CH30) s-
CHCHC7 - CHSHCHSC(O)O40CHCHC7CHSHCZHSC(0
'—CHBHCSHSC(O)420HCHC7-CH%_\;-1 ( -CsHa C (0
7-CH3 H 3- (CH30) -CsHa C (O) 0 44 > & CHBH4 ( CH30
45 CHCH C 7-CH3 H 2, 3- (CH30) z-CsH3 C (0) 0 46 CHCH C 7
) z-CsH® €s( @i, 0M§ZRIUAE,CH C 7-CH3 H 3 , 4- (CH30) 2 4
7-CH3 H3 , 5- (CH30) z-CsHs C (O 49 CH CH C 7-CH3 . 4, 5- (
C (O 050 CHCHCHH CBHs CH3 C (O OSICHCHCHHCsHsCsz
Chhedr@sHR1Tskis @ (DR109SB @3TH CGFPH EFRdPie (Hgb)ores

CH Ck
CH Ol o005 i S(G@E) @Rt C (0) 0 55 OH OH CH H Co
~ 7
(3
CH

:
g
e
50

o

CH CHH C6Hs 2, '3- (CH30) z-CsHs C (0) 5
(CH30) z-CsHs C (O 0 58 CH CH CH H CHs 3 , 4- (
L B @Hs 3, 5- (CH30) z-CsHs C (0) 0 60 CH CH CH H
(CH30) 3-06H2 C (O 0 61 CH CH CH 5-C1 C6H5 CH3 C (O 0 62
-Cl CsHs CzHs C (0) 0 63 CH CH CH 5-Cl1 CsHs CsHs C (0) O 64 CH
CoHs 2- HIOH3®)eadisidm C ¢0) Bhe5 wmm&:m CGeHs petegadodolesHd C
6

0 (&30;)0; g: 5@%&% 48#%:3 e Cl eAQ) ?hﬁ?uﬁ%és@‘*t%b% 86(HS)

CH ©Bl CH 5- Chwiskeoigic (e&yongz- %Pﬁpel(qfo AP LIPTCH *H 3’1é C6Hs 3
, 5- (CH30) z- CsHSs&lde)aﬂéoQ* 9!?' ?h%&lr&%%a@ & Bhe( Gd3PLitueti2 C (0)
0 72 NCH OH H H dB C (0) SAH90- (OHO) - HHHOHOHOS0ZO(O)  S4H90-
(CEHO) - ZHH )t QR o

Ss Hz OHHHOHOHO90ZO( 0) SHOHHHOHOHOSCZO( 0) 02H90 (OHO) -S' fii’

HHHHOHO ~QZ0( O) OH90-z (QHO -S EHHi ~I HOHOOTQ(O) OEH90- Z (G—lQ)! -fi

HH ~I HOHOZOZO( 0) OEH90- zR2(0H0) -i. 7' ZHH Cl HOHOTOZO( 0) OHIQ-
ZHHi ~1 HOHa00' C0( O)  B#QQ AL CEHOY ™ ~HHI CI HOHOB60( O)  09HI0-

- EHHTI HOHOB6O( O)  04H90 - ZHH ~ HOHOLRO( A8 ) -0sHROHHI
0s Hz OHHi ~I HO-lOS60(% R8h 0(6') BZHOU-E (OHO) - ¢ =Sp~ N
HHHO ~I HaE60(O) OEHF6- Z | EHHHO ~1 HOZ60( O) OH90-z (O \/\g( 5
HHHai ~ HOZ60( 0) OEH90- z R® oG ZHHHOr | HOD60( 0) OH90- z ( OEHO)
ZHHHO Cl Ha680( O) 04H90- ( OEHO) -i ~HHHOLEI HOB8O(O) 04H90- ( OEHO) RB
- HHHal CI HOL80( 0) 04H90- (OHO) - ZHHHaf | HO980( O) 0SHIOHHHaLEI HOS8Q( O)

.58

onNZTQ
o =0
©ow = o

0sHz OHHHgIE| HO' 780( O) OEHOHHHOHHP80( O) 0ZH90- (O0HO) -S i~ EHHHOHQ ~I Z80( O)
0H90-z (OHO) -S HHHOHOLQT8OCO) OEH90-z (OHO) -i~ HHHOHO ~I 080(O) OEH90- z
(OEHO) -~' ZHEMeFeDI 6L0(O) OH90-z (OHO) -' ZHHHOHO ~I 8LO(O) 04H90- ( OEHO)

-i ~ HHHOHO ~I LLO(0) 04H90- (CEHO -HHHOHG ~I 9LQ(O 04H90- (OHO -ZH HHO

HO i ~l SLO ( 0 LOLO) QoS HaCH | o O (O
S H00- 7 (CEHORL: { RP- Far SRenHBRor Fer oy, S0 (Congy: i = ma 3 de

ZH3- 9HODHOSI t 860jle SHOBAZat OERE) out sZER- OHODHO 11 i ~70 0(0) SHO0- (OHO)

-1 ~H3- OHQHOEI ~0(0) SAHB0- (CEHO) - 6HB- 9HCDHCEZI 10(O) S4H00- (0HO)

-ZH3-9 int0(O

S5HO0H3- 9HODHERY i | EEROFE9PL 01 9HERRIOB BT BEY ] SRABKS- 9IRB0HARRE B 0" HB0-
(OEHO -S' fi' HOHgbRPEHRHEL 8 ER) bSEEY0pz efehaplySsoHOERChSHEHAEOOEL 0( 0)
SEHO0-z (OEHO) -fi' HOHO SHOHOHGSt 0(0) SH90-z (OHa) - ~

ZHOHO- SHOHOHO ~Et O(0) SHO0-Zz (OHa) -' ZHOEHO- SHOHOHOEEt 0(0) S4H90- ( OEHO)
-i ~HOEHO- SHOHOHOZEt O( O) SREI90- (0HO) - HOHO- SHOHOHQ 10 ((0) SRRE0)  S4H9-
(OHO -Z sH9aH HOHO- S OEHb SHO HOR@ HOHO HODt 67t0(0) Rg R1

Ss Hz aHOHO- SHOHOHOBZt SHOHOHOLZt 0( 0) SzH90- E ( @)‘-
HOsHO0- | ~HOHC092t 0(0)  SEHoollz (dHO s EHs e|~HO—IaOSZt O H90|

(OCEHO -fi "~ HGOsH90- ~ 0-z (0 o1~
ZHOs H90- ~HOHO0Zt 0( 0) 5EH904z ( OHO) - Bi ZHOs HO0- |~HO—I®ZZtO(O) C% gk
-i ~HOsHI0- f i HOHaOt Zt O(0) BRHI\ ( CBHO) - EHOSHIO0- f i ~HOHa0OZt H90-
- ZHO5H90- i ~HOHQ06t t 0( O) SsHIOHOs HI0- ~HOHOOBt t 0( O) SsHz pHOs HOp- ~HOHOOLt t O( 0)
5EHOHOs H90- i ~HOHO09tt 0( O SzH9a-R§ OEHO) -S' i ~' HHHOHOHOStt 0(0) SH90- 2
(0HO -S HHHOHOHO 7tt0(OQ) SH90-z (0OHO) W HHHOHOHOtt 0 (0) SH90-z ( OEHO
-i~"Z HEHO HOHO ZttO (O S H90-z (OHO) -'ZHH HO HO HO ttt0 (0)5 4H90-
(CEHO -i~HH HdH#Q HO Ot t ab~a  ((0) S5HZOHHHOHO ~I E8t 0( 0)

SHOHHHOHOLEI 28t Q(0) SzH90-E (OEHO) -S' i ~' 5H9at 0- SHOHOHO: 8t 0( 0) SH90-z
(OHO -S 5HI90t 0- SHOHOHO08t 0(0) SHI90-z (OHO -fi' 5H9aTO SHOHOHOGLt O 0)
SHgO-z (OHO -fi' Z5H90t 0- SHOHOHOBLt O( ©O) SHI90-z (OHO -
Z5H90t 0- SHOHOHOLLt O( O) S4H90- (OHO) -i ~5H90t 0- SHOHOHMILt 0( 0) S4H90- ( OHO)
- SH90t 0- SHOHOHOSLt 0( 0) S4H90- (OHO) - Z5H90t 0- SHOHOHO ~LZ(( 0)

S5H905HI0t 0- SHOHOHOLt 0( 0) S5Hz05H90t 0- 5SHOHOHOZLt O( O) SHO5HI0t 0- SHOHCHat Lt 0( O)
SZH90 E (CEHO) -S SH90HHO—|O—|OO_tO(O) SH90 z (OHO) -S



5 Exanples Nos. 655-984: A, C, D, R Rl, R6 and X have the neanings given

i n exanpl es Nos. 1-324 given above, and Y is in each case NNCH3 ; 10

Exanpl es Nos. 985-1314: A, C, D, R Rl, R6 and X have the neanings given in
‘exanpl es Nos. 1-324 given above, and Y i S |n each case N-C2H5 ; 15 Exanpl es
Nos. 1315-1644: A, C D R Rl, R6 and-’lgf3 have t he meanings given in

exanpl es Nos . 1-324 given above and Y is in each case N-C6H5 ; 20

Exanpl es NosR1164%2,19%3; R4, CRD, R6,RR8,Ré*anB.Xhak 8RE Reatt fg3Sgi ven

i n exanpl es iv ab nd S $n each LasezPban (&ERBR)
-CBHQ 25 Exggn’éle%dﬁb%@w%e%%\g%sg% ca\ﬁd, R RL. R6 and X have t he

meani ngs gi vembstiduies &y ﬁoéfadl}?af}ZzBegl ven above and Y is in each case
N-3- (CH30) -C6H4; 30 Exanples Nos. 2305-2634: A C D R Rl, R6 and X
have t he rreanl ngs given in exanples Nos . 1-324 given above, and Y is in
each case® N 4°T( 430y} :- C6H4. 35 Page 38 E) General procedure for
preparing the 1,2, 4triazino[4,5- a]indole derivatives according to the
invention 5 qui_val nts corges d stijut

derivative a%&%gl zf(ﬁaéi 8%t |(§:E acfp'gg rﬁg//l L{;'bvverae{a g‘gég¥g&ﬂégg§pen5| on
of 1 equival ent ofcdxrtp@Lmdescyl widdl e plﬂ@pléwsedtal@@ﬁ di 9§ t oSHPERaGUASESr B in
n- butanol (10 m/ - ya%q?ltrﬁ? ) iiadiurss was heat ed under reflux for 16
hours (nonitored by CS After cooling to roomtenperature, the reaction
sol utionl@as poured into water (150 mi/mmol), the organic phase was
separated off and the agyeous phase was extracted three tinmesRnth ethyl
acetate 15 (10 m/rrgpl).l The corbi ned organi c phases wer eadr |jd over R1
magnesi um sul fate, Aiek4 ent vvas caref ly remgved usi3ng ary
evaporator and the cr L@Ie rod ct \k@s gd in tetrahydr ofur 5.R6

m /mol). 1.3 equi veIEAts o - car bonyI di i M%Yazol e and¥ helj 20V2. 1]

equi val ents of sodi um hMﬂ,l’l d@ (6b~ strength dispersion in whi Rg& oRr%) [.eR10
added to this solution, and after 2 hours at roomtenperature, the m xt

was heated under reflux for 48 hours. After cooling to roomtenperature,
the reaction solution was poured into 25 water (150 ml/mml), the solid was
i sol at ed and wherer oduct was purified by colum chronmat ography on silica
gel under atnospheric pressure (nobile phase diethyl ether: hexane = 1.2).
30 Exanple E1 (D-70746): Starting terial A5:

(4- Chl or 88her} ) - RB+ métPhox&A 1 HRAdo R -yﬁ‘%anef*har?unecReBg&ﬂd i, are as

Phenyl hydr azi §&fin&80et 3%he outset, Z is a nitrogen atom and

2 Phenyl (4-chl arop 1,2,4-1ri 2|n nd one 5
155- 158%,1?&) l@en5¥§¥ é?BCed‘iﬁe Jf"%l pérﬂe&folarr?l %’]gr(fﬁg&g‘gﬁ% 0 1ﬁ 2@%)] ndol e

der! vatives astiogl] ng soréhehtnebainon 0@ A biremichest a (GInC6)1- a£leyl

equi val ents o% Qéigut?&% utg)uhgg@ dgr(?&{é%hgllg@%hm SPoh8, MdteFplgril) were

added to a so |on i valent o 2-acyl i ndol e pregar ed according

to net ho@O0A ogh®innoN, Rrapsh@dhethyiGor e (38PFFIRBEY, PXn@2& t¥F 5

m nutes of Stméfénquaatogféipmatc%mer awz%eihalmaﬁwre m@mmﬁymc for
one hour. The m xture wa gen cool egtlb%l% % eratur

equi val ent s of@h%sapﬂ’%f)?? &ty sud g 85‘5’ Hal i d Were ‘added
dropwi se and 20kbdhgcarkbuyr, was onca - Mr)eaHMtlsmhlaﬁln@Oc for tHeeCqlo ei ght

hours (‘moni tor ed ll‘)%ui}%)lylAf t ?é]( 1@@ II”§?}“B)Q}(I’ peMm égﬂpgﬁalt,yr e, (dfleigaction

sol ution was pou¥e wat e e precipitate formed was
i sol at ed 2&nd puylfi ed Uﬁ%@lléﬁﬁaémlorfﬂloﬁapwkdﬁ- 25 si §&zLHe) -amgkr

at mospher i _piegsute-LIRBLLe Bhags) dhekby] et here: hegpnelicy fodiboiyapl e F1
(D-80786): St art| ng materi al (4- Chl or ophenyl ) - (5- net hoxy- 1H30

i ndol - 2-yI ) met GanBhe- alkpﬁggagbop@l
1- (4- Chl or ophenyl) - 6- et hoxy 2- phenyl 3a- azacycl opent a[ a] i nden- 3-one 5

M p.: 152-155C Exa |l e F2 8 t|n rraterlal
(5" bt hoxy- THEPhoFBREHEPn Sro RBSYHRARIS Bt ARG RE i dete compounds
6- Met hoxyzdl- ( 3- net hmxhplaemela)gé}tphmwln@asxmzta&bym opect ed &)giciehedviong M p. :

111-113C groups, if appropriate with simultaneous or prior

removal of the substituent R9 at the indole

nitrogen atom:



15 Exanple F3 (D-80816): Starting material B6:

(5- Met hoxy- 1Hi ndol - 2-yl ) - (3net hoxyphenyl ) met hanone

6- Met hoxy- 1, 2- bi s( 3- net hoxyphenyl ) - 3a-aza20 cycl opent al a]i nden-3-one Mp.:
112-114C Page 41 Exanple F4 (D ?9 5 Starting material Ad:

(5- Met hoxy- 1Hi ndol - 2-yl ) - (4net hoxyphen% )rret hanone 5

2- (4- Fl uor ophenyl ) - 6- met hoxy- 1- (4- net hoxyphenyl ) - 3aazacycl opent a[ a] i nden- 3-
one Mp.: 157-160C The foll owi ng conpounds according to the invention 10
(exanmpl es Nos. 2635 to g842) can be prepared according to syntlpe5| S
procedure F above, starting fmemindol e-2carboxylic acid dariyatives RM t h
dlfferent substltueni\? arting material:, 4 RL R-~1 6 FAD
~~'~(4 Product: (n=0,_¢cZ=0 Re Page+ 42 N AEPRRIFERE26
(0) 26360—IC|—IC|—IHHCHB(B£QS\C$(OJ“263 CHCHCHHHCH C6H5C ( O) 2638 CHCHCH
- C6HAC (0) 2639 CHCHCHHHCM33 RS ( d—i&p’ﬁ“l C6H4C (0) 26400—|CI—|CI—|HHCI—|34-R5(
- C6HAC (0) 2641 CHCHCHHHCH32 (CH30) z-C6H3C (0O 2642CHCHCHHHCH32, 4-
(CH30) z-GC6H3C (O 2643CHCHCHHHCHSS, 4- (CH30) z.-C6H3C (0O 2644CHCHCHHHCH33,
5- (CH30) z-CgH3C (0)2645CHCHCHHHCH33 , 4, 5- (CH30) s-CsHzC

( 0) 2646CHCH FHSCH3C ( 0) 2647 CHCHCHHHCZ Hs CzHSC ( O) 2648 CHCHOHHHCZ Hs CBHSC
(O 2649 CHEHORHCZRIE? - RBCHI, - RS H4B6(, O)BS5 0BHCHECHHHCZPIS3N( GH3aYe- esHaC

0) 2651 CHCHCHHHG =C 0 0); z- CBH3C
EO%ZGSBCHCHG 2 ‘a %%%458%&%33%%?%)22654 mﬁ%%znégd,(@fié %10430)

2- CBH3C ( O) 265TOHEIGHIHEHES | 5- (CH30) z- OBH3C ( O) 2656CHCHCHHHCZHS3, 4,
5- (CH30) 3- C6HzC (0) 2657 CHCHCHHHOBHECH3C ( O) 2658 CHOHCHHHOBH5CZHSC

(0) 2659 CHCHCHHHCBHS5CBH5C ( 0) 2660CHCHCHHHOBH52-  ( CH30) - CBHAC

( 0) 2661 CHCHCHMMESHS3-  ( CH30) - CBHAC ( O) 2662CHCHCHHHCEHS4- ( CH30) - C6HAC
( O) 2663CHOHCHHHCEH52, 3- (CH30) z- CBH3C ( O) 2664CHCHCHHHOBHS2, 4- ( CH30)

z- C6H3C (O) 2 (0),2666 C6 . 5-
(000) 2 Cort | 0) Ay G EHO+OSEE e 1Y () e (D B ee i rrre-
( CH30) - C6H4GHBT ¢ 0 @BH9 CHEMGHRIHRIT P EPB ) SuchHaEz AsBalogen oo IHeasHsO
-z (0HO1 -E écﬁnﬂé"oaHQ:ﬁ?on.zg‘rg (@ro@tu%'écsbﬁoloﬁl(r@@om, 4 d1 4O HO Ha
' COLZ(0) OzHsp_e (peHO) S - (OHO1 - ~"HHHOHOHOOOLZ(0) OEHSO z
(OHO1 -S 4Hsalkexerpy 1 W@Jap%eegz(m OHsO-z (OEHO) -fi “4HsO- (0HO1

- i ~HHHOH@Ha869Z( O) OHsO0-z (OHO1 -fi' Z4HsO- ( OEHO) -fiiHHHaHO—laL692(0)
OsHsO z (OHOL _-' ZA4Hsp HOL - ~HHHaHaHR69ZQ0) (

(OHO1 - i 7HHHCERYRBB9Z( &)h(%4ﬁ§ﬁpa66 P8 4490 ° E)ﬁﬁﬁ) utH%%?all%I ’égé( 0)
04HsO- (OHO1l addispagéOtBly - fbyHW&&Ki@@Zs&i&;a&B@la%@ in situ

- ~HHHOHPHOR 69 ad - my& 1) Qs Or 1
-flgHHHaHO-ICI)%é]% %t%g 18'9‘9%%0@11 h AHs0- (OHOT - HHHO-lpHC%%QZ(p)
OHsO-z (OHO1 tlse ﬁq;muleeoml HHHaHaHa8892(O) OH90-Z (OHO1 -fi~ ° 4H90-
(OHO1 - HHHOHPHOL892(0) OsHsO-z (OHO1 -fi “Z4HsO- (OHO1 - HHHOHPHOR89Z( 0)
OEHsO z (OHO) -' Z4HsO- (OHO) - HHHOHaHaS892(0O) O4Hsa- (OHO) -~4HsO- (O0HO1
- HHHOHOHaf i 89 Z(0) p4Hsa- (0HO) R3H90- (OHO) - HHHOHaHa89Z(0) 04HsO- (0HO1
- Z4Hsp- (OHO) - HHHaHOHaZ892%4) 9 HsO4Hsp-R1 0OHO1 _HHHaHaHaT892(0) O0SHzp4HsO-
(0HO) - HHHOHOHOD89Z( 0) OHa4HsOB Tm%ngz(c»wngso (OHO1 -S i~
4HsO- (OHO) - ZHHHOHOHOBL92( O) 4Hs 0 HO1

- ZHHHOHOHALL9Z( O) OEHsO-z (40 \a - (6f=61 - ZHHHaHOHa9L92( 0) COEHsp- z
(OHO1 -~ " Z4HsO- (OHO) - ZHHHOHaHASL9 EHsO z (OHO) -' Z4HsO- (OHO1

- ZHHHOHaHp~L9Z( 0) 04HsO- ( OHO) Hég ék (0F01 - ZHHHOHOHAL9Z(0) 0O4Hsa- (OHO1
- 4Hs0- (OHO1 - ZHHHOHOHPZL9Z(0) O4HsO- (0H01 - Z4Hs0- (OHO1 - ZHHHOHOHOTL9Z( 0)
0SHsa4Hs0- (OHO1 - ZHHHOHOHOOL9Z ~ ab~a  EHsQ(Q) 0 EHsO-z (CEHO) W' -Z
(CEHO) -fii  ZhHH@EHeHOOZLZEHsO(O) pEHst (CEHO) -$ “Z-z (OEHO) -i7

20O, LSRR EP0) "oarel: Foerop - . 7 St B -S S pp detiE s Afo-( o

O~-HsO ( CBHO) thez o1€EKHE), wiith zmﬁg@am.eazems( 0) OHsO- (CEHO) -Z-z (CEHO
-~ ZHHHOHOHOSZLZEHsQ(O) OSHsO-Z (OEHa) - ~' ZHHHOHOHO ~ZLZEHsQ(O) 0SHzp- Z
(OEHa) -~' ZHHHOHOHOETLZEHsQ( Q) OEHp- z( CEHO) - $° ZHHHC]—IC]—IOZTLZEHSO(O) OszOE
(CEHO -S' fi reagtfiogHghe I plt2rAd o) eo Vzat(ldg—‘fo)o

(CEHO) -' ZHHEQHRHOZEZEHSO(0) OEHsO-z (CEHO) -~, = -z (CE '
ZHHHOHOHOB0LZEHS O 0) pEHsO- Z (CEHO) -i~' Z-z (CEHO) - ZHHHO—K]—KBOLZEHsp(O)
OEHsO z (OEHO) -' Z-z (OEHO) - ° ZHHHOHOHOLOLZEHsQ(0) OHsO- (CEHO) -i~-z
(CEHO) -' ZHHHOHOHOIOLZEHsQ(O) OroHsO (CEHO) --Z (CEHO -
ZHHHOHOHOSOLZEHs O( 0) OHsO- (CEHO) -Z-z (OEHO) -' ZHHHOHOHO-OLZEHsp(0)0 SHsp
-z (CEHO) -'ZHH HO HO HO OLZ i ~fi ab~a




‘Page 45 2721 CH CH CH HH 2, 4- (CH30) z- 3, 5- (CH30) z-CsH3

C(0) C6Hj 2722CHCHCHHH2 ( 4- (CH30) 2-3, 4, 5- (CH30) 3-C6HzC

(0) CsH32723CHCHCHHH3) 4- (CH30) z- CHSC (O CsH32724CHCHCHHH3 , 4- (CH30)
'z- CZHSC (0) CsH32725CHCHCHHH3 , 4- C% HsC (0) CsHs2726CHCHCHHH3 , 4-
(CH30) z-2- (CH30) -C6HIC (O CsHs272 4- (CH30) z-3- (CH30)

- C6HAC (0) CsHs2728CHCHCHHH3 , 4- (CH30) z-4- (CH30) - C6H4C

(0) CsHs2729CHCHCHHH3 , 4- (CH30R22-2 , 3- (CH30) z-C6H3C

(0) CsHs2730CHCHCHHH3 , 4- (CH30) z-2 , 4rq(CH30) z-C6H3C

(0) CsH32731CHCHCHHH3 4-

( O) CsHs2732CHCHCHHH3 | (CH30) z- CS
( 0) Cs Hs2733CHCHCHHH3 | 6 (CH30) 3'CBHzC
(0) CsH32734CHCHCHH H3 | ) z-MH3CI{ O) C6H32735CHCHCHH H3, 5- ( CH30)

2- C2H5C (0)CsH32736CHCHCHH H3 , RB- (K#B0)) z- CBH5C (0) CsH32737CHCHCHH H3 |
5- (CH30) 2-2- (CH30) - CBHAC (O)CsH327380HCHCHH H3 , 5- (CH30) 2-3- (CH30)
-OBH4C (0)CsH3  OSHsO(0) 0 EHOEHOH i ~HOHOO9SLZzHsO(O) 0zHsO-E (OEHO) - S
i~ -E (CEHO -S fig HHHOHOHOSSLZzHsOQ(0) OEHsO-z (OEHO) -S ' -E (CEHO)

.S~ HHHaHGﬂO‘v'vh:SﬂZszO(O) pEHSO-z (CEHO -fi7' -E (CEHO -S ~
HHHO—IO—|OSLZZ gfazﬁé}zR(pEH@ SES zRg (EHOB - St i#&id D are as
HHHC]—IC]—IOZSLZZ (OEHO) - (OEHO1 - iz' HHHOHOHOZSLZzHsp(O)

OHsO- ( OEBIO) def@e(cbm))th% owt'zsewm&s%@%@mn%mo (CEHO --E
(OEHO) -S fi' HHHOHOHO6~LZzHsO(O) O~HsO (OEHa) -Z-E (OEHO) -S iz’

EHHHOHOHO8~LZzHsO( O 0S fi.LZzHsQ)( 0 -E
O rg 0 0 TR B B G B0, P9

HHHOHaHOSf i LZEbst 1) T9zHsO-E (CEHO) -S ~7' E-z (CEHO -S

HHHOHOHO ~i ZLZEHs(0) OEHSO-z (pEHO) -S' -z (CEHO -S
HHHOHaHO~LZEH9( 0) OEHs O- z( OEHO) - ~* E- z( OEHO) - S' 6 HHHOHOHOZi ~LZEHsp(0) OEHSO- z
(CEHO) "~ Z-z (CEHO -5' EHHHC}HG-IOT$LZEHSO(O) OEHsO-z (pEHO) -'Z -z (CEHa)
-SEHHHOHOH~O‘||LZEHsp O)V OH-, -z (pEHa) -SHIHI1 HJA
HO HA 6LZ abed Page 47R CHA- L) CzHSC

( 0) C6H502758CCHCH4- HCH3CBH5C 7U?O)ce{ 59 CCHCHA- HCH32-(I)CH30) - CBHIC

( 0) CsH502760CCHCHA4- HCH33- OrB8H502761CCHCHA- HCH34-  ( CHB0)

- CBHAC i 0) CsH502762CCHCHA- - (CH3
(0) 06H502763CCHCHA- HCH32 , 4- c&sm) H2- CsKisC ( O) C6H502764CCHCHA- HCH33 |, 4-
(CH30) Z- CsH3C (0)CsH5027GSCCHCH4 HCH33 ( 5OH CH30) z- C6H3C

(0) C6H502766 CCHCH4- HCH33 ( 4, 5- (CH30) 3- CeH2C

(O) 06H502767CCHCHA- HCz HSCH3C ( O) CsH502768CCHCH4- HCz HSCz HSC
(0)%%02769%:%~ HGzHSC6H5C ( 0) CsH502770CCHCHA- HCZHS2-  ( CH30) C6H9C

(0 C6H502771 FHCZHS3- (CH30) - CBHAC (O)CGH50277ZCCH H2HB4-  (CH30)
- C6H4AC ( 0) CoHBb27R3cCRerURAIC2B52, R§. fcHFo) @-agshdt are as detined a

gg;?ﬁgg7ﬁ%@%2)wﬂth(®@£c&%ﬁ@sﬁozw ArGsidEdle Pagegcige t5he 10
2] CoraC () CorBEaTF7eEHCRESARSAES Lo AoravaEers) O3, Chpeor e v = (S0

(0) C6H502778CCHCHA- HOBH5CH3C ( O) CoHs~ 2779CCHCH4 HCBH5C2H5C

(0) CBH502780CCHCHA- HOBH5CBHEC () 55H502781COHCHA- HOBH52-  ((CH30) - CBHAC

( O) CsH502782CCHCHA- HO6H53-  ( CH30) |- C6HAC {P) C6H502783CCHCHA- HCBH54-  ( CH30)
- CBHAC (0) CsHs Q2784 CCHCHA- HBBRE 24~ 3- ) z- CBH3C

(O) C6H502785CCHCHA- HO6H52,  4- %ﬁq Z-6H3C (0) C6H5~ARB6CCHCHA- HCBHE3,  4-
(CH30) z- C6H3C (O)CGH502787 R CH30) z- C6H3C

(O C6H5~2788CCHCHA- HO6H53, &R475- CZ@ ) 34{C6HzC ( O) C6H5~2789CCHCHA- H2-
( CH30) CGH40H3C(O)CGH502790CCH

0) - CBHACZHSC
(0) C6H502791CCHCHA- H2-  ( CH30) - H5@ ( O) C6H502792CCHCHA- H2-  ( CH30)
- CBH42- (CH30) - CBHAC (0) CBH50 OSH9 ~(O 0zH90-E (OEHO) -S ~ fir ~ ' H90-
(CEHO) - Hfii HOHODO' L820SH9~(O) OEH90-z (OEHO) -S ~ H90- ( OHO)
- H-i t HOHODB08ZQ5HI0( 0) OHI0-z (OHO) -~ ~ HI0- (OHO - H-fi HOHCD808Z05HI0( O)
OEH90-Z (OHO) 1t ~ ZH90- (COEHO) - EH $HOHODL08205HI0(O) OH90-Z (CEHO) - E ~
ZH90- (OHEY - H i ~HOHOD908Z05HI0( 0) 04HI0- (OHO) -i ~H90- (OHO1

- H ~HOHO0508ZQ3/ 90 (D LHIY: {1 e - HIRe t ££E5HY01 & aEOHERE 1 V8L OGEO£Hhe)
04H90- (OHO) - Z4Hda- OEHO) H fi r HOHOD08Z05HI0( O 05H904H9a- ( OHO)
- EH i ~HOHODZOSRSYSHSIE) %@%cﬁﬂ@&lla(oﬁ%) - H ~HOHODT08205H9( 0) pHO4H9a-
(OEHO) - EM i ~HEHERBRSZO5HI0(0) pzHI0- (OHO) -S ~ fii ~ 4H90- (OHO)

- ZH ~HOHO066LZOSHI0( ©O) OH90-Z (OEHO) -S ~ 4H9a- ( CEHO)
-ZHfii HOHO086LZ05H90(0) OEH90-z (OEHO) -it ~ 4H9a- (OHO
-ZHfii HOHOOL6LZO5H90( O O0H90-z (CEHO) -fir ~ Z'HO0- (OHO
- ZH i ~HOHOD96LZ05H9( p) pEH9p-z (OEHp) - ~ Z4H9p- ( OEHp)
-ZH—f||HaprS6LZOSH90(p) 04H90 (CEHO) -f||4H90 (OHO)
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R1, R2, R3, R4, R5, R6, A, B, C and D are as defined at

the outset and RS is a hydrogen atom, with
unsubstituted or substituted phenylacetyl halides in
the presence of, for example, sodium hydride as base,
5 to give the indole or heteroindole derivatives of the

formula VI.

(V)

10 The compounds used as starting materials, some of which
are commercially available or known from the
literature, are obtained by processes known from the
literature; furthermore, their preparation is described
in the examples. The processes known from the

15 literature are described, for example, in L. and M.
Fieser, Organische Chemie [Organic Chemistryl], 2nd
edition, 1979, pages 1417 to 1483 and in the literature
cited theréin on pages 1481-1483, in Houben-Weyl-
Miller, Methoden der organischen Chemie [Methods of

20 organic chemistry] and in Ullmanns Encyklopddie der
technischen Chemie [Ullmann's Encyclopedia of Technical

Chemistry].

Furthermore, the resulting compounds of the formula I
25 can be separated into their enantiomers and/or
diastereomers. Thus, for example, the resulting
compounds of the formula I which occur as racemates can
be separated by methods known per se into their
enantiomers, and compounds of the formula I having at
30 least 2 asymmetric carbon atoms can, owing to their
physicochemical differences, be separated by methods

known per se, for example by chromatography and/or
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(CEHO -E5 Z phap@aeHa ¢80 p@pﬁgga@gtynolnto their armacologlcally
and physiologically acceptable salts, wusing inorganic
or organic acids. Acids suitable for this purpose are,
for example, hydrochloric acid, hydrobromic acid,
sulfuric acid, phosphoric acid, fumaric acid, succinic

20 acid, lactic acid, citric acid, tartaric acid or maleic

acid.

Moreover, the compounds of the formula I can, if they
contain an acidic group, such as a carboxyl group, be
25 converted, if desired, into their salts, in particular,
for pharmaceutical applications, into their
physiologically acceptable salts, using inorganic or

organic bases. Bases suitable for this purpose are, for

example, sodium hydroxide, potassium hydroxide,
30 cyclohexylamine, enthanolamine, diethanolamine and
triethanolamine.

Below, the invention is illustrated in more detail by
examples; however, the invention is not limited to

35 these examples.

General procedures for preparing the 2-acylindoles

according to the invention.
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Method A) Isolation of the imidazol-1-yl(lH-indol-2-
yl)methanones and subsequent reaction with

organometallic reagents

With stirring at room temperature, a solution of
72 mmol (11.67 g, 1.2 equivalents) of N,N'-
carbonyldiimidazole in 250 ml of tetrahydrofuran was
added dropwise to a solution of 60 mmol (11.47 g) of
10 5-methoxyindole-2-carboxylic acid in 200 ml of
tetrahydrofuran, over a period of 60 minutes. After a
further 15 minutes of stirring, the solvent was removed
using a rotary evaporator and the residue was
recrystallized from 220 ml of tetrahydrofuran:hexane =
15 3:2. This gave imidazol-1-yl-(5-methoxy-1H-indol-2-
yl)methanone as an orange-brown solid.
M.p.: >300 (decomp.)

A

20
At 0°C, 2.2 equivalents of the organometallic compound
were added dropwise to a solution of 1 equivalent of
imidazol-1-yl- (5-methoxy-1H-indol-2-yl)methanone in
tetrahydrofuran (3 ml/mmol) such that the internal

25 temperature did not exceed 5°C. The conversion of the
reaction was monitored by thin-layer chromatography
(mobile phase ethyl acetate:hexane = 1:1). After the
reaction had ended, water (10 ml/mmol) was added to the
reaction solution and the pH was adjusted to 6 using

30 concentrated hydrochloric acid. The organic phase was
separated off and the agqueous phase was extracted three
times with ethyl acetate (in each case 2 ml/mmol). The
combined organic phases were dried over magnesium

sulfate and the solvent was then removed using a rotary
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H90- (OHO1 - ZHHO LOHCHOO9t (O) OH90- Z (OHOL - HoO- (0HO1

- ZHHO- LOHOHO65t (0) OH90-Z (OHOL -i ~ ° EHOO- (0H01 - ZHEHO- LOHOHOBSt (0) OH90- Z
(OHOL -fir' ZHO0- (OHO1 - ZHEHO LOHOHOL5t (O (0HO1 ZH90- (0HO1
- ZHEHO- LOHOH@S5Methoamod-H-doded -2-wid 61 E ZN%%%%@SHO) 0' HO0-

(QHOL (160, (OO S2Hos0UTHel iuSien 0MO0. (OFD1 - 2HB0.  (0HO1
- ZHHO LOHOHOSt (O) OSH90H90- (OHO1 - ZHEHO LOHOHQZSt (0) 05HzOH90- (0OHO1

- ZHEHO- LOMOHOX St (O)  pHOH90- (O0HO1 - Z~ HEHO- LOHOHOOSt (0) 0zH90- (OHOL1 -S “fi
* SHOOHEHO- LOMWQHERia ) ( Onelpdd0vzaitidl: - B iSHe9HHC £ OEirIC8nideeplole0- 2

(OHO1 -~ ° SHI90HHO LO E ZSH0HHO: LOEOHO 7t ( 0)
OHO0-z (OHO1 - zsmomqﬁ?%)ﬂ&&g%%’(o&%s Sebbbid

-fi i SHOOHHO- LOHOHO ~f i iti(t0) 1618801 qroMOith SHEEHIOBHAHC-{IHIVHLD- (0HOL

- ZSHOOHHO- LOHOHZI ~t ( O) OSH9pSH90HEHO LOHOHO i ~t ( 0)

0SHz OSHIOHHO: LOHOHCO! ~t (0) - OHpSHOOHHO- LOHCHOSt gg eb~ Pa e 65 3175 CH CH
C7-CH3 HA0 (GH3I) scbrping pefsmyndezsHer crENeERse S (EéH30)
-C6H4 3- (CH3Q)1y1GRd#R Co® 3176 7miablCHC 7: b8 éﬂuuﬁa%ﬂs) caa=H44N (v‘GH30 )

e &) REH S [0 A RO TR oL,

(CH30) -CoH4&t 4oomcht?ee[)pezracfaﬂsac (eyiaealm@m@mmm a(ose byticrHeF

(CH30) z- CSW82C%CE(-( Oj 15 (QhHY 3- %HZC

( 0) 3183CHCHC ESHB3184¢ CHC7 CH3H2 ., 3- (CH3CO)
z- CzHsC (16) Csmmwmmm&ml(mb z- CS¥SBE ( 0R06HBSFE6EHCHEE CH3H2,
3- (CH30) z- éz g ( %t@&foi%ﬁﬁéﬁézcﬁ@*ﬁzn%%&of FtikCHIQ), zhe

c5§lceﬁ&H3Q3188mmc7 CH3HZ <§ % z- 4 (CI—B%Q% - CBHA
(O)CGI-133189CH€9467U€9’13H2 splytaqso) Zwes 3
gO)C6|"331900HQ'§7e 1en§s (&I‘BO&hé ?ox;gaéhonﬁé}.ﬁ'ﬂl)lcz C(ﬁjrm;@und were
(

O Cores192 GRS CREADioE. TEBOthSt s (e i} FHL ; tilEpgature aid
BEE o Ml v g e D
(CH30) z- CZHS %of%ﬁggiﬁaéﬁ&g?%l o g = OBHBC og% Page
66 3197 CH CH(mIbTHE mhase ethgd) azcetzite( éﬁ}’@ne CGH41 0 §£98”6H CH
Cr- 3 H2 4- L5EBDINZnad- hEEHA0) waklld @(Wh@@hﬁ&lQQGd@-l@HdﬁdBHﬂq the ( CH30)

O D) e s S Ty g 2adigd, I8

( )06H3322Q>2C|‘Eb|55e§t5h|2ed 4’rydx(ad:'}ﬂ)omc'3 acild. ( QHe0) ozg@H3Cphase was

(O CsH33203CHOHCT - three
(O CsH33204CHEERSY fioo off an}ﬂgﬂi%ﬁ Zq”%dﬁss pﬁagé Q')&Boiiijf\:ted

( O) CBH33205CHEHTRsCridid ety ) @@@t,xatzeoeg@ (39)3@6#?@35'20 @rgH3HIThe 4.
(CH30) z-CzHs 3 whrd C%)ed - BFEEL magnesium
(0)%%3208048&@}L%§SFB%96%§?04§0) 2- (CHBO) o 1ol g

( 0) C6H33209CHERETatr3ABS Ahe( @qio')enzt as ey * using a rotary

(0) CsH3324OCHEH 95'%63. hd (GERO) i.eéld(lgHS@:)as Cotéfstallized from

( O) C6H33211CHCHCY - . 4- (CH80) z-2, 3- (CH30) z- CBH3C
(O)CGHBBZlZCHéI]iG?’hGI]BHB 4- (CH30) z-2, 4- (CH30) z-CBH3C

(O CBH33213CHCHCT7- CH3H3 , 4- (CH30) z-3 , 4-.(CH30) z- CsH3C

(0) CBH33214CHEHCT. CHBEY | 4- (CHBO) z-3 , 5- (CH30) z- CBH3C (0)CsH3

ZHsQ(0) 04HI0- "P&%S L't -E (OEHO) -S “fir' BHEHO LOHOHO ZZEzHsQ(0) 04H90-
(CEHO -E-E ( GEE®:ing mtexEHEHom@q@QaZ—@zm@@@)wom (CEHO -Z-E
(CEHO -5 fii ° HEHO LOHOHa0ZzHsO(0) O0SH90-E (OEHO) -S ir’

HEHO- LOHOHa6ZZzHsQ(O) OSHzO-E (OEHO) -S i~ ° HEHO LOHOHOBZZEzHsO(O) OEHO E
(OEHO) -S "~ ° EHEHO- LOHOHOLZZEEH9~(O) 0zH90-E (CEHO) -S “ir' E-z (OEHO -S
HEHO- LOHOHO9ZZEHSO(0) OEH90-z (CEHO) -S -z (CEHO -S

HEHO- LOHOHOSZZEHSQ(O) OEH90-z (OEHO) -ir' -z (CEHO -5 °

N O N 1N 1N 2020 2y ey r— 1 NI NA N NN ~ 1



:3233CHCHC7- CH3H3, 4, 5- (CH30) 3- CsHz2, 3- (CH30) z- CBH3C

(0) 3234CHCHC7- CH3H3, 4, 5- (CH30) 3- 66H22, 4- (CH30) z- CBH3C

(O) 3235CHCHC7- CH3H3, 4, 5- (CH30) 3 CsHz3, 4- (CH30) z- CBH3C

"( 0) 3236GHCHC7- CH3H3, 4, 5- (CH30) Hz3,,5- (CH30) z- CBH3C

(0) 3237CHCHC7- CH3H3 , 4, 5- (CH30) s CEHL3", 4, 5- (CH30) 3-CsHzC

( O) 3238 CHCHCHHOBH5CHCHC ( 0) 3239CHCHCHHCGHSCH302 HSC

( O) 3240CHCHCHIGGIEEH3 BEH5 C - MSE-GHEHaFIIR ST gun ( GPBopidesruE. 0 M
(0)324ZCI-ICI-ICHH§)E§%§ gg%gﬁgﬂ&(nonmsmmmma%m4 (CH30) - CBHAC
( 0) 3244 CHCHCHS H3C (0) 3245CHCHCHHCBHSCH32, 4- ( CH30)
2- C5H3C (0) 3246CHCHCHHCBHSCH33 , 4- (CH30) z- OH3C ( O) 3247 CHOHCHHOBHS CH33,
5- (CH30) z- CBH3C ( O) 3248CHCHCHHQBH5CH33, 4, 01430) 3- C6H2C

( O) 3249 CHCHCHHCBH5Cz Hs CH3C ( 0)(32
) 3251 CHCHCHHC6H5 C2H5 CBH5C ( 0)
( O) 3253CHCHCHHCBH5CZHS3-  ( CH3O
- CBHAC ( O) 3255CHCHCHHCEHECz Hs 2, %s) ) (0) 3256 CHCHCHHC6H5Cz HS2,
4- (CH30) z- CBH3C (0)3257CHCHCHHCGH5 , (@i30) z- O6H3, C

(0) 3258 CHCHCHHOBH5CzHs3 , 5- (CH30) z- CBH3C ( O) 325QCHCHCHHC6H5CZHS3, 4, 5-
(CH30) 3- CBHzC ( 0) 3260CHCHCHHCEH5CBH5CH3C ( 0) 3261 CHCHCHHOBH5 C6H5Cz Hs C

( O) 3262CHEHCHHCBH5C6H5CBH5C ( 0) 3263CHCHCHHOBH5C5H52-  ( CH30) - C6HIC (O

O OEH90-z 04H90- ( CEHO
‘2 o, (OHO(%Q%C}%]OMO?{%}?@%M(& 9, e ( CEHO) (G50
-|~SH90HH040MZ(O?)2QJM°C(O$4@PH<ZJ4PW€¥M L} ~SHOOHHOHOHMGZE( O )
0SH904H90- ( OEHO ) - ~SHOOHHOHOHOSE 6 Z ( 0 ) OsHzO4H90- ( OEHO )

-fi i SHOOHHOHOHO- 6 Z 0 ) OHO4H90- ( OEHO ) - ~SHIOHHOHOHO 6 Z (0) OzH9a-E
(OHO -S i~'EXoMRbe B4EHO - ESHOOHHOHOHOZ6Z(0) OH90-Z (OHO) -5' 4H90-
(OHO) - SHROHHEHOHASS Frfd) e BHED: 2T @I -2 f ¢atbaxPDic (8¢T)

0EFB0-7 (OO "SIt ofc) >SSy PR BAZ6 0 0aFEG (CEHO). 4100

(OEHO) - SHOOHSEHOHOLB Z{10) t @UHRINY X CEMGIN - E4HI0- ( OEHO) - ESHOOHHOHOHO98Z( 0)
04H90- (OHO) -Z4H90- (OHO) - SHOOHHO ~HOHOB8Z(0) 0SHI04HIO- (OHO)

- SHOOHHOHOHO ~BZ( 0 ) 0SHZOAHIO- ( OEHD ) - ESHIOHHOHOHO 8 Z (0) Of HO4H90-
(OHO) - SHOOHHOHOHOZBZE( O) 0z HIE™( O - 4H90- ( OHO)

, (0HB0) - O8HAC
ARSRCHCHHCBH5Cz Hs 4-  ( CH30)

- Z5HOOHHOHOHOT8Z( 0) OEH90-z ( - ZSHIOHHOHOHOD8Z( 0)
OEH90-z (OEHO) -~' 4H90- (COE : HHOH L, 2H00- 2 (OHO) fii
~Z4H90- (0OHO) - ZSHOOHHOHOHOBLZE(O) Y (OERO) Z4H90- ( OHO)

- ZSHOOHHOHOHOLLZ(O) O4H90- (OHO) - fi"AH90G (OHO) - ZSHIOHHCHOHOBLZ( 0)  04H90-
(OHO) - E4H90- (OEHO) - ZSHOOHHOHOHOSLZE(O)” 04H90- (OHO) - Z4H90- (OHO)
- ZSHOOHHGHOHO ~LZE(0) 0SHI04H90- (OHO) - ZSHIOHHOHOHOLZ( 0 ) OSHzO4HI0- (

OEHO ) - "ZSH9OHHOHOHaZ ZSHIOHHOHOHOZ L Z E( 0
02H9o2 (0HO) iéH-Fndoé@os%o%@%ﬁ&?g@ﬁe@%%ﬁ 5" (0

SHIOSHIOHHOHOHAB9ZE( 0P -QEHOQ- Z2(BHEbansT ) SHOOSHIOHHOHOHAB9Z( 0) OHI0- z (OHO)
W ZSHIO0SHOOHHOHOHOL9ZE(0) OH90-Z (O0HO) -' Z5HI0SHIOHHOHOHA99Z(p) 04HI0-
(OEHa) -i~ SHsOsHOOHHOHOHOS9ZECD1 04HO0- (OHa) - SHOOSHIOHHOHOHO ~9Z 69

Page 70 3300 EWafHlEHBREGsHs 4- (CH30) -CsHa 2, 4- (CH30) z-CsH3 C(O) 3301 CH
CH CH H 4Stggéggga QBHa3 14~ 5(HRBbs: %ﬁa&@ _00)-3382GKITHICHabTEHs 4-

(CH30) - 55 “&oc (0)3303 Hs4. (QIB0), - CBHR3, ( 4, 5-
(CH30) 3- C6Hz BepgpB04dH %—BC?’ solution 1

(0) C6H33305CHOEEHERGHS 2 £udan( CH30) Z- CszC ( O) OBH33306CHCHCHHOBHS 2,  3-
(CH30) z- CsHsC (O) CsHs3307CHCHCHHOBHs2, 3- (CH30) z-2- (CH30) - CBHaC

( O) OBH33308CHCHCHHOBHS 2 , 3- (CH30) z-3- (CH30) - C6HaC

( O) CsHs3309CHCHCHHOBHS 2, 3- (CH30) z- 4- ( CH30) - CBHaC

(0) CsHs3310CHCHCHHOBHS 2 , 3- ( CH3D) 3 (CH30) z- CBH3C

(0) 06H33311CHCHCHHCsHs2 , 3- (CH30) } 0) z-CsH3C

( O) CsH33312CHCHCHHCsHs2, 3- (CH30) z

( 0) OBH33313CHCHCHHOBHS2 , 3- (CH30) z-
(0) CsHs3314CHCHCHHCs Hs2, 3- (CH30) z-3, 4, 2
(0) CsHs3315CHCHCHHCBHS 2 , 4- (CH30) z- CH3C (O)CG 133316CHCHCHHOBHS 2 |, 4-
(CH30) z- CZHsC (0) CsH33317CHCHCHHOBHS2 , 4- (CH30) z- CBHSC

- (0) C6H33348CHCHCHHOBHS 2, 4- (CH30) z-2- (CH30) - CBHaC

( 0) 06H33319 CHAHGHHIBHE DXy AL HTHBTY - 2-y3L) §TMBINe CsHaC (0) CBH3  Page 71
3320CHCHCHHOBH52 , 4- (CH30) z-4- (CH30) - CsH4C (0) OBH33321CHCHCHHOBHS?2 |
4- (CH30) z-2 , 3- (CH30) z-CsH3C (0)CsHs3322CHCHCHHCSHS2 , 4- (CH30) z-2 ,
- 4- (CH30) z- CsH3C (0) 06H33323CHCHCHHOBHS2 , 4- (CH30) z-3 , 4- (CH30)

z- CBH3C ( O) CBH33324CHCHCHHCEH52 , 4- (CH30) z-3 , 5- (CH30) z- CsHsC

(O) 06H33325CHCHCHHOBHS2 ( 4- (CH30) z-3, 4, 5- (CH30) 3- CBHZC
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)

3479 3480CH CH NCH CH CHCH CH CH5-C1 5-d HC6Hs CsHs H3, 4, 5-

(CH30) 3- CsHz 3, 4, 5- (CH30) 3- CsHz CH33, 5- (CH30) z-C6H3 3 ( 4, 5-
(CH30) 3-C6Hz CH3C (O) C (O C (O)3481NCHCHHHCHSCZHSC

"{ 0) 3482NCHCHHHCH3Cs HsC ( O) 3483NCHCHH|%% 2 éH - C6HAC
CHHHCHS

( O) 3484NCHCHHHCH33- (CH30) - CsHaC (O) 4- (CH30) - CBHAC

( O) 3486NCHCHHHCH32, 3- (CH30) z- CsHsC (0) 3487NCHCHHHCH32, 4- (CH30) z- CBH3C
( 0) 3488NCHCHMHEH33 1 64— 16@HH80)( 22 PTERGO10) 3489NCHCHHHCH33, 5- ( CH30) z- CBH3C
(0) 3490NCHCHHHCH33 , 4 , 5- (CH30) 3- C6H2C (0) 3491NCHCHHHCZ Hs CH3C

( 0) 3492NCHCHHHCZ Hs CzHS C ( O) 3493NCHCHHHCZ Hs CBHSC ( 0) 3494NCHCHHHCZ Hs 2 ( CH30)
- BHYC ( O) 34 FBHEBEHAIEHEGZHs 3- (cr|30) CGH4C(O)3496NCHCHHHCZHS4 ( CH30)

- C6HAC (0) 3@1 gﬂgﬂ?—( (_:,clpkaﬂ,(zf)rl Wﬂw@m@ 4-
(CH30) z- CsH3C (0) 3 9NCHCHHH cn;g@ )H%? ngCzHSB ,
5- ( CH30) 5z- Gsasie™(t0)B50 1K ?Eéum r(léﬁsO) 3 kqgwi

2 NCHCHHHO6 Hs GR3G sty eFad3MCHCHHHCE Hs CzHs C () 3504NCHCHHHOB Hs CBHs C

(0) 3505NCHCHHHCBHs 2-  ( CH30) - CBHAC (O)  (0) OH90-z (OHO) -' Z4H90- ( OEHO)
- f i HHHOHOLEI Z~' S(0) 04H90- (OHO) -i ~4H90- (OeHO) - ~HHHOHO ~I Of i ~S(0) 04H90-
(OHO) -4H90- i O0HO) -i ~HHHOHO ~I §S( 04H90- (' CEHO ) - Z4H90- ( OHO) -

i ~HHHOHG ~18 S ( 0 ) 0SH904Hg0- f-HHHOHG ~IL S ( 0 ) O0SHz O4H90-
( OEHO) - fiHHHOHO ~19 S (0) oHd O - i sHHHOHOLEI SS(0) 0ZH90-
(OHO -S i~ 4H90- (O0HO) - HHHOHO “R$ SEHO) -S' 4H90- (OHO)

- HHHOHOI €I S(0) 0H90-z (OHO) -~' 4H90- (OHS) HOHOI CI ZS(01 OH90-z ( OHO)
-~' Z4H90- (OHO) - HHHOHOL~I T5(0) OH90-2 (OHO) © Z4H90- (OHO)

- HHHOHOLEI 0S(O)  04H90- (OHO) -fi ~4H90- (OEHO) - EHHHOHO ~I 6ZS(0) 04H90-
(OHO) -4H90- (OHO) - HHHOHOLEI 8ZS(0O) 04H90- ( OEHO) - Z4H90- ( OEHO)

- HHHOHO ~| LZS( O 04H90- Z 0SHZOAH90- ( CEHO,

- HHHOHG 1Psz o§5%€£‘i@g§ %%MW&%@O%%%WO E (GEHO)(-S' 12i i
4H90- (OHO) -MHHHOHO 3ZE(DJC OHOGPTOR@RPE) -S © 4HI0- ( OEHO)

- ZHHHOHO! Ol ZZS(0) OEH90-z ( CEHO) -~ 4H90- (O0HO) - ZHHHOHO Cl TZS(O) OEH90- a
(CEHO _~ ~ Z4H90- (OHO) - ZHHHOHOLEI OZS(0) O0H90-Z (COEHO) -' Z4H90- (0HO)

- ZHHHOHO Ol 6' B9 1@4BBD- (OHO) - ~4HI90- (OHO) - ZHHHOHOI Cl 8TS(0) 04HI0-
(CEHO) - 4H90- sé ng ZakEEHCL El L'B’Sﬁ@fchﬁﬂwﬁdollmarﬁdkﬁﬂlc(@@ﬂ@))

- ZHHHOHOLE 9' ©5(0)  05HQ04 GS(Py O HO)
ooy o (0L 05K e (SO AR b GO OFpuQREl 000
Vi~ SH9aHHHQilOethﬂ.Zé'S(1@: OEH90-z (OHO -S SH90HHHO—|C] CI ZZS( 0 ) OEH90-z
( OHO) -~ "' SH9OHHHOHOLEIO'Z S (0) OEH90-z (CEHO) --~7

ZSHIOHHHOHO Cl 60SE(0) OEH90-z (OHO) - ZsH90HHHO—IO s80S(0) 04H90- (OHO)

- fi SHOOHHHOHO ~I LOS(O)  04H90- (D 6L ab~a Page 80 3542
N CH CH HH4- (CH30) -CsHa 2, 4- ( B NCH CH HH4- ( CH30)
-CsHa 3, 4- (CH30) z-C6H3 C(O) 3544 -C6Ha 3, 5- (CH30)
z- O6H3 C( O) 3545NCHCHHH4- ( CH30) ‘ 3- 6HzC

(0) 3546NCHCHHH2 , 3- (CH30) z-CH3C (O)CG 354 7TINCHCHHH2, 3- (CH30) z- CzHSC
(O) CsH33548NCHCHHH2 , 3- (CH30) z- CBHSC (O) C6M33549NCHCHHH2, 3- ( CH30) z- 2-
(CH30) - CBHaC (O C6H33550NCHCHHH2 , 3- (CH30) z-3- (CH30) -CBHaC

( O) C6H33551NCHCHHH2 ( 3- (CH30) z-4- (CH30) -CsHaC (O) CsH33552NCHCHHH2, 3-
(CH30) z-25 3-(5C@E3Bbxz~TsHIBAEN)-CEMI3 PheNCHidEEHanon® (CH30) z-2 , 4-
(CH30) z-C6 ). 3 H (CH30) z-3, 4- (CH30) z-CBH3C
(O)CSH33555NC§CI(Q1-1Hgi|g§ 51%%09;8? %%3""%0%) (CH30) z- C6H3C

( C) C6H33556NCHCHHH2, 3- (CH30) z-3 , 4, 5- (CH30) 3-C6HzC
(O)CGHSSSS?NCI%??@_{SC% .(CH30) z- CI-BC(O)C6I-133558NCI-|CJ-|HH2 4- (CH30)

z- CZHSC (O Cs éHHHZ 4- ( CH30) z- CBH5C(.O 356(])0NCH HH2 . 4- (cr|30)
7-2- (CH30) - CHlRACipe) cayeriadsgd Yethesyig Y JAGHEE D.

(CH30) - CBk9 Qe@ﬁ@ﬁdﬁ&ﬁ? Ngiﬁthwpmenxéﬁr&ﬁ)emum- bﬁbﬁwevCGM@ M

(0) 06H33563NCHCHHH2, 4 (% %%2- % CH30) z- C6H3C (O CsH33564NCHCHHH2 |,
4- i CH30) 2-285%4u 1@% 565NCHCHHH2 , 4- (CH30) 2-3 , 4-
(CH30) 2- C5H3C (O)CsHa3566NCHCHHH2 , 4- (CH30) 2-3 , 5- (CH30) 2-C6H3C

(O CsH33567NCHCHHH2, 4- (CH30) 2-3, .4, 5 ( CH30)._3- C6HzC

(0) CsHs3568NCHCHHH3, 4- (CH3OY ‘ NCHCHHH3 , 4- (CH30)

2- CZHSC (0) CsHs3570NCHCHHHS (- 4- [ 0) C6H33571NCHCHHH3 , 4-
(CH30) 2-2- (CH30) -CsHdC (0)CsH3 (@B0) 2-3- (CH30) - CBHAC
(O C6H33573NCHCHHH3 , 4- (CH30) 2-4- (dii30) CsH4c: (O CsH33574NCHCHHH3 , 4-
(CH30) 2-2 , 3- (CH30) 2-C6H3C (0)(:6H33575N8HCHHH3 , 4- (CH30) 2-2 , 4-
(CH30) 2- CsH3C (0) C6H33576NCHCHHH3 , 4- (CH30) z-3 , 4- (CH30) 2- C6H3C

(O) CsHs3577NCHCHHH3 ( 4- (CH30) z-3, 5- (CH30) 2-CBH3C (0)C6H3  Page 82
3578 NCH CH HH3, 4- (CH30) z- 3, 4, 5- (CH30) 3- C6Hz C(0) CsH33579 NCHCH HH3, 5-
(CH30) z-CH3C (0)CsHs3580NCHCHHH3 5- (CH30) z-CzHsC (0) C6H33581NCHCHHHS |
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:(0) OsHz Os HOOHHHO CI HOBZ9E( 0) OEHOsSHIOHHHO ~I HOEZ9E( 0) 0zHI0- (OHp) -5 ° $'
EsHz OHHHpl CI HpZZ9E( Q) OEH90-z (OEHO) -S' EsHzpHHHpl Cl HpTZ9(0) OEHIp-z (OHO)
-$ " EsHzOHHHO ~I HoQZ9E( 0) OH90-z (OHO) -~7  ZSHz OHHHPLEI Hp6T9(O) OH90-
{OHp) -E " ZsHzpHHHO ~1 Hp8T9E(0) pHI90- G%E;Q? -fi sHzOHHHpi ~1 HOLT9(0) OH90-
(OEHO) - EsHzpHHHpi ~1 HO9T9( O)  0~HOp- %75 Hz OHHHOL~I HOSZ9E( 0)

0sHIpsHz pHHHOI Cl HO-T9( 0) oSHzOSHszHHpLEl HOZ9( O) O0EHOsHz OHHHO Cl HpZT9E( O)
0zH90- ( OEHO 5-—ﬁ'etﬁox§EE:IG}-lb'JH@O~ll—E@ZZQ E( O) medexy ph@EHg)L ) n@thanone

EHOHHHODI Hp ggg&&;}*@ga& 1EHOHHHpI ~1 HOB09(0) PEHI0-z (OHp) W'
ZEHpHHHOL ~ | 9(0 HHp! Cl HOLO9( O) OVHO0- ( pEHO)

- ~HOHHHOL~HO909( O)  pHOp- ( OEHp) - HpHHHO Cl HOS09( 0) pbH90- ( OEHp)

- ZHOHHHO! CI 43 O HEBQOE( A RiOHHHOLE| HOBRAE( 8)a
pEHpEHO—IHHO 9E (3“““ (OEHO%) %)re% EzH90 - (CEHO) (é, ¥ E H

H HO Hp 1 &l @@QEV@(‘)):LV@SEWOE © BEANSE S FoEHp) -S "~ "E H H HO HO
i ~| 665E C01 EHIp- z(OHp) W zHI0 - E(OEHp) S~EHH HO Hp i ~1 865 (0) ~

9902 (09 Bl B if, Ly LD ekt
-fiizHI0 - (OH~) -S ‘dhe inddl-HCypxBmes and subsequent reactlon
with N,N’-carbonyldiimidazole

10
Cl) General synthesis of the indol-2-yloximes:
1.5 equivalents of solid hydroxylamine hydrochloride
and then, dropwise with stirring, over a period of 5
minutes, 3.0 equivalents of potassium hydroxide, 0.5M
15 in methanol, were added to a suspension of 1 equivalent
of the 2-acylindole prepared according to method A or B
in ethanol (10 ml/mmol). The reaction solution was
heated under reflux for 3-9 hours (monitored by TLC)
and, after cooling to room temperature, poured into
20 water (150 ml/mmol) and adjusted to ©pH 6 using

hydrochloric acid (10% in water). The precipitate
formed was isolated and recrystallized from
alcohol/water. TIf no ©precipitate was formed, the

organic phase was separated off, the aqueous phase was
25 extracted three times with ethyl acetate (in each case
2 ml/mmol), the combined organic phases were dried over
magnesium sulfate, the solvent was removed using a
rotary evaporator and the product was subsequently
purified by recrystallization, or the crude product was

30 reacted further according to C2 (method D).



1 S6S 8 ab~a  (0) OH90- (OEHO) -4H90- (OHO) - ~HHHO ~I HOD99(0) 04H90- (OHO)
- Z4H90- (OEHO) -i ~HHHO Cl HO8S9( 0 ) OsH904H90- ( OEHO ) - itHHHO CIHO8 S 9
(0) OsHzOH90- (OEHO) - fi HHHO Cl HOLS9E(0) pHO4H90- ( OEHO) - i t HHHO ~I HO9S9( 0)

'0zH90-E (OHO) -S “ir ° 4H90- (OEHO) - HOSS9(0) OEH90-z (CEHO) - S
“4H90- (OHO) - HHHOI Cl HOF i i S9(0) OH90-7Z ) -ir' 4H90- (OHO)

- HHHO ~I HOS9(0) OH90-z (OHO) -fir' Z4H90- (OEHO) - HHHO Cl HOZS9(0) pEH90- z
(OEHO) - ° Z4hi3GplE0ad). - HEHO1EAMS9( 0) 04H90- (OHO) - ~4H90- ( OEHO)

- HHHG ~I H@S 0- - 0- HO H £k Q : - (OHO
H%tpa?r = H%%%J)égg APHO) - H wg_ﬁbHHH(Jy 160} n@#H90~ ( )

- Z4H90- sHO04H90- (CEHO) - Cl HOLT i r 9( 0)
OSHZO4H9 ( 0sH0)etHE=9DIEE] HOOf i r 9(0) OHO4HO0- ( OEHO) - HHHO ~I HOSf i r 9( 0)
0zH90- (OHO) -S “ir “4H90- (0HON O CIHOIrfir9(0) OH90-z (OFHO) -S
H90- (OEHO) - ZHHHO Cl HOF i 9( 0) BEHOS QEHO—-fii ° 4H90- (0HO)

- ZHHHO Cl HOZf i 9(0) OEH90-z ( OEHO) - Z4H9- (OEHO) - ZHHHOLEI HOZi r 9( 0)
pHIO-z (OCEHO) - " Z4H90- (OHO) - ZHHHSR-LMQ | 04H90- (OHO) - ~4HO0-
(OHO1 - ZHHHO ~I HO69(p) 04HY0- ( OHO) ]
(OHO) - Z4H90- (OHO) - ZHHHO Cl HOL9(0) 0sH904 OEHO) - ZHHHO CI HO99( 0)
pSHZO4HI0- ((OEHO) -ZHHHOI Cl HOS9(0) pHO4H9O- (OEN W ZHHHO ~1 HO r 9 (0)
0zH90-E (OEHO) -S “fi ° SHIOHHHOLEI HO9(O) OH90-z (CHO -S

ESHIOHHHOLCI HOZBE() tl'chH? A- {4 - 2 iv1 ) EHREQ QO LI(0) OHI0-z (OHO)
-i ~  ZsHIGHHHO ém}r@gEHgo z lgo ZSHOOHHHO ~I HO6Z9( p) 04HI0- ( OHO)
- i ~s HOOHHHONHEEZ 91 0)4 BHHHG HO99(0) 04H90- (OHO)

- ZSHOOHHHODI HOPZ9( 0 ) OSH90$H90HHHO Cl HOS z9 ~8 ab~a  Page 85

3661 CHNCHHH4-- C6HaC (0) 3662CHNCHHH4- ( CH30) - CsHa2,
3- (CH30) z-CB f%»%geg‘gﬁhé&gg(mm -CsHa2, 4- (CHB z- CBH3C

(O) 3664CHNCHHEMar ¢ T+30) - BBEEBiad- (CR30) z- GeHICHNYTEBS L.~ TH30)
-CsHa3, 5+ ( - CAHRC, ( ©) 3666CHNCHHH4- ( CH30) - C6Ha3, 4, 5- (CH30)

3- C6HzC ?8) 3%@@@@&«?%@( CH30) z- CH3C (0) CsH33668CHNCHHH2 , 3- (CH30)
z- CzH5C (O) CsH33669CHNCHHH2 , 30 (CHBQ) z- CsHsC (O CsHa3670CHNCHHH2, 3-
(CH30) z-2- (CH30) -C6HaC (O INCHARD, (CH30) z-3- (CH30) -C6HaC
(0) CBH33672CHNCHHH2, 3- (CH30) z-4 : 0) 06H33673CHNCHHH2 , 3-
(CH30) z-2, 3- (CH30) z-CBH3C (0) 06TR3B , 8- (CH30) z-2, 4- (CH30)
2- C6HBC ( O) CsHs3675CHNCHHH2, 3- (CH30) z- B 4- Il 0HB0) z- CBHBC

(0) CsH33676CHNCHHH2 ( 3- (CH30) z-3, 5- (CH30) NaCRH3C (O) CsHs3677CHNCHHH2,
3- (CH30) z-3, 4, 5- (CH30) 3-CBHzC (O) C6H33678 HH2 , 4- (CH30) z- CH3C

(O) CsH33679CHNCH 0 80CHN 4- (CH30)
st (0 0oL BBRIRERERI D, 1oEptra0y - h SRR DTIREEEE o oot Page 86
3682 CH NCH HMR2p.4- 16B8H36%°¢- (3-prep8ppl) C6Hg C( O 06H33683 CH NCH HH 2, 4-
(CH30) z- 4- (CH30) -CsHa C(0)06H33684CHNCHHH2 4- (CH30) z-2, 3- (CH3O)
z- 06H3C ( 0) C6H33685CHNCHHH? %01430) z-2 , 4- (CH30) 2-06H3C

( 0) Cs Hs 3666 CHRERFFR e, C4- 3( @36927‘? 4- (CH30) z- CBH3C
(O)CsHs%87CH§@b!HHzng4 ma(&BQal 223, 5(5{10B0Yx7- CFHBEIE D) TsyrhBeBearhNeHHH? |
4-" (CH30) z-3 , 5- (CH30) 3- C6HzC (O) C6H33689CHNCHHH3, 4- (CH30) z- CH3C
(0)06H3369004N€H9ﬁ|§°ne4 (CH30) z- CzHsC (O) CsHs3691CHNCHHH3 , 4- (CH301

z- CsHSC (0) CsHs3692CHNCHHH3, 4¢y (CH3Q) z-2- (CH30) ~O6HAC

(O CsHa3693CHNCHHH3 , 4- ( CHBD) M3 - C6 @ H33694CHNCHHH3 , 4-
(CH30) z-4- (CH30) -CsHqC (O) CsH3B clBo) z-2 , 3- (CH30)
z- CsH3C (0) CsHs3696CHNCHHH3 |, 4- "SH320) z- CBH3C

(0) CBH33697CHNCHHH3 , 4- (CH30) z-3 z- CsHsC ( O) CsHs 3698 CHNCHHH3
, 4- (CH30) z-3 , 5- (CH30) z-CsH3C (0)CsH3369Q9CHNCHHH3, 4- (CH30) z-3 ( 4,
5- (CH30) 3-C6HzC (0)CsH3 ~ Page 87 3700 CH NCH"'j3, 5- (CH30) z- CH3

C(0) 06H33701CH NCHHH3, 5- (CH30) z- CzHsC (0) CsH33702CHNCHHH3, 5- ( CH30)

z- C6HsC ( 0) C6H3RTRATCHNGHHHB- Lndﬁrl{ﬂsﬂﬂ)p@rﬁ;—ln(e@lml)onec&ﬁa@e

(O)O6H337 4CHNCHHHS 0), z-3- Hy )CsHsB?OSCHNCHHHB ( 5-
( CH30) 2-2- léaqdé(% %&?&@Mﬁﬁf@ % &B0) 2-2, 3- (CH30)

2- C6H3C (O)CGHgS?O?CHNCHHH3 5- ( CH30) z 2, 4- (CHSO) z- C6H3C

(O) CsH33708CH pﬁp 4- (CH30) z- OBH3C ( 0) CBH33709CHNCHHHS |
5- (CH30) z- 3%%%530 7&2374% )CsHSS?lOCHNCHHHg 5- &;;I%N %%4 5-
(CH30) 3- cemcsqa:c)t@smsrmt@m@m 54, 5-(GcABaPIoehsaye)y cdRy o

5- (CH30) 3- CzHsfe10) _961%3& HAGNGHHS, 4, 5- (CH30) 3- CBHSC

(O) CsHz3714CHNCHHH3 *, 4, (CH30) 3-2- (CHsO -CSHqC () C6H23715CHNCHHH3 (
4, 5- (CH30) 3-3- (CHsO C6H4C(O)CSH23716CI-|NCJ-|HH3, 4, 5- (CH30) 3-4-
(CH30) - OBHgC (0) CsHz3717CHNCHHHB, 4, 5- (CH30) 3-2, 3- (CH30) z- CBH3C

(O C6H2  Page 88 3718CHNCHHH3 , 4, 5- (CH30) 3- CsHz2 , 4- (CH30) z- CBH3C
(0) 3719CHNCHHH3, 4, 5- (CH30) a- CsHz3, 4- (CH30) z- CBH3C (0) 3720CHNCHHH3,
4, 5- (CH30) 3- CsHz3, 5- (CH30) z- CB6H3C (0) 3721CHNCHHHS, 4, 5- ( CH30) 3-

7~ 1 L~ NI NN N L L N A\ NNy N 1N IR W1 37 7N W 27N L A\ ™ s~ 1727 IR 11 1 171 17N ™ 1 1. 7~

- ZHHHO ~I HOB9( 0) 04H90-




~Subst ances D- 70260, D-70744, D-80815, D-80816 and 25 D- 80819 (Ex. C2.3, D4,
F2, F3 and F4) were exam ned for their antiproliferative activity in a
proliferation assay (Scudiero et al., Cancer Res., 48: 4827-33, 1987) using

“established tunor cell lines. The teg; %§%%:deternines m tochondri a
dehydr ogenase activity and 30 pernits 3%e <ell vitality and indirectly the
cell nunmber to be determ ned. The cell lines used are the hunman cell |ines

HeLa/ KB (CCL17), SK-OV-3 ( 77),
| eukemi a cell line L1210 1
established cell |ines obtained
summari zed in Tab. 1 show hi ghl'po
subst ances D 70260, D 70744 and D 8083%
the structurally rel ated conpounds D- 808
no significant action. 10 Accordingly, there defined structure-activity
relationships. Table 1. Antiproliferative activity of different derivatives
in the XTT cytol8niddphdrRst) Wt dxyl S A ko 1Hel-a/ KB tHer(dne3, MCF-7 and
L1210. What is stated’is the inhibition in percent at a concentration of
3.16 ~.g/nmM. BN oae F : ~~concea-.:.~~xezasR=rni - ~cF ~Ls-zso ~: anpl eNo
~tratioaf 3. ~grude [drddudd (purity by HPLC: 81%)

.. C2. 3D 702603. 1690. 768. 94. 191. 3D4D- 707443. 1674. 655. 21. 977. 1F2D- 808153. 161.
708. 10F3D°808163. 1691. 766. 118. 294. 7F4D- 808193. 1606. 6021. 8 _Page 95 100 75
50 olo It1l 0d2)l RefOPIOVOL GlG 1H4inddb-dryimethanone joxgmes Wyt Fig. 1

G aphi cal represgen ]iﬁg o &ﬂgﬁgntrationdependent antiproliferative
activity of EyggSf%£§ .:giﬁggq?n the XTT gytotoxicité_tegt %ith cell lines
HeLa/ KB, SK- Q-3 emcrealemes L2816A0 ExNnprarbonyt daitigf2pt 8088 S Ex.
F3) in the holdguy £bbgr seadelonlavivoed@i valdet eofi nbet Nel-dvaidlatsi- ity

and efficacy 1n the ani mal nodel. (naked e t he I 1 B
MCF- 7 and OL1 MIMGehaneRf t oreds n”ﬁmo%le%\ﬁag’i?’@f}sfqrr%ﬁ aﬁ?&édm |i/ %ﬁé]ér‘elg?{(:‘:i(

(Hol I i ngsheadrigé ahixtuid e Wds Shhemosd 5ihder3]-rZHL1wo9For THe X dsturs

subst ance D-80816. i s_adm ni red f t b AN e} i.p.
After the end %ﬁn%$ﬁf?%2b¥p§&§%'d§§ Tt é?f%%%rgaa?gégkg%znteéﬂgﬁggthe
cell vitalitytiné theeaohboncel beluobiahnedwds deboumeded dditey t FERSEET
assay. D-8081 Xidm {10di Birkicap 10k t L00& Fidd addsceldolldyws and
i mpl ant ati on g%%@s@fgﬁﬁ%fgeggyglt?%x?%%t Bof LDSO>1 000 np/ k i.[lﬁg :
Tabl e 2. 15n vawd saviskalliged 89816 a(ld%s%glé%l 4x T 5%0%6?381 ‘.”‘E?) Y47 t he
hol | ow fi ber tgshedi t hHdiMBEgaakt |pmese Haka/ KBepdbkeddand 11848, thePage 96
Exa~l e:, ~~, Code No. LD 50l nhi bition  of /1 kg roliferation. int | | ow
fi ber F3D- 8081894€0¥® nffRYKB {35 p%""’f&%ﬁr{%ﬁ* Kkh?se c.E?m%oo‘Eﬁ%or%}g&)
100L1210 (s. &c@tdB80NER7 dactp.Jadd0oRMEE7mpisl) ¢. FheoTombimside @ganic

Cel |l -cycl e-spegific actiagn . 480 in 7 Thes RKGp27 cel
system (M Scﬁﬁ?ﬁ?setwékg Cﬁ%&%@ne%@?&h)P%§§§¥§Smgoéggq§g§§u;g§ias a_nodel
to exam & t heotekhtcyelse-td1Rati 1eRovRd | BRINRKS T LR THURIRRIIGP T #2F nona
line in which.jhe seld,aycl@gsi hibi t08a PBYXi @dlidn exprressedgraghgedomy t he
Ecdyson expression 10 syste resulting in a cell cycle aryest s gééically
in GL (Fig. 2FilAC&ubSfanc¥Sf% h §HIE aBEESK Y hi bIPS BP0l P TaTat i on
i ndependent | yeehydhatheatehteRKRQecel L:B$ .arrested in GL or not. In
contrast, cell-cyclespecific substances, such as, for exanple, tubulin 15
inhibitors, are only cytotoxic when cells are not arrested and are

under goi g t h&xeebllecyel.&. (BeBd68B)80816 shows a cell-cycle-specific
action, i.e. tration- nde ntiprolLi thyevatchl oRdgéanzonly be
measured in n%%%%%gﬁgéd ég?ﬁgggﬁ?ch gﬁéqﬁot Zg g%?%%tedﬂyn GL of the cel
cycle (Fig. 3yl)atbengnggloFimg defi ned nol ecul ar nmechani sm of action of

D- 80816 and derivatives has to be%assuned. Page 97 p27 kipl GL Ms
seedi ng drug exposure MIT & -2T T\ i ieer 72 h Fig. 2 Schematic
representation of the induced expres , | eading to a cel
cycle arrest 5 in Gl, and the treat &g cells +/- inductor
(muristerone A) and test substance. c750... 50cv 250

-3-2-101 Conc(log) pMI D-8D818 i nduce noni&nduced

o“ ™o~

3—Methyl—l,2,5—oxadiazino[4,5—a](5—methoxyindol)—6—one

(HI8R2) and the nurine
& e characteri zed,
Ired. 5 The results
srative action of
, D4 and F3). In contrast,




710 Fig. 3 Antiproliferative effect of D-80816 (Ex. F3) on RKO col on
carcinoma cells arrested in the Gl phase of the cell cycle (induced) or

undergoing the cell cycle, i.e. proliferating exponentially. 15 Description
of the nethods used XTT test for celluyl ar hydr ogenase activity The
adherently growing tumor cell |ines HEIH KB, SK-OV-3, MCF-7, L1210 and RKO

were cultured under 20 standard conditions in a fum gation incubator at
37C, 5~ Q02 ang.9521atr2edHFier(i2e-dnopiadialy. On experinental day 1, the cells
are detached using trypsin/ EDTA and Page 98 pelleted by centrifugation.
Subsequently, the cell pellet is resuspended in the respective culture
medi um at t h&xapmplepd2at?e @=18168dunt and reacted in a 96-well nicrotiter
plate. The plates gff thaprewhhyred & over ni ght(si-NethexturiHgdnidon -2 -

i ncubator. The test substances are prepared as 10 mM stock solutions in
DVSO and, Son YaXpranasinlalOnfayP* 2 Meji | uted to the appropriate concentrations
using culture nmedium The substgnces_.in culture nmediumare then added to
the 10 cells and incubated in-theNam gatd-ery i ncubator for 45 h. As a
control, cells which are not treat h tHe test substance are used. For
the XTT assay, 1 ng/m of XTT (sodMu

3'-[1-(pheny|an1nocarbonyl)-3,4tetrazo|iugtﬂs 4- met hoxy- 6-ni tro) benzenesul

fonic acid) 15 is dissolved in RPM -1640 di urgw t hout Phenol Red.
Additionally, a 0.383 ng/m PMs (N-net hytdi fizopyrazi ne nethyl sul fate)
solution in phosphate-buffered saline solution (PBS) is prepared. On
experi ment al V\ﬁ-aﬁ W1 7P, 7; L oA di £F 1 nd T4 PMEa M ¥t ehoty Ph@sl ) e6-emé 0 the 20
cell plates i % In the neanti have geen i ncubated with the test
subst ances fd¥ﬁﬂ5=k@0¢%31%%ﬁsfngﬁ%??W?1 efore use, the XTT solution is
m xed with the PM5 solution in the ratio 50:1 (v:v). The cell plates are
then i ncyhated in the fumgati hpcubator for a 25 further 3 h and the
opti cal nsi€§aTQ£ﬁ9%£I?L?§;?§?%% ermned in a photoneter. By nmeans of the
OD490 |, n, deseantimd, thmaperdsitage GlnBi:biti orbiMetdaeit idhndtadtive to
the control ap ] | ically in the formof a 30
concentration¥g%ﬁ*%%%gﬂggggégﬂgﬁék%@gi)is cal cul ated by neans of a
regression analysis fromthe cencentLati onactivit urve using the program
Graphpad. Determination of th€ a ; i ity in the 35 hol | ow
fi ber nodel in yivo The tunor cel CH- 7 and L1210 are
ohir(ViNgyT i DRorfe) fl uori de (5x106
cells/m) and transplanted into the Padge 99|physiological conpartnments of
t he naked nouse (intraperitoneal, i.p., sybcut aneously, s.c.). In each
test animal, a total of 6 hollow fiber@ areéltransplanted (3 i.p. and 3
S.c.), containing the tunor 5 cell lines in question. One group of 6
animals is traaPbenyilth,Rh6-puetdisabspdAcs -l (p-methogyiREoldr 65006t al of 4
days) (ok?. Anjpnmal r e L i the sol vent tyl ose serve as control
gr oup. CEEQda@'gffeﬁg?hgﬁpagtqugPP%gP%%n of substance, the hollow fibers
10 are explanted. The nunber of netabolically active, vital cells for each
hol | ow fiber igraiglieny neeedsi REadtE K bRssy (Hetnadbbve)ylReohanbne, the
antitunmor activity of the,test substance.i rm A 4200000
relative to the control OXt5SEePF B gﬁ&%ygﬁéﬁu§F%§%Phgdﬁﬁg%??kﬁggéI The
assay i s carrithé ofblilbwiigneblkagiazes. dByivaddves| ewexpr esgnbhesizgd7ki pl,
the growm b, of th ls i.s C I aphes , b cglit-srdeanebndi e.
By 20 coﬁg%riﬁﬁc%ﬁggégfiggby%gﬁcgﬁgﬁ%edbgndbﬁgn-?Egﬁ%gg cglls, it is
possi bl e to drasctedc/fygitdher ¢cordimscfaniCm of action (cell cycle
specificity) of the therapeutics. Non-induced cells are seeded in a cel
count which is about four tinmes higher, since, conpared 25 to uni nduced
cells, there éﬁ@mﬂiQHﬂkeQﬂWﬁ¥ﬁﬁ%k§chning t he assay (2x104 cells/well
i nduced, aboutgiQaxHA cel | slawmeidianon-i ndeaed) . Thdleednhdolls2ayéd)urilreat ed
cells (+/- inductiogﬁgllng_cti nis carried out using 3 ~.Mof nuristerone
A. On day??, (HERBHRISHY &/ - nuristerone A) and incubated at 37C
for 24 h. On day 2, the test substance is added (control DMSO) and the
sanples are incubated at 37C for a further 48 h before a standard XTT assay
is carried out (see above). 35 The conpounds according to the invention can
be used as nedi canents in the treatnment of diseases, in particular tunor
di seases, in mammals, in particular man. Page 100 Administration can be
~orally, topically or parenterally (i.m, i.v., s.c.) in the form of
suitable adm nistration forns. 5 Exanples of suitable admnistration forns
whi ch nmay be nentioned are: Exanple | Tablet conprising 50 ng of active
- conpoundl10 Conposition: (1) Active conmpound50.0 ng(2) Lactose98.0 ng(3) Corn
starch50.0 ng(4) Pol yvinyl pyrrolidonel5.0 ngl5 (5) Magnesium stearate2.0
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120 25 30 1. A conpound of the forrmula z where R6 PCT/EP02/ 09539 ti) Rl is
hydr ogen, (C6-Cl4)-aryl which is unsubstituted or fully or partially
substituted by identical or different substituents, (Cl-Cl3)-heteroaryl
“which contains at |east one to four hbaggtzé)and/or S as ring nenbers and
is unsubstituted or fully or partially Substituted by identical or
different substituents, (C3-C8)-cycloal kyl which is unsubstituted or fully

or partially substituted by idemcal or differem substituents, or
strai ghtchain or branched (Cl{€ RYT] whi ¢ lnsubstituted or fully or
partially substituted by ident rdi Jstituents; A, B, Cor D

i ndependent|ly of one anot her > 0 a carbon atom
substituted by R2-R5; R2, R3, R4 and |5 inflependently of one another are a
free electron pair (if binding partn y Cqp_D are a nitrogen atom,
hydr ogen, hal ogen, cyano, nitro, h ; straigﬁb—chain or branched
(C1-Co6)-al kyl, straight-chain or branched (Cl-C6)al kyl which is substituted
by one or norg hal gﬁgg,ﬁ&ga@n Il - &hadh e PIndr ancheri A&dt G§) oraé koxy,
straight-chaj% Q?Igranc e dééﬂﬁ%ﬁ?lgPioxy wﬁ?ch ig ﬁgbe 102 substituted
by one or noré.hal okl Bedis, (SR +HEYHERENR oS e Bhched
(C1-Co) - al kyl enedi oxy, (Cl-C6)-al kyl carbonyl oxy, (Cl-C6)-al koxycar bonyl

oxy, (Cl-C6)-al kylthio Cl-C6)-al kyl sul finyl, 5 (C1-C6)-al kyl sul fonyl,

car boxyl , 5( CIEX®RLE Kyt é%?%%} hie, carboxani de,

N- (C1- C6) - al kgt ga¢ bexan de, mab ikl (Cl- C82 al kyl carlibxdamale;2-y1) - (3-
(C1-C6) - al koxy-(.C1- -al kyl .. .am nono- ( C1- C6) al kyl am no,
di-(Cl-CB)-aJ%?é%ﬂ*%%,eﬁﬁtr%é%%%ﬁgﬁ% 10 (C1-C6) radicals together may form
a ring which optionally contaigs P, N- (CL1- C6) al kyl, O or S,
(C6-Cl4)-aryl, (C6-Cl4)-arylo 1- C6) - al kyl ,

(C6-C14)-aryl (C1-CB) - al koxy-( N S)-.alkyl 15 carbonyl,

(C1- C6) - al koxycar bonyl, hydr oxy¥, : ect @ adjacent radicals may
be attached to one another; R6 is (Cp-Cl4)-aryl which is unsubstituted or
fully 20 or partially substituteddsy ™gefitical or different substituents,
(C1-C13) - heteroaryl which contains at l'east one to four N, NHL O and/or S
as ring nmenbegs angei hjuged gL k¥z9hoPar tiahkasubstbhet ed by

i dentical or éi#?e93%§°§g§§§§29?t5égfg o%%g-éB)-cmcboaIEyl which is

unsubst i thft edMep - £ ulR9-BOREr € FALPYNs GBEPMALPEE2BYY) denti cal or different
substituents, straightchain or branched (Cl-C20)-al kyl which is
unsubstituted or fully_or_partially substituted by 30 identical or

di fferent subgﬁﬁpﬁéﬁtﬁ? ﬁﬂé§é4§%é‘identical or different substituents are
sel ected fronsthetgnoup mansisdl ngadf: hy (5 ofenhoky ubit ivedothPoyl he(3-

brom ne, i odine i yl, (Cl-C6)-al kyl, (Ci1-C6)-al koxy,

car boxyl , (c1WE§?8%§B§FE§FB@%F€ ¥ligis'lg)s(ubstituted by one or nore identical or
di fferent hal ogen atons, ( '

identical or different hal ogen B
(C2-C6) - al kenyl, or branched (CR a N

branched strai ght-chain or branch&d ( (CI- C6)¥al koxy- (C1- C6) - al kyl
(C6-Cl4)-aryl-(Cl-C6)-al kyl, (CL-CA4)- (C1-C6)-al kyl; straight-chain
-C8)-cycl oal kyl, (C1-GC6)-al koxy, i-g@xKy edi oxy, (C6-Cl4)-aryl,
(C6-Cl4)-Bvyl X is a carbonyl (C=0), sulfoxide (S=0) or sulfonyl 10 ( S02 )
group; Y is an-gRygknthatgyphenyd )rilt, 120 feroxa@ddmzdmedtd. toutadd Soy t he radi cal R7

(NR7), where 1 48 8 Sy Y which is unsubstituted or fully or
partially subﬁ%ltt%l?ﬂé%nby : o

T i'”dentical or different substituents,

( C1- C13) het er damyl: MTlcH 739& digtdamol)east one to four N, NH, O and/or S as
ring menbers and is 20 unsubstituted or fully or partially substituted by
identical or different substituents, (C3-C8)-cycloal kyl which is

unsubst i t #Ped EaMRAS Por(yh% %48y substituted by identical or different
25 substit uentsharstiray ghdatehdial omshr andheti 1 pCbpBany1al-Kp-mefthobyi-4 H-
unsubstituted,orflniy qré¥wgggﬂly substituted by identical or different
substituents,%ﬂﬂﬁk? He At A or different substituents are 30 sel ected
fromthe group consisting of hydrogen, fluorine, chlorine, brom ne, iodine,
cyano, nitro, hydroxyl, (Cl-C6)alkyl, (Cl-C6)-al koxy, carboxyl,

(C1-C6)al kyl which is substituted by one or nore 35 identical or different
hal ogen atons, (Cl-C6)-al koxy which is substituted by one or nore identical
or different hal ogen atons, straight-chain or branched (C2-C6)-al kenyl,
Page 104 5 10 15 n Z 20 25 30 35 straight-chain or branched
(C2-C6) -al kynyl, (C3-CB)-cycloal kyl, straight-chain or branched
(C1-C6) - al koxy, straight-chain or branched (Cl-C6)-al kyl enedi oxy,

(C1- Co) al koxy-(C1-C6)-al kyl, straight-chain or branched

ubstituted by one or nore
Hage 103 chain or branched
6a?ght-chain or

)

~A P~ O\ R I D L



Page 105 al kyl which is substituted by one or noreidentical or different
hal ogen at ons, (C1-C6) - al koxy which is substituted by one ornore identical
or different hal ogen atons, 5strai ght-chain or branched

"{C2- CB) - al kenyl , strai ght-chain or brq&gQg .

(C2-C6) - al kynyl , (C3-C8)-cycl oal kyl, s Fﬁlg t-chai n orbranched
(C1-C6) - al koxy, straight-chain orbranched (Cl-C6)-al kyl enedi oxy,

strai ght-10chain or branched ECl-8)-al kylthio Cl-@4) - al kyl sul finyl,
(Cl- C4) - al kyl sul f onyl , (06- C14) -
(C6-C14)-arylsulfinyl, (C6-Cl4) - a
strai ght-chain or branchedl5nono- ~
or branched di - (Cl-C6) - al kyl ami no wherejthett wo(Cl-C4)-radi cals together may
forma ringwhich optionally contains nmore NH, N- (Cl-C6)-al kyl, 0 or

S, (C6-Cl4)-aryl, 20(C6-Cl1l4)-aryl oxy, (C6-Cl4)-aryl-(Cl-C6)-al kyl,

(C6- Cl4) - ar yl3 (Gl geany 1)Ch-,C6)5-adxad i a {iCl [3,)5-ed kA -cee tiommpt -

(C1- Co6) - al koxycarhonyl, straight-chain or

branchednnno;w@qgéf- Cf kyl car bonyl anmi no, straight-25chain or branched

di - N, N- ( Cl- C8) -8l kyd 230y | emlnoiarsi¥lai ght - chai n or

br anchednpno- N- ( C1- C6) - al koxycar bonyl am no, straight-chain or branched

di - N, N- (C1- C6) - al koxycar bonyl am no, straight-chain or30branched .

N- ( Cl- C6) - al KShe arfsorauainia o-0eeernss) - A9GATEHND, 5 r Sltht AAYERTLon
orbranched N-(Cle0B)sal¥oxycar bonybam sanNalcs- 68) prldpalrad recdi@iand t hat,
if n=1, Zis a nitrogen atomn, Page 106 or a tau%gper acstgﬁgokfoner, a
mxture or a BhartkgceBPPYSMEYCALEERt aDYRERSF1S t RESHIUES ACcoWound as
clained in cl@ismdingharaft araad J-rarddiatl iRl asidydeogentiR@s RE,tIR4 and
R5 i ndependent|y_of one anot her are hydrogen, hal ogen or (Cl-C6)-al koxy, R6
i's strai&Ht-c%%ggeﬁﬁn%r%ﬁ%?ﬁiF%%§§%20)-aIkyI whi ch is unsubstituted or
fully or partially substituted by identical or 10 different substituents or
is (C6-Cl4)- i i pbstituted or fully or partially substituted
by identicaIa%géﬁ¥?¢%p%%?e§£%¥iituents fromthe group consisting of
(C1-C6) - al koxy and hal ogen, Y is an oxygen atomor the radical N-R7, where
R7 is 15 (C6-Cl4)-aryl which is unsulgstituted or fully or partially
substituted by identical or differenty substit ts, X is carbonyl (C=0), Z
is anitrogen atomand n = 1. 20 §.A& d as clained in claim1
characterized in that RL is hydr " R4 d R5 independently of
one anot her are hydrogen, halogengﬁk: , R6 is straight-chain
or branched (Cl-20)-al kyl which is unsubsy tutfdd or 25 fully or partially
substituted by identical or different? substituents or is (C6-Cl4)-aryl
which is unsubstituted or fully or partially substituted by identical or

di fferentisubstituents fromthe group consisting of (Cl-C6)-al koxy and

hal ogen, n 30_- 8 %.i§ LQe %gﬁ'cal C-R8, where R8 is (C6-Cl4)aryl which is
unsubst i t ut edPEPERGFFy (BFtpafial Iy substituted by identical or different
substituents fromthe group consisting of (Cl-C6)-al koxy and hal ogen, and X
is carbonyl (C=0). 35 4. A conpound AS claimed in any of clainms 1 to 3 for
use as a nedi canent. Page 107 5. The use of dRtonpound as clainmed in any
of claimse 1 to 3 for controllinght disordérs in mammal s, in particul ar
in mn. 5 6. A nedicanent, congi' Ht one conpound as clained in
any of clainms 1 to 3 together t l'callpuﬁcceptable auxiliaries,
diluents and/or carriers. 10 7. & pf pragari ng conmpounds of the
formulal R6, t~) In Wich A B, C D R} RVIIR3, R4, R4, R5, X Y, 15 Z
and n are as defined in claim1, chafacterXzed i\ that b) the ketone of the
formula R R3~ ~RL R6 RA'"~ ~ ~N~ 1 R5 R9-p is reacted with aa) oxine or
bb) hydrazine derivative H2ZNNH- R7 where R7 is as defined in claim1, and
the resulting product is cyclized 25 wth an activated carbonyl, sulfoxide
or sulfonyl derivative, or is reacted with cc) phenylacetic acid derivative
X1-CO- CH2-R8, where X1 is a suitable |eaving group, such as hal ogen or

Page 108 (Cl-C2)-al koxy, and R8 is as defined in claim1l, followed by
cyclization in the presence of base. .A A A A A A As;

Y9. A (. An. AE. As{. A?. Ay. Ay. A A A Ar.As. A A A .AAA

CACA DA DA Te. Ap3N. Aa3N. ApX. A e. Al 1Y. AbS2. A. As. A. As. A As

. A. Ah+. Ag™"N. A#0. A8l . Ak. A

AmM . AUf L A=X. Al AF1. A Al . AcN. AhN. Ap, . A AIR Aly. A . A). Av. A1?. A(o. A) vf. AX

.Ac. A}. A A .AD. Ah. A) I . AWA(a. A A Al x:.A(}. A A AU AXW Ae. AD. AS. AF. ADe. A\ . Aa.
AB?. A°7.A;9.A .A(.A N A a. ALNe. A(. A9a. As(.As(. A ;. A ;E.A ;. ARBz:| %<+45 <C
++(+H#. H#. || O] | ><| <| K~<~<~<~| ~| =?22>>>555555>| S| > <| | | | | 2] 2| €| €| €| | <~<~| ~| ~<?
2] <?| <| || =2 >?| >2222272| 2>~p?| 222| ~| 2" 22| ~| <| ~| 22222>2>7~>>>722222p<?>" G~~~

) - al koxy- (C1- C6) - al kyl,
fl no, straight-chain
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& ()-  SHYLORES |@H( ) CHoH Q1000 -Cls  |H - (CH30) -CgHy 0, 0

265 |CH |CH |C 7-CHs H 2,3~ (CH;0)2-CgHs S50, 0

266 |CH |[CH |C 7-CHs H 2,4-(CH;30) ,~CgHj SOz 0

267 |CH |[CH |C 7-CHjs H 3,4-(CH30) 2-C¢Hs SO, 0

268 {CH [CH |C 7-CHs H 3,5-(CH;0) 2,~CeHy SO, 0

269 |CH |CH [C 7-CHjy H 3,4,5-(CH30)3-CeHy; |SO, 0

270 |CH [CH [CH |[H CeHs CH;y S0, 0

271 |CH |CH |CH |H Ce¢Hs C,Hs SO, 9]

272 |CH |CH |CH [H CeHs CeHs 502 0

273 |CH (CH |CH |H CeHs 2-(CH30) -CgHy S0, 0

274 |CH |[CH {CH |H CeHs 3-(CH30) -CgHy SO, 0

275 {CH (CH [CH |[H CeHs 4- (CH30) -CgHy SO, 0

276 |CH [CH |CH [H CeHs 2,3-(CH30),-CgHj S0, )

277 |CH [CH |CH |H CeHs 2,4-(CH30) ;-Cg¢H; SO, 0

278 |CH |CH |CH |H CeHs 3,4~ (CH;30) ;-C¢Hs SO; 0

279 |CH |CH |CH |H CeHs 3,5-(CH;30) 2-C¢Hs S0, )

280 |CH [CH |CH |H CeHs 3,4,5-(CH30)3-C¢Hy |SOq 0

281 |CH |CH [CH |5-Cl CeHs CHj S0s 0

282 |CH |[CH |CH |5-C1 CeHs C,Hs SO, 0

283 |CH |CH [CH |5-Cl CsHs CeHs S0, 0

284 |CH [CH |[CH |5-Cl Ce¢Hs 2- (CH30) -C¢H,4 S0, 0

285 |CH |CH [CH |5-Cl Ce¢Hs 3-(CH;0) -CeHq S0, 0

286 |CH |CH [CH |5-Cl CeHs 4- (CH;0) -CgH,4 S0, 0

287 |CH [CH |CH |5-Cl CeHs 2,3-(CH;30) ,-C¢Hs S0, 0

288 |CH [CH |CH |5-Cl CeHs 2,4-(CH30) ,-CgHs S0, 0

289 |CH |CH ([CH [5-Cl CeHs 3,4-(CH30) ;—-C¢Hs S0, 0

290 |CH [(CH |CH [5-Cl CeHs 3,5-(CH;30) ;-CeHs S0, 0

291 |CH |[CH |CH |[5-Cl CeHs 3,4,5-(CH30)3-C¢H, |SOq 0

292 |N CH |CH |H H CHz S0, 0

293 |N CH |CH |H H CyHs S0, 0

294 |N CH |CH [H H CeHs SO, 0
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| 41098&' () - (XEOYBE ()C-H *c!ch% $ & (NH(*. -,/ TMNCHP)-CeHs ~  71(Q%0% 0
298 |N |CH |CH |H H 2,3- (CH30) 2-Ce¢H; S0, 0
299 |N [CH |CH |H H - (CH30) ;-CeH3 S0, 0
300 |N |cH |cH |H H 3,4- (CH;30) ,-CeHs SO, 0
301|N |CH |CH [H H 3, 5- (CH30) ,-CeHs SO, 0
302 |N |cH |[cH [H H 3,4,5-(CH;0)3-CeH; |SO; 0
303 |cH |N |CH [(H H CH, SO, 0
304 |CH |[N |CcH |H H C,Hs S0, 0
305 |CH [N |CH |H H CeHs S0, 0
306 |cH |N |[CH [H H 2- (CH50) ~CgHy SO, 0
307|cH [N |cH [H H 3- (CH30) -CeHy SO, 0
308|cH [N |cH |H H 4- (CH30) -CgHa SO, 0
309 |cH [N |cH |H H 2,3- (CH;0) 2-C¢H, S0, 0
310 |CH [N |CH |H H 2, 4- (CH;0) ,-CeHs S0, 0
311 |cH [N |cH [H H 3, 4- (CH;0) 2-C¢Hs S0, 0
312 |cH [N |CH |H H 3,5- (CH30) ,-CeH; SO, 0
313 |cH [N |CH [H H 3,4,5- (CH;0) 3-CeH, | SO, 0
314 |CH |CH [N |H H CH, S0, 0
315 |CH |cH |N |H H C,Hs SO, 0
316 |CH |CH |N |H H CeHs SO, 0
317|cH |cH |N |H H 2- (CH;0) -CgHy SO, 0
318 |CcH |CH [N |H H 3- (CH30) -CeH4 S0, 0
319 |cH |cH [N |H H 4~ (CH30) —CeHy SO, 0
320 |cH |cH [N |H H - (CH30) ,-C¢Hs 80, 0
321 |cH |cH [N [H H 2,4~ (CH30) ;-C¢H, S0, 0
322 |CH |cH |N |H H 3, 4- (CH30) ,-CgH; SO, 0
323 |CH |CH |N |H H 3,5~ (CH30) 2-CeHj, SO, |0
324 |cH |cH [N [H H 3,4,5-(CH;0)3-CeH, [ SO, 0

Analogously, in accordance with the general procedure E

given below, it is possible to prepare the following

compounds according to the invention (examples 325 to
5 2634):
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f|($+$1096&}@yﬁgﬁﬂ#¥;1wq&#1b—324 given above, and Y is 1n each case
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B2 =410 #3188 G O3 03109 (eGSO bl SRSAONS logean
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+$10@8&f()-e§¥$ WQ&T()-e6+$1098&f()-e6+$10@8&f()-e6erXN
f1($FHINci _?~ !

15
Examples Nos. 1315-1644:
A, C, D, R, Rl, R6 and X have the meanings given in
examples Nos. 1-324 given above, and Y is in each case
N-CgHs;

20
Examples Nos. 1645-1974:
A, C, D, R, Rl, R6 and X have the meanings given in
examples Nos. 1-324 given above, and Y is in each case
N-2- (CH30) -CgHy;

25
Examples Nos. 1975-2304:
A, C, D, R, Rl, R6 and X have the meanings given in
examples Nos. 1-324 given above, and Y is in each case
N-3- (CH30) -CgHy;

30

Examples Nos. 2305-2634:
A, C, D, R, Rl, R6 and X have the meanings given in
examples Nos. 1-324 given above, and Y is in each case
N-4- (CH30) -CgHy .

35



H+$109% & () +$10% & () - e6+$10% & () - e6+$10% & () - e6+$10% & () - e6+$10% & () - €6

i j oruxbB?~] =#10

+$10% & ()-e6+$10% & ()-e6+$10% & () - e6+$10% & () - e6eAoXN f! ($xz| _?~] =#10

+$10% & () +$10% & () - e6+$10% & () - e6+$10% gzg( )-e6+$10% & () - e6+$10% & () - e6

bB?~] =#10 +$10% & () - e6+$10% & () - eB¥F10948 &' () - €6+$10% & () - e6eA0XN

f1($_2~]=#10 .

+$10% & () +$100 & (GereBdll 09PEOCPduEe$1008%, ( PreprSLion & theed$ 0% & ()- €6

]?Fé’él 2#]19#10 +$10%'& {7 BRSO & {Nashs $1984 &4 b 1 064 $10%Er@ingbe AN

+$10% & () +$10% & (JhecmyRIEien ) - e6+$10% & () - e6+$10% & () - e6+$10% & () - €6

bB?~] =#10 +$10% & () - €6+$10% & () - e6+$10% & () - e6+$10% & () - e6eA0XN

f1($, 2_?~]=#10 _ . .

+$100% & (P+$1908 B2 LG 005 CPTTEEREIGIFE: () - E8+510TRATETAHIR%: () - e6

238; >AbB?~] =#lfdrazine derivative and glacial acetic acid

+$10% & () - €6 %8 ()-£6+310% & ()-a6+$10% &' () -.e6 .

£l ($A%:EJ (I\Izr_g~f-(i;'#§d%§/r&}lof) \94’:@ ()aggeg ¢ () %€ e%%)ggensn.o%’l of

+$10% & () +$10%@n1yaker$10% &he) -2xbB X9 - EBADIRLACLOECHPL0BX, () - €6

TUZ] cbB?~] =#10tnod A or B in n-butanol (10 ml/mmol), and the

+$109 & () - e6+$10% & () - e6+$1098 & () - e6+$10% & () - eb6eA0XN .

f1($cegl ?-ipggre was heated under reflux for' 16 hours (monitored

+$109% & () +$1996 &t L) e6+REQUE (ol 0% &' ( roefi+$ teUp&rauedt$10%ME () - €6
~] = oA R - oA R - 0. A - ofn R' -

w0 DB7-] 410 SSION R () 08150 &) 80 $A0% 8. X IP Y s A0

+$10% & () +$16B4 & dr)geerfic$1phe 8 ( )wah+SePrratErl e65516HR theetuBIBMWSE, () - €6
]?FE’;] ,j*ffllg 410 AR19%0 & 44 - eRHPEL (8RS 1% () 48PS 10UM ()a&hefiQN
+$10% & (U5+$1098 nl Jmmelhi0dmhe ( Foabisedys Rrgante +PIewRes (YeE6+5H8® () - e6
]13!3?;] ;f]lf_)#lo 9P Y& flesa Otnd LA Bafd ; eBAE1 AR 010618 1QULE dar £8eFOXN
+$1096 & () +$108MEVES- BBIBI09 EOLPrYe SYEROFRLON- G855 1 £ PHABE R () -e6
]?!3'(?%]$:§1?_#10w5§0%' 8i6roe0efl0%i& () -tafhBBArD furaab+$ 1020 R i) frafiloXN
+$10%5 & () +81098 L8R8 «°F) Nl sitF Py 1 SEBIREY T) - T 51 RFX: () - e6
$9% - 03bB2¢ =#201 equivalents of sodium  hydride (75% strength
;?(1303%5(52(&/ gffﬁz%g%qié"i&k QO IHE L 611964RL8 & dda eB8AMNs solution,
+$109% & () +$1696182fea6-25 TOWT® (3t eBAGROYERPEFaEBF$109NE LEBIRL0BR. () - €6
\Aﬁat}egB;?;] :gﬁ%igid&undérfsrgf(l).ljx&for 468 ﬂls’lfélﬁs& Afteéc ,&:O)?l\}jﬁg $to _ro%m] 10
+ % & ()-eb+ % & ()-eb6+ % & ()-eb+ % & ()-e6eAo ! in ?~]=
+$10% & () +$16@6“Ee(?-tl(é%$$1o R (¥ ‘?é%%%%' EO%YP%%M% & If’?l-l’é%&%fo%%' ()-eb
bB?;] ;#]1(2#510 wS16% & 196 efrHufdl &, ()creb+8b0%& wds e GBI ( hnd6ettnXN
f1($_72~]= e .
| $i0% () +$1BYPSUET. ¥BSs P& 6P By SR (TR - To30055%: () -
bB?~] =#10 8109y - eGrPErVRL 10 - pBe$30Y8 & (Mokiclas1 okpge( ) desmoXN
f1($_?~]=#10 : -
+$(100_/d &J () +$1858 8 ( o2R081504 6]} - €6+510% & () - €6+$10% & () - €6+$10% & () - €6
bB?~] =#10  +$10% & () - e6+$10% & () - €6+$10% & () - e6+$10% & () - e6eA0XN
fl ($#T?I"']3:(#10Ex§mple El (D-70746) : o o o
;3)10%2‘5;‘8% Ei%?a&gét%be%g%g%é‘l()AE§+$%93/&1§‘1£%61‘§§$§%93V9 8 (e BRIPI079:& () - €6
+$10% & () - e6+HHOW-@-{/ L) eetha0Uhe () - e6+$10% & () - e6eAoXN f! ($246;
2E_7~] =#10 , .
| TSToo @ () +$185°8°7y- 8dis PO Y EEF4 6% & () - e6+$10% & () - €6+$10% & () - €6
EFKNQTbB?~] =#10
+$109% & () - e6+$109% & () - e6+$10% & () - e6+$10% & () - e6eA0XN
f1($TVX] bh_?~] =#10
 +$10% & () ¥$10% & () - e6+$109% & () - e6+$10% & () - e6+$10% & () - e6+$10% & () - €6
hi ngt woB?~] =#10
+$10% & () - e6+$109%6 & () - e6+$10% & () - e6+$10% & () - e6eA0XN f! ($wy{ ?~] =#10

6

D



1+$10% & () +$10% & () - e6+$10% & () - e6+$10% & () - e6+$10% & () - e6+$10% & () - €6
bB?~] =#10 +$109% & () - e6+$10% & ()-e6+$10% & () - e6+$10% & () - e6eA0XN
f1($_2~]=#10

+$1006 &' () +$10% & () - e6+$10% & () - e6+ 0% § ()-e6+$10% & ()-€6+$10% & () - €6
bB?~] =#10 +$109% & () - e6+$10% & () - T09% & () - e6+$10% & () - e6eA0XN
f1($_?~] =#10

+$10% & () +$10% & () - e6+$10% &d
bB?~] =#10 +$10% & () - e6+$10% Q
f1($_?~] =#10
+$1008 &' () +$10% & () - €6+$10% & () - €6+$10%% I

| $bB?~] =#10 +$10% & () - e6+$10% & 6H10% & () - €6+$10% & () - e6eA0XN
f1($$8&( - AG ?~] =#10

+$109% & () +$10% & () - e6+$10% & () - 66+$2ﬁj ()-e6+$10% & () - e6+$10% & () - €6

$10% & () -e6+$10% & () -€eb
-e6+3$10% & () - e6eA0XN

GHVPSVbB?~] =#10
+$10% & () - e6+$10% & () - e6+$10% & ()- e
f1($VXZ sy ?~]=#10
+$1098 & () +$10% & () - e6+$10% & () - e6+$109%6 & () - e6+$10% & () - e6+$10% & () - €6
yZbE21H10 |, oSG (- RS ea 10 0o B (@ eBeoxd
+$10% & () +$ IR EPIS TR ) - e6+$1096 & () - e6+$10% & () - e6+$10% & () - €6
bB?~] -#102 1 $LA%1& )reRBt$109%6 & () - €6+$109% & () - €6+$109% & () - e6eA0XN
f1($_7~]
+$10% & () +$10%‘ & ()-e6+$10% & () - e6+$10% & () - e6+$10% & () - e6+$10% & () - e6
bB?~] =#10  ph$10%eficale6+SAOBR LS - efivBl0WRHIriorr $1086 & pyre@éonN Fr($
C2~] =#10
+$1098 &' () +$1096 & (- 25RIETORE () -SEATRYET ) - RSEIDI () - SR+31608 % () - e6
"bB?~] =#10  +$10WEBiet+$10%6 & () - e6+31098 & () - e6+$10% & () - e6eA0XN
(s $&6iL @ 2~] =#10
0, 0, 0, 0, 0, - oA R -
E;é??£Bolf?g§l§tgaee6;§1%/b tt%lr(m)a, e6l+.$10eé0u8:‘iv(azleex?t+s$lg§) séi'§6+$ 0/6 & ()-e6
]:"$g-g% & g) eq%’%iol@.& (5026581 dDsiefir $10 Yindne)a@b6eAdNN were added
($0Q"chn_?~]'=
+$1096 & () ¥$1606 & ()SVeN 1) e SBIIRE - S s 10 e PP () - e6
nopqr st z| * @#dPepardd| $$&%&dﬁ.}1g5h+’¢c$10%é&h(>)i 5)ALo 00" 10 +$10% &, (1\9-e6eA0XN

f1($z{hH_=h 100 0% 0%.& $10 5505 $10% &
) 5 %fo;}cl)% SEEA QTR AT (SO kT os ) AR TR AT EE Y o &
() - 5h+| $10% 8sug:)rﬁm¢$ae%f@pm) tsmpﬁmt;%r& ( FhshFLELOREevaS- SYepta 351094 & (
Lo 8058 ekt B R el
& ()-5h+| $10%Q§PI(‘)$§@1R$H$F$¥G%81( GRS (9L 5hEFs ERERY™ §1Y$10%
() -5h+| $10% &s{ps bt H3Q Yok e} 12y l$ﬂ®é/hz§dé)w’éfrlé&+&’dc]léﬂ0%&p?’)-85hﬁ@0%&(

) - 5h+| $10% 5A04r +a! y$h+| $10% fV 109 &h+| $10
% & ()- 519 $1é%/6*&‘“€-3<t§ﬁ$| 5B - %&%?‘85%% ?501%@ ?)B%hﬂ%ch%&(
) 5* +1EVXbB?+b 148 ORb&hs | $1r@%1&o(r)e65my $TO® & (P)i@r+|$€1@%189():05m€rc$‘10% & (

-5A04r +al y$ h_2tht $1o 0) 88 d s SNIbSAOYE & Ko Sh+| $1
0%& () - 5h+| ﬁ%’a}gi"“i‘f 5 +|$ *%%Qg%%bsgﬂ]%%%@ &’% é) Sh+| $109%
& ()-5h+| $109watey- 5hl§$m%’@sn@} 5088 +aths MHaT DR Y3+ $10%
ﬁ‘ IQ$ g(r)]+| $10% ﬁ‘o%f—%‘?*' g%g‘if;%fggéﬂl S0 %dj)mﬁhoo+ldﬂ:ﬂ%a9cc(g)r@nap+m¢$llg%oo
+| $10% -5h+] $10% - 5h+| $10% 5h+| $109% +| $10%
" &h+| $1001%§ (fhlf@iow%‘ ()u 4 gp%% %ﬁ+| f&&s&:‘g Zﬂ%ﬁéﬁ%%ﬁ Q5h+| $1
0% & () - 5bB?+Atk$hOY &BhpE10MERane- 5hil:$10% & () - Sh+| $10% & () - Sh+| $10% & (
) - 5A04r +al y$$_?+h+] $109% &h+| $10% & () h+| $10% & () - 5h+| $10% & () - 5h+| $10% &
() -5h+ $10% & () - 5h+| $10% & () - 5$%=NPbB?+h+| $10% &h+| $10% & () - 5h+| $10% &
() - 5h+| $10% &E&pmbhe| $10¥D&BOY86A04r +a! y$PRUX[ *_?+h+| $10% &h+| $10% & () h+| $
109 & () - 5h+| )-5 Dyl $4 086 &h 6%y 51 BIWOB?+h
+| $1096 &h+| $1§3;3§%§‘51§5h+%%399g ﬂ"é&3h+|b %13’/?0@%&%?12 gl W& ()- SA0dr +al y$_?
+h+| $109% Bh+| $00UL&2C Vi SHQNE) - 5h+| $10% & () - 5h+| $10% & () - 5h+| $10% & (
) - 5h+| $10% & () - 5bB’>+h+| $10% &h+| $10% & () - 5h+| $10% & () - 5h+| $10% & () - 5h+|
$109% & () - 5A04r +al y$_?+h+| $10% &h+| $10% & () h+| $10% & () - 5h+| $10% & () - 5h+|
$1096 & () - 5h+| $1096 & () - 5h+| $10% &' () - 5bB?+h+| $1096 &h+| $10% & () - 5h+| $1096 &

' ()-5h+| $10% & () - 5h+| $10% & () - 5A04r +a! y$_?+h+| $10% &h+| $10% & () h+| $10% &

' () - 5h+| $10% & () - 5h+| $10% & () - 5h+| $10% & () - 5h+| $10% & ()-5
bB?+h+| $10% &h+| $10% & () - 5h+| $10% & () - 5h+| $10% & () - 5h+| $10% & () - 5A04r +a
ly$! $' *0_?+h+| $109% &h+| $10% & () h+| $10% & () - 5h+| $10% & () - 5h+| $10% & () - 5h
+| $109 & () - 5h+| $10% & ()-5017;

AR AN PSS L AA ANAAL 1 L AN A NAAL Y 7N 1l 1 AN APNAAL 1 N\ 1l .1 AN AANAAL 1 N\ ™ A A

% & ()-eb6eAoXN



1S $HVSL09NNG () - 6#VSL09NG () - 6#VSL09NE () - 6#VSL09NE () - 6QTWZ\ An_?8#V$10%
N#VSLOYNNE () - 6#VSLOYANNG () - 6#VSLOYNNG () - 6#VSLOYNNG () - 6#VSL0VNNG () - 64#VS$1
0YNNE () - 6n~} aE) 8#VSL09NNE () - 6#VSL0YNNE () - 6#VSL0YNNE () - 6A0+aS

"SI $#VSLOYNNE () - 6#VSLOYNNE () - 6pT8#VELI0NNS () - 6#VS10%+VE109MNG () - 6#VS109%N
N& () - 6#VSLO9NNG () - 6#VSL09NNE () - 6#VEIBINNE, () - 6#VSL09NE () - 6~">T8#VSL10YN
N&#VSLOVNNG' () - 6#VSLONNG () - 6#VSL09NNG () - 6#VS109N& () - 6A0+aS
SI'$_T8#VS109MN&H#VSL09NG () - 6# NN oNNE () - 6#VSLOYANNE () - 6#V$1
09NNE' () - 6#VSL109NN&' () - 6] N28#VS$H A
$109NE () - 6#VSL09NE () - 6Ao+aS § ‘\ i) - 6A0+aS

S! $#VSLOUWNE () - 6#VSLOWNNE () - 6#VITOORNING (Y 6HAVELOUNNE () - 6_28#VS1090NHV$S10%
NN&! () - 6#VSLOWNR () - 6#VSL00ANE! () - 6#VJLOUNS! () - 64#VSLOMNNE () - 64#VSLOINNE (
) - 6} aE) 8#V$L0%NNE () - 6#VSLOYNNE () - 6#YS - 6A0+aS

S! $#VS1098WNE, () - 6H#VSL09NE () - 6
U8 PTSHVSLO9NG' () - 6#VS10%HVE109NG () - 6#VEINIABE' () - 6#VEL09NG () - 6#VE1090N
N&' () - 6#VSL0YNNG' () - 6#VSL09NNG () - 6' (- 036~">TSHVSL0IANNEHVSL0INNE () - 6#V$10%
NN&' () - 6#VS1090NG' () - 6#VS1090NE () -6Ao+aS

I e L R
10%NNE, () - G#Wt(a)mmam\i&br@ 6A0+aS

S! 8l nrstuzJ* 193@?%7EN§ o+aS
S $#VS1098NE ()= B# ONNG () - 6#VSLOYNNG () - 6#VSL09NNE () - 62} 28#VS10%N#VS1
0%NN&'()-6#V$10%NN& () 6#V$10%NN& () - 6#VSL0YNNE' () - 6#VSL0YNNE () - 6#VSL0YNN&

NOONE: () - 6#VSLOYNNE () - 6#V

' () - 6} aE) 8#V. SAOGMRNE: () - 6#VSL09NE () - 6Ao+aS

S! $#V$1090NE V$10%\I “0).- 6pT8#V$10° 6#V$1 %4VS10 () ~BH#VS109
N&' () - 6#V$1009 H%#v@f@%ﬁﬂ&l() @V$1(@JNW(%) %\‘Ng” TEHVS 1098
N&H#VEL0VNNE, (phe BHMEHOIANEL | he BHMEIHINNE () - 6#VEL09NNE () - 6A0+aS

SI'$_ T8#V$10%\IN&#V$10%\IN& () 6#V$10%NN& () - 6#VSL00NNE! () - 6#VSL00NNE! () - 6#V$1
09AN&: () - 6#VS109NE () - 6] N284VBHVS IS 0VNNE () - BHVEL0YNNE () - 6#V
$L0YNNE' () - 6#VSI09%NN&' () - 6Ao+aS $ () 6Ao+aS

S! $#VSLOUWNNE () - 6#VSLOWNNE () - 6#VAELOPNNE : ' ()-6!2_?8#VS109%0WV$1
09N () - 6#VSLOYMNE! () - 6#VS109NNK! () - 6!

' () - 62JPQRST} aE) 8#VS$109NE () - 6#V$10VagXE 6#V$10%\IN& () - 6A0+aS

S! $#VSL09NE () - 6#VSLOYANNE () - 6TUVV\Y]°‘pT8#V$ ' () - 6#VSL10%VSL109NE () - 6
#VSL09NNE () - 6#VSL0YNNE () - 6#VSLOYNNE () - 6#VEL0YNNE () - 6#VSL09NNE () - 6”_ dg;
M- >TBH#VGTO0WNNGHVSLOWNNE! () - 6#VSLO0%NG! () - 6#VETOUNNG () - 6#VSL10%N&! () - 6A0+a

S

S $ngr cT8#V$16AREROST0INIR-TFEBRVERBERKR) (7 BRCEY LIRREPTF 6#VS1000INE' () - 6%

VS1090NE () - 64Y510p0NEA ( 1] 6hERB#YSENE100ANNE () - 6#VS109NE () - 6#VE10YANE' () -
6#VSLOYNNE () - 6#V$1gﬁl%h§‘), 6A0+aS S! $J*8#VSI0YNN& () - 6Ao+aS

SI $#VS109INS' 1) P64 V: £) - 6#VSL0%NNE! () - 6#VSLO0MNS: () - 6 CO#VSL0INNAVS1
O9BNNG! () - 6#VSLOMNNR () - 6#VSLOYNS! () - 6#VSL090NE! () - 6#VSLOMNNG () - 6#VSLONS.
' () - 6} aE)183#V$gQ o( k364 ¥SEOWNE: () - 6#V$10%\IN& () - 6- Ao+aS

S $HVSL0MING' ()~ 67VSLO0MNNE () - 6p TOHYS m&\)‘ 6#V$ %# ﬁ 9/%\1N81£) ﬁg#vmow
N& () - 6#V$109RNET EFDE#VEIDORNG £ ) - B2V$10 #V$1098
NE#VSLOYNNE' ( I YR DURING] | JneCHEBDAWNNG () - 6#V$10%\IN& ( - 6Ao+aS

S! $cT8#VSL00MNE#VSLOVNNE () - B4YSLI0NG () - 6#VSLOMNG () - 6#VSLOWNNG () - 6#V$1
09BNS: () - BHVSL00NNG ()-6  ~ONF

j N28#VSH#VSLOVNNG () - 6#VSL109NNE (| 6#4 $1o
-6A0+aS S! $J* 8#VSL0YNNG () - 6A0+aSX
S! $#VSL09NNE () - 6#VSLO9NNE () - 64V 1090
cCB#VS10YINNGHVS 10NN () - 6#VS1090NE' (YA
N& () - 6#VSLO9NNE () - 6;
KQRSTU} aE) 8#V$1090N& () - 6#V$10%\IN& () - 6#VSLOLNE] () \5 Ao+aS

S $#VS109NNS () 6#VS109N& () - BUVWK] » _pT8#VSIEFRNE ( -6#V$10%#V$10%\|N& ()-6

#VSLO9NNG! () - 6#VSL1OYRNS! () #VSLOYMN - 6#VSLO%ING () - 6_° ehk
n~/\>T8#V$10%\I %61?\} 6&%%8%@%&@@ (3 6#VS109NNE () - 6Ao+a
- S cyclopenta[a]lnden 3-one
S $nr scT8#V$1%N 4\\f"s\aéo (@ﬂ& ) - 6HVSLOYNE () - 6#VSLOWNNG () - 64VSLOYNE () - 6%
VS1090NE () - 68VELTY DBHVSHVSLO0YNE () - 6#VSLOUNNG' () - 64VSLO0YNE () -
6#VSL0UNS () - 6#VSL090NE () - 6A0+aS S! $J/ 8##VS109NE () - 6A0+aS
S $#VSLOUNNG () - 6#VSLOYANE () - 6#VSLO0YNNE () - 6#VSLOUNNG () - 6i | ##VSLOYBNE () -
681 $1098IN&’ () - 681 SLOUNNE' () - 681 SLOYNNE () - 681 SLOYMNG () - 681 $LOYNNE' () - 6LONN
~ TONNLONNN. i | 81 $109N& () - 6A0[ ! M $081 $LOYNNE () - 6081 $LOYNNE () - 6081 $LOYANE (
) - 681 $1098N& () - 6dDi | 8 $1090WN8I $LOUNNE’ () - 681 $LOYBNE’ () - 681 SLOWNNE () - 681 $1
09ANS! () - 681 S109ANE! () - 681 S109NE! () - 6} aE) i 81 ST09NE! () - 681 SL09NE! () - 6) 81 $

A ANAAIR IO AA ANAMNIN 1O AA AANAMNIN 1O P NN AN A NN A

V$10%\IN& () - 6#VSLOINNE ()

6#V$10%\IN& ()-6"9%*;
VELOYANG! () 6#VEL0YNNE () - 6#VS1090



" $k&SLOYEL () - 5k&SL0YEE () - 5k&SL0YEE () - Sk&SL0YEE () - 5469<?AF_28k&$109K&S
10%&& () - 5k&S10%E& () - Sk&S10YES' () - Sk&S10YE&' () - 5k&$S10YE& () - 5k&S10%EE () -5
_FKQRSTU} aE) 8k&$10%E& () - 5k&S10YEE () - 5k&$L10YEE () - 5A0" XI

"$k&S10YEL () - Sk&SL10YEE' () -5UM A _ €T8k&g 09&E&’ () - 5k&S109K&S10%EE: () - 5k&S$

0%5& () - 5] kK&$10%E& () - 5k&$10%E& () - 5k2ST0%E& () - 5k&S10%EE () - 5 af hkn~~>T8k
&$109EEKES10YEL () - SK&SL0YEL () - SK&SL0YE&' () - Sk&$L0YE& () - 5A0" X
j 1" $ngsx} T8M@/E¢Ml@/@&b9ﬁk&$10%& () - 5k&$109EE& () - Sk&SL09EE () - 5k&S

o IE e SEY SH BEIIER) - SIS, B kenes. ) s 10

jr $k&$10%&mqt®éwm e BEFIRES () - Sk&PL0YES () -5_?8k&P10YKESL0YEL' (
) - 5k&$10%EE () - 5k&S10%EE () - 5k&$109EL () - 5k&$10%§8b() 5k&$10%EL () - 5} aE) 8k&
$10%ES& () - 5k&$10%ES () - 5k&$ 109884 >5A0" XI
j!"$k&$10%EL' () - 5k&$10%EL () - 5pT O%Ei' 5109K&$10%EL' () - Sk&$L0YESL' (
) - 5j k&$10%ES () - 5k&$10%ES () - Sk&ASTVIES, SKEPLIVES' () - 5~">T8k&$109E&K&$10%
E& () - 5k&S10%EE () - 5k&$10%EL () - SkE&S10PEL | ) - 5A0" X

"$ T8K&$L10UERK&S$10%ES () - 5k&$10YES. ) - SKAISLOYES' () - 5k&$10%EL' () - 5k&$10%ES
() 5k&$109EL’ () -5j N. 8k&$10%ES () - 5k8$10%5&' k&P10YEL' () - 5k&PL0YESL' () - 5k
&$10%E&' ()-5A0" Xl j!"$ N. 8k&$10%ES& () -5A0"

" $k&$10%ES () - 5k&$10%ES () - 5k&$10%ES () - 5k1(ggE& ()-5%_78k&$10%K&$10%ES,
() 5k&$10%E&' () - 5k&$10%EL' () - 5k&$10%EL' () - 5k&$10YEL' () - 5k&$10YEL' () - 584 ;
< >} aE) 8k &$1 AR {5 L EkERI0MEEEL ) ) 6 ShRFIDUEEL |4 Swethdxyphenyl) -3a-
j 1" $k&$10%EL GH T8k ESL0%EL () - 5k&$L0YK&S$10%ESL () - 5k&S
O%E& ()-5j k 1050%§5354E%‘ 10%5&%) 5k&$109EL' () - 5k&$10%EL' () - 51 JOQTW-A>T8k
&$10%E&k&$10‘}°£&° RSO () - 5k&$10YEL () - 5k&$10%ES () - 5A0" X

"$W2\ au{ _ T8k&$10%§&k&$10%§& ()-5k&$10%E&’ () - 5k&$10%EL' () - 5k&$10%EL' () - 5k&
$10%E& ()- 5k () -5 ~1N 8k&$1 (%E& &$10%E& 5k &$10%ES 5k&$1
0%5&() 5k&$1 E% %%‘{’l@} f(‘{ U Shvertedad

" $k&$10UESL examé@ms()zszmtwe&@)-mm%&re am 8 laE Tt %1 0%ES, (

%slgffé‘il?i”“'é‘k(%ﬂ55)%%]1?{5%éﬁ%@%@l?{fég%g%&%%&gg SKER10UER () -5) aF) Bk&

j 1" $k&$109EL ¢3rBe@BNUVIES ( peSPTk &SUDVER Yl vegk &$1 0wk BE 1 09EL (B Slett1 0%E, (
) - 5] K&PL10UEL' £ )5 PKBRIOUES () - Sk&S10%EL' () - Sk&S10%EL' () - 5] [;

K&$P10YE#10%&" () -y5 k10%t& () - 10ELOEL1O0E( k&S$10%EL () -5A0" Xl jI"$_7?;
K&$PLOVE#L0%6& () - yS#L0%#& () - yS5#10%#&' () - yS5#10%&' () - y5#10%#&' () - y5#10%#& (
)-Y5 }akp; #1904 {ng Whetl&P#Rl () - y5#10%+#& () -y5A0 E{N

R ##109%#& () - y5#10%#& ()-y5pT;

#10%t&' () - y5#10%+10%¢& () - y5#10%t& (%- ySR#10%& () - yS#10%#& () - yS#10%+#& () -
y5#10%t& () -y5! $' ~">T, 5
#1096t 8#10%6&' () - y5#10%t&' () - yS#w(
#1096t 8#10%6& () y5#10%t&' () - y5#1q‘,,ﬁ.§‘
- y5LMNOPQW N

#109%#& () - y5#10%#& ()-y5#10%#& () - y5#10%t'_é!a () -¢y5#10%#& ()-y5yAo E{N

R #WKYZ[ \ aN. ; #10%#& () - y5A0 E{N

R ##10%4& () -y & (= p#HAOS4EE ) ) - yS#10%#& () - ySacfil ns_?;

#109%#1096t&' () - yS#10%#& () - yS5#10%#& (),- y5#10°/e#& () y5#10%4&" () y5#10%t& () -y
5s}aE) ; #10%#t&' () - y5#10%t&' () - y5#10%§& E{N

R ##109%8#& () - y5#10%t&' () - y5pT;

#109%& () - y5#10%¢10%¢& 0)- y5#10°/§
y5#10%#&' () - y5~">T; #10%+t&#10%+& (- y
E{N R #_T;

#10%+8#10%4& () - yS#10%+#& () - y5#10%#& () -y & () -y5#10%t&' () - y5#10%t& ()
-y5) N.; #10%#&' () - y5#10%t& () - yS#10%t& () - y5#10‘V3§L ()-y5#10%#& ()-y5yAo E{N
R #N. ; #10%& () -y5A0 E{N

R ##10%& () - y5#10%#& () - y5#10%t&' () - y5#10%t& () -y5_7?;

#109%6109%6& () - yS#109%8#& () - y5#10%#&' () - y5#10%t&' () - y5#10%#& ()-y5#10%#& () -y
5} aE) ; #10%t& () - yS5#10%#& () - y5#10%#& () -y5A0 E{N

R ##10%#& () - y5#10%#t&' () - y5pT;

#109%8& () - y5#10%#10%8#& () - y5#10%#&' () - ySREL0%#& () - y5#10%#t&' () - y5#10%t&' () -
y5#10%t& () - y5~">T,;, #10%#t&#10%#&' () - y5#10%#&' () - yS#10%#& () - y5#10%#& () - y5A0
E{NR# & T,

#1096t 8#10%#& () - yS5#10%#&' () - yS#10%t&' () - yS#10%#& () - yS5#10%#& () - y5#10%#t& ()
-y5& ()*+1j N.;

#1098t& () - y5#10%#t&' () - y5#10%t&' () - yS5#10%+& () - y5#10%#& () - y5yAo E{N

R #123456; N. ; #10%#& ()-y5A0 E{N

R' ##10%#& () y5#10°/e#& () y5#10°/e#& () y5#10°/e#& () y5 @ZFHM ’>

T A PINAZIIA PN 7D =l A NN 7 = 1A PNAZII O £\

- y5#10%t& ()-y5A0 E{N R # *, 1FL_T,;
%6:20) - y5#10%#&' () - y5#10%t& ()

W&'F{Jﬁ) - y5#10%t& () - y5#10%& () -
' #109%8t&' () - y5H#10%H&' () - y5A0



R #_T,

#10%&&#10%& () - yS#1094& () - yS#109%4& () - yS#10%4& () - yS#10%& () - yS#10%& ()

-y5 1 "HS]

#1098 () - y5#10%#& ():y5#109% () - y5#10%,
RU#+, -. ] 4N ; #10%#& () y5A0 E(N

R ##109%& () -
#10%+t109%+& (

FR0%6 &

BL y54R604& () - y5#1

Q048" ( 0
&) ﬂ:u y5A0 E{

 §) - y5HLO%HE

()-y5yAo E{N

& (\ \/RARQ(’?AI: ?;

3kt () - y5#109%618:

-y

5FZ abcd} aE) - I¥H, C(0)
R ##10%#&' () " () dybdekl mopll;
#10%1&' () - y5yEe0% CHY6 H( )| CH54H0%418' (1 - y5RETD4&! ()-y5#£b%¢&' () - y5#10%;¢&C (9
yS#109%& () - VoyGRuwETeaT H H cH C(0)
1096841 0%H€] {1 U5 #1008 & | (] - yB#1006K SEN R T
#109%+8#10%+& 638y SH1 (& | CH- yB#10%&H () - |/ i @#&Dhce%#loo/ &)
-y5j N. ; #10%HRADIESHIOEE)~ 5#109/4%-(-;- 5 IO Y5y AO
RI#N. - #1098 19 V5 R0 Eﬁ\l ckH Jeis S
Rl ##10%:& () [3@BI0Y%4CH) - ¢5#16%:& (JHy5#10%! () - y5_?; 4- (CH;0) -CgHy C(0)
#10%t10%1& ( J=3-SH-0981 8=y 5H10% SHEOY - ETE)
5) aE);#lO%#(& 2(3v4:1y§§1‘3$#é'} Fih-\,g#lofy# LJI( Y oVERS BN 7 (Ch0NZEEHT ) EloY
R ##10%& () [3E2]@%&cl) -|¢BpTH H CH; 2,4- (CH;0);-CeH3  |C(O)
#10%t&' () -y5 ! WA %—W PR
y5#1004& ()-%%‘%2 0P A 0 () - Vo L0 () - y5H10%HE () - B G0E"() 1SR
E{N R# & T;{2644|CH |CH |CH |H H CH, 3,5- (CH30) 2-CeH; C(0)
#1094 841 094 &H)—ASH# AU Y15 A HTOHEO=y5 =54
-y5& () *+1j NI % €45 [CH ﬁl CH VG 4,75= (CH,0)35CeH2 | T (
#1008 () - y 5 FADIEHEH ) [CFSHTRVBE () - ySWI00BELR - yS#10%& @ ySyAo BN [C(O)
R #123456; N Ay —yHAs—HEN )
Rl ##10%& () 56?#8-06- yilGome (VHyse1GhR ()-ys: —arix 2.
#10%10%& ()2 5EB0RGH )| FbA0%I& (X - yoHIRRHE () - ySH#1Po@E () - y5#10%:& | CYoy
5X\ bcdef } aE LD~y 5 109EE" Lﬁ#%e%#"' E—y5Ae—EN
R ##10%2' (3 ?@%%&-’ -ﬁfgﬁopqptr, s 7~ " |2~ (CH;0) -CeHy clo)
#10%+&' () - y 53086 IWAEH ) [ibH 04 (K- yORELA9E& () - Y57 D6 0) - G5 1096 8C( D3
y5#10%&" () - Y5qrwhl =AT: - - )
#10%6t8#1 0%4& ﬁ-&ﬁ&%ﬁ&' G vis1006:88 () - yE#TO%RE () - yShb EIRPR %y
#10%&4#1 0% &1 5355 PAELOVGER. (O YBF L0V () - YEREDVEE () -y SiA (ARG y GAE0VG & (0)
- i : Ot R () = MEHLOMHE! (\ -NEHT1Q4L! ! & (\ vBvuig IELN
RN ﬁé%ﬁ.@%%*@{m SR O G (& WY PR O M T
R ##10%#&' () {¥5FL & dy - \eFLEHE () y5#1Q%¢t& () y5_7?; 3,4~ (CH30) ;~-CeHs C(0)
#10%109%& ( |-y 5H1008He (VL 54100418 () - yE#1 ' &Y
5} aE) ; #10%+&] £§23E#10 'Gﬂyﬁhlow& 0 - y§@\85 E{N - (CH30) 2= Cels (0
R ##10%#& () 1¥5% & dy - pep Ifu CoHs 3,4,5-(CH30)3-CeH; [C(O)
#1098 () - y5#10041 00448 ()L v 5410048 -y SRETOY 109618 —y 54109448 ()
y5#1006& () - yBENLIEH: [Pk aiFDoRER () - yB#10%T ) - y5#10%#& ) - y5#10%:8 () -|C5R0
NS L N o I O I Y £ S©
1) -y ) -y WAWRY £ 100628 () - y5#10044&!
-y5$9& ()/j N[2659 [cH |CH [CHIH H ~ 7| CeHs CeHs C (0}
#10%¢& () - ySAFDEHECH ) FRDPIEYeE () - YIRIOVERE ) - YoR TOYG&| ) (OBwhocE N |C(0)
R #/ 012345N3;|#10%&' () - y5A0 F N
R ##10%t& () {9681 008&] ¢H - \BR10%& ()| Hy5#10%45 () - y55678§97 (CHiO0) ~CeHy c(o)
<Bi | #10%¢& (L SEPVEE [(du Sfdd IRVe& ()[ud\ [ & & () - 57\ [ $20VEK0) Jcaf\ [ $1
()-5#10#10#10#BCDEFGVN. 1 1L [ $10%#&' ()- 5A0Z] 1\ 04E&L () - 048!
[ $10%¢& () - 5\ P8IDVEER (FH 5\Hkz|®i 1\ [ §¥0% [ (994:&’ () - 5\ [ $2096EH:P ) 5\ F %100
) -5\ [ $10%+& (Tp5Ba | SHOPEE (dn M ST0Y6& (- piaE) 1\ [ ST0V 45 (1= Bor, BT () o)
$10%#& () - 5Aall! %R () -5\ [ $1004&' () - 5f Xi \ [ $10%&" ()-R\J$1nO/ 09448, |
' () - 5\ [ $10%#&2695 5V $10%6:RCH ) HE\ [ $10%¢8’ ( Cale[ $1004& () 35%1 D0 ey 5 ¢ (O
$109%&' () - 5\TE$%P T5TES 08 ANR 7 ioh
%$1ow&'8-5/\3§f?@rs%o N gw&&_ﬂm% T e by
[ $10% [ $10%+&26%7 HCH $1O84ECH ) 1B\ [ $1Q%&' () Cels[ $10%#& ()| 35%] W@Ja(-ﬁ%z\ [CH
%4t& () - 5} aE) i SO —Pt SEOYHE -5\%% f VST $ 10988
10%t&' () - 5t Xi RPET 0oe 0] - BT SHD0e [ S10%s& 1%%& ' &
109%& () - 5\ [ $26UEECH ) | OH [ PUOVGR’ () - SN i \ [ 5400848) (Gt |
() - 5\ [ $10%#& O AT SO )=SA0ZHWBNT 5109816 :

$10%#&' () -5\ [ $10%&' () -5\ [ $10%t& () - 5*, 036 '>|\[$10%[$10%¢& () 5\[$10%¢& )
5\ [ $1098& ()-5\[ $109%& () -5\ [ $10%& () -5\ [ $1004& () - 568=>?@} aE) i \ [ $10%+&’
()-5\[ $10%& ()-5\[ $10%& ()-5A0ZI | VB\ [ $1094& () - 5\ [ $10%¢& () - SABCDEFG Xi \ [
$10%& () -5\ [ $10%A [ $10%& () -5\ [ $1004& ()-5\[ $109%& () -5\ [ $10%& () -5\ [ $10

F AANA A7

AA A



*cl $1 CBLOYXX&' () - 61 CBLOYXX&' () - 6
| P, | C$1096KX& () - 61 C$101 C$LO9XXE' () - 601 C$LOYXXE () - 601 C$LOYXXE' () - 6] C$LOYXXE

. ()-61 C31096XX& () - 61 C3109XX& () - 6! $'
61 C$LOYXX& () - 61 C$LOYKX&!

) -

()-

6A040

~A>P, | C$1096KX&I CSL0YXXE () - 61 CBLOYXXE. (

*cl'$' *, =RX_P, | CB109%XX& C$LOYXX& () - 61 EEFE9AR& () - 61 CHLOYXX& () - 6] CHLOIKX&! (
| CS100XX&' () - 6l CB10%X&' () - 6l CR10

) - 61 CL09XXE!

() -6l CRI0UXX&' () - 6XYZ]

lci N

95XK& () - 61 CHIHHE

&)

G q$H00

RX&! ()

%Ao4o

2 CHQi ‘jCquJ

FCHES109XXE () - 64

\548)

*c! $1 C31095¢X
XI C$109X& (=610

§77 S

109

Jé#l”/
&) -

5

oI CHIFIXRXE
| CB10%KX&' ()

KX
S b ¢

-6@@%8 %Exé (/\I-L

il

09XX&' () - 6} af3671%

00

6@@&'

FC$100G8K&! ()

251 (CHIDHOR (

36%‘4@) C6H4

C(0)

*cl $1 CHLOMKXEES
XX& () - 60l C$ HA

Cial

_tlﬁ/a“

OF- 6
IS
- 6] G510

)H—Gir' |H,:1>1uv
XX& () 4161 Cs1

o 1) s

0—0)(;8% gZ’ A>P|

661 ¢S

i

OXX&I CHLOUXXE2 §)4

BIHCH

0
TOO{KE (

¥ 61 C318o6xe

2 )(cahcm—ﬂa%(x

L4 r\n/\/\/n

K2 (3~ (@Hﬁﬂb C6H3

DONNL

C(0)

*cl$_ P, 1 C$10%8
1096KX& () - 61 <5 b

&I

ik

"ﬁi wJ_Ur VAVAVA

AL C$10%

51 8D

JTE S

e

0UXX& () - 61 CHAEPAN

X3 (

L

\CHBAGED

LW aYaVAV.AVA,]1]

!l $ Ef

AY ol od A

* ¢l $1 C$1006KXRA)
CH1096K& () - b7 T84

A

&

@)

r U1 U]

109%XX4

3 4- (CH;30) ;- C6H3

& 05261 (

OJ

C(0)

Yo

XX&' () - 62 GVNOPEE

E)H d$100

® - 61 C

S (e CRTOPN

I fa X WaYVaVAYAVA-LENARY

X&, 4,)5—-BA84D ;-CeH

ol il o WaY W a X NaYaVAVAVA 1IW4

C(0)

*c! $1 C3L09%XX&

| C$LOYXXE ()]

Hs
Ny

5109

Vo . L WaYaVaV.
7UN

&I

UW\
chmoO/

61 8106k ()

\J, LUT CP LU 7URIRG |
CI_E;UCZ"ISlO%(X& () -6

&b

d
kn~">Pl C$10%4&&8

RHDO

TaYaVAVAY,

Q1

IHC$10%

\ &l ot

-6l
-361 (CBIDOCE, (

LUEARY al ot 1.00N

8L CS10UXX& () - 4

UIVAR Iad Il e X WaYaVAVAVA - LI 4

Baodd

\ Iadl|

*cl $ngs_PI C$
C$10%XX& () - 6

P8
1.0.04
v

é&‘é??’iég
Z o olop

&)

}}IIUIW

C$104

> efeoteke

JSGH} Ul \ADPDLU /\I\I/\L)L
81 C$LOYXXE ()

RS

109XX& () - 61 CHAE
*cl $I CSLOYKXR:

‘|

644 o
[OVAY;

10 Yo (N
rars

B c! $J7

al C$H1

BALH(Q -@RBdo

' (Y 61 CH1 0960

61 10

e () -

>F&J:O%&§ﬁ W@ﬁ’é’sl

2- (CH;0) -C¢H,4

Cc(0)
N1 004

Ld
%—/g@g?} :ﬁimlo%

&5

XX&' () - 61 C810358%)
e

la@b 1l

1 004X R,

& ()-6l

\RlD_L

£$109

100
A

DOXECH) O JGARQHD

Yo' (\ 61 C810l

4- (CH3;0) ~CgH,

) - 6} aE) | C$10%2
9580

IS

e () - 6FCp1

0btOtE 9 1 pBedk

G 1 r\ot%xe{)%gE )62( )J{:S]g: ng

C(0)

e

*c! $I C$109XXq
X& () - 60l C1
2684

OBRXEl aB) -

@ C$10¢

a6l ct10
A= e vy

X&' (

NYP /

3-BICES0BXE

61-CE$1 00X LR,

2 M@‘ﬂ'@O)z CsHa

X& C$10%XX&'

*c!'$" Pl C$10
FA%0h

26&1

(‘EN‘*V&F%&%E

- N. 1€$109

0hexd 1Ol e ook

C(0)
61-CS

@i % 20%116%0

&0}

1096KX& () - 6l
*cl $1 CBLOUKXEL)

@ﬂop@@(&

1 00X E&E" /

@A040
\ RI (“4:

. RASEHIO) (G Y

/\ 61 CS100AXE,

’0(&; {)CHOA04 Q4Hs,

'(V -6

C(0)

ﬁbo

ke, |G 6

L —A—ara a4

Hc$1094

AL A - an

3 6§ G5 16582 Ftz

FE$)

261 C$109XXE!
—@FHY 21 C310384%Q
09%KX&' () - 61 CFF

- 6Ao40

1 (

cro Yfauel

gn; ak) |

Wcmobic@zw\"@@g& () - 6T CSTO%XH

(& (0)

275

*c! $I C$109XX

e

TEYE (

Y 6hi optivwl P

| FoBEsT -

5¥E$101 CH109XX&’ (

F480d

| C$109XX& ()
A>Pl CS109XX&

269 4
C$10

]H)U

DACXE,

por [(omt 9

() -16]

S TO7EE ()
100XX&'N () - gl

r& (CHIOTO, (

$100XX& () -6

CHL CSTOYRRE () -4

C$109XX& () - 6A0d0

oy

&1

*cl $_PI C$10%

o

Nekk: |G 6

HCS 1006068 ()

4571 (S5 19 (

26{E52bobee: () -

81

0YXX&' () - 6l
XX& () -6l C$1

1694
DX

1 (

() -BA

cHo) eH

*c

0YRXEH() - 6
ESEY

01 Q9XXI8

A beyevae. k) -

() -6A040

b3 LAeH oAy ) - BT {

19yo

iz@s

*c! $I C$10%XX;

s

163

) 61 C$189%xX&

4 CE O Lk

R4 7 4CHROPTEF1 00X g

§168%6

XX& () - 61 C$1
)- 6} aE) | C$10¢

) Z/89%x

dﬁ

P& (
bdﬁlﬁt’/
Bl ("421

X& ()~ GRCSI0
& ()-ﬁl C$1009

AAEH Oy Wetip 1

XX&' () -6A040

P29 Arlo - U 7o)

M08

X&
*cl $1 C3109xX2F3'1

61“(3

1@%0@2 (

H 61 PI (8109

D (@’(s@l Glol

B1DNKREL 2 Cedl Cf

X& () - 60l C$1
X& C$L0YKX&!

)Q’@@%ﬁ

an-
10

HAPHCH
OAXX&Y () -

& ()~ OHCSTOPARX
61 CE10IXXK' (

RO
-m 100/66(%1(?%

YRR ko Po=Cabt CHEQHK
- 6A040

£49K

*cl $! #4DJ_PI (

:%qféﬁ/b@tal

(1 0Bl

H) - 61 ($109%

DR ((C)H:@I @Iﬂw

>(3(8§ (YCHP o5 CHax X

(Pl

61 C$109XX& ([5H48)
& () -6l C3LOYKXR' (

- 61

7P (i O
C5100XX

FRCVNOPEN TG
' () -6Apda *¢C

O 19

SV V] ch*

Q .1
?6%)@(%@( %d)éAgsfc%

BX

*cl $1 C$L09xXX&2 (9L
| C$109XX& () {61 C$

BICS

L09OIXE! (
| C51DUX

1B (
- 61
' ()6l

H 61 C$189xX&] 3
C$1096<K& () -

23 6LBENBYKX
109XX&'
(ﬁ ()1

RCH3) - 6cehknp_?1 CY
61 C$109XX& () - 61
bA040

£39K
C$10

UXX& () - 6} aE
*cl $1 CBLOUXXY
X& () - 6ol CH1

292

SO

DOXX&] () -

X& C$109XX&' () -6l

B0 (
61 C$[10%4

109XX&' () -6
H 6l Pl ¢810%

C$10

DAXX&L () -

X&' () - 61 C$10p

QOUXX&' () -
D&% ) CBIVS10I
'()-61C$1

FSHIUXX& () - 601 C¥
DOUXXE () - 6~~>Pl C§

£E9K
109X

61 CH10IXX&E' (

CP109XX&!

) - 6A040

*cl'$_Pl C3109XX& CSL0YXX&' () - 61 CBLOYXX&' () - 6I C$L09XX& () - 61 C$LOIXX& () - 61 C$1
09XX&' () - 61 CBLOUXX&' () - 6] N. | CBLOUXX&' () - 61 CHLOUXX& () - 61 CSLOUXX& () - 61 C$10%
XX& () - 61 CBLOUXX&' () - 6A040 *c! $I* | C$LOUXX& () - 6A040
*c1 $1 CBL0YXX&' () - 6] CBLOYXX&' () - 6] CBLOYXX&' () - 61 CBLOYXX&' () - 6
21 C$109XI C$LOUXXE! () 61 C$LOIXXE () - 61 C$LOIXXE () - 61 CHLOIXXE' () - 6] CHLOYKXE!

; <=>} aE) | CB109%XX& () - 61 CBLO%XXE& () - 61 CB10%XX& () - 6A040

() - 61 CSLO%XE () -

~NEN A PN ANINT O

6

~NEN A PN ANINT O

~. N r—1s1 R

=

~NEN A PN ANINT O

~1

NN A PN N A PN AANINT O



2@

cGH 0$10%*& ()-! 6Al 0$10%+& ()-! 61 0$10%+& () -! 61 0$10%+& () -! 61 0$10%+& () - ! 6l
0$10%¢& ()-! 6l 0$10%t& ()-16@B CJ K N OR

“gK+l 0$10064&' () - ! 61 0$10%#& () - ! 61 0$10%&

$1096t& () -! 6l 0$10%#& () -

F*+l 0$10%#&

16R S V W]

‘()-16_ e f
cGH 0$10%t&
0$10%t& () -!

¢ ()4 61 08100 ()-! 61 0$10%& ()-!6l 0

gK+l 0$10%#&
$10%t& ()-!6
F*+l 0$10%#&

"()-16
cGH 0$10%#&
0$10%#& () - !

() -1 6A0+dS! k$l 0$10%#&" () -1 6l 0$109 -1 61 0$109%4& () -1 6l 0%,

w7p3|CH [CH [CH [H H 2, 30—J"tipc<glié_?—_&csﬂ5 %

él) 8?3'00 Il?;’/ ?&Ia( -1 61 0H10%#&]| € )ir,! 61 0$510%4& () - ! 6] 0$10%#& () - ! 6l

QY04 $CBS$ 1004 zﬁlﬂ) Hel o$1ldose (F-36IG820mmea: |@y - FBi9stdma ()58 0

| 0$10%#&] () - ! CoHs

(-1 6A0+ Slk<Ln$ 0048 () -1 6] 0$109%4&" ()-1 &)

2705 |CH |CH [CH |H ‘[H E,BWWW

()-!6A osslofy%z&' ()-! 6l o${10%+&| €)is,! 61 0$10%+&' () -! 61 0$10%+& () - ! 6l

6l 0$10%t&' () 416

2706 |[CH |CH |[CH [H H 2,3~ (CH30)2— |4~ (CH30) ~CgHy C(0)
CeHs

2707 |CH |CH [CH [H H 2,3~ (CH30)2— |2,3-(CH30),-CeHs  [C(O)
CeHs

2708 |CH |CH |CH [H H 2,3- (CH30) 2~ |2,4- (CH;0),-C¢H;  [C(O)
CeHs

2709 |CH [cH |cH [H H 2,3- (CH30)2- |3,4-(CH30),-CeH; [C(O)
CeHs

2710 |CcH [cH |cH |H H 2,3-(CH30)2- |3,5-(CH30),-CeHs [C(O)
CeH;

2711|cH [cH |[CH |H H 2,3-(CH30)2— |3,4,5- (CH30)3-CeHz [C(O)
CeHs

2712 |CH |CH |CH [H H 2,4- (CH;0) ;- |CHs c(0)
CeHs

2713 |CH |CH |CH [H H 2,4-(CH30) - |CiHs c(0)
CeHs

2714 |cH [CH |[CH [H H 2,4- (CH30) - | CeHs c(0)
CeHs

2715|CH |CH |[CH [H H 2,4- (CH;0) ;- | 2- (CH;0) -CgH, c (o)
CeHs

2716 |CH [CH |[CH [H H 2,4- (CH;0)2- |3~ (CH;0) -CgHy c(0)
CeH,

2717 |CH [CH |[CH |H H 2,4-(CH;0) ;- |4~ (CH30) -CgHy c(0)
CeHa

2718 |CH [CH [CH |H H 2,4- (CH;0)2- |2,3-(CH30)2-CeH; |C(O)
CeH3

2719 |cH [cH |[cH [H H 4- (CH;0) - |2,4-(CHi0),-Ce¢Hs [C(O)
CeHs

2720 |CcH |CcH [CH |H H 2,4-(CH;0)2— |3,4-(CH;0),-CeH; |C(O)
CeHs




igK+ 0S10%#&' () -1 6] 0S10%¢&' () -1 6] 0S10%&' () -1 6] 0$10%&' () -1 6l 0$10%& ()16l 0
$10%t&' ()-! 6l 0$10%t&' ()-! 6
F*+1 0$10%1& () - ! 6A0+dS! k$l 0$10%#& () - ! 61 0$10%:#& ()-! 61 0$10%+& () -! 6] 0$10%¢&

()-'6

cG+ 0$10%t& ()-! 6Al o$10%¢& ()-!6l o$1o€/%%e(§5l 6l o$10%¢& ()-!6l o$10%¢& ()- ! 6l

0$109%#&' () -! 60310048 (}-16I 0048 {
$10%t& () - ! 6120815k F%‘- ! Gﬁoiﬁow& (5 - 16l $io%l&0é a 63'&&401{1@ 4T‘Eﬁ$‘1owﬁ(%
-1 6A0+dS! k$l|0$10%8& (|) - ! 61 0$510%#& () - ! 6] QBLOYE& ()-8l o$10%#& ()-!6-348=NCc
Gt 0$10%#&' (D)=L 64 0$10%4& ()11 6] 0$1004& (1) - 16l 0$10%8 1) -1 6] 0$10%4#& ()16l
$1004& () - ! 6129825He| €5- | 6BORZ] gkl 0$18vE= FHO) 61 0fT0FE (508 THTOIERED)
)-16] 0$10%& ()-!|61 0$10%4& ()-! 6] o$L0%& | ), 61 0$10%+& () - ! 6abef | meF* +| 0$10
%&' () -! 6A0HISLLSL 0$109%4:& (V11 6] 0$1NULE: -1 04£& ()11 6s
2+ 0310948 0FTB4EH( ) THel 681 0%k () ¥ 61 o4 é@%&?"ﬁ”%l o(i{;f@O/#& ()-16l 031094
()-16l 0$10%H48& ()-|! 6} aA?+ 0$10%+&l 0B 0%H& |€)n,! 6] 051098 () - ! 6A0+dS! k$l 0$10%4
& ()-!6l 0510248 ()-8 2| n$1”°/#84_o$:,0_/#&§.);w ! 048 ()-16l
0310948 () - ! |8 73$16944CH) | FBI §B1094& ) - ! 6 A?#‘F%@i@%&l%ﬁ%%& () -1 6l 0$3 0%
& ()-! 6l 03100448 () -! GAO+JS! k$l 0SL10%!& () - LGHi% / 25 2+ /0$10%¢&1 0$10%+& () -1 6
| 0$10%¢& () - L6l oB10048 (V-1 6lla$100448 ()- NG| 0$1004&" () -1l 6] 0$10%EE () -1 6
AUgi bB?+| 0$155481| 681058 E5- [ Bl o108’ ()|3r b 65808’ ()Csl6l 0$109%4& () - 18I No
+dS! k$i psvy~ 2+l d$10%6:&1 0$1094:& () | p$10%t&.K,) - | 6] 0$510%& () - ! 6] 0$510%¢&] () - !
61 0$109%+& ()1 6L0$10%68 () -1 6-hB2+| h$10048] 0$10%4#& () -1 6] 0$10%t8 () -1 6] a$10
048 () -! 61 o$PIFRECH) | FB! ABBdSHKS 2+ D$109B&t0§dD9ke ()]1208 E09RIE Cee 1 61 0$3 (0%
& ()-16l 0$1004:&' (|) - ! 61 0$10%+&' ()-! 6] 0$10%#&:,() - ! 6bB?+ |0$10%+& 0$10%#&' () -! 6
| 0$10%#& () -|1L6Lo%1004& () -1 61031004 ()- 16! Ao+dSI kS
2+l 0$10%¢8&l |FFRAYEE (FHo$E004E: () - 1 BT 051094  (§H:P8r 05 100u&H9)-1Celo$100484Q)
Z161 0$10%1& |() - ! § ) + CeH,
bB?+| 0$10%#&l.0$10%#& () - 116l 0$10%#& 1) -1 61lo$1004&" () -1 0Gt& () =161 Ap+dSl
k$+ 2 5 8 - |R/28[CH [tH |CH [H H 3,4—(CﬂH§3EO§)2— e (lCH; 30) -CiH, C(0)
2+ 0$109%#& p$10%4& ()| 0$10%#&' () -! bl 0$1qUk& () -! 61 0$510%*&' () -! 61 0$10%&' ()
-161 0$10%#& |-l 8A B11 ] E ¢
bB2+l 0$10%¢8) TEPqE s | CF- 1| Blo$H0%t& [ - 1 61|3340867%013= 1 6| 0STO5ER) eyCaHa! ADGHD
k$r vy CeH;
2+ 0$10%+&l & ()] 0$1004£&" () -1 Bl 0$1Q%ELS. Q_ 1 6l g$]0_/¢£2 ) -16l 0$1004& g)
__| 6] 0$10%+&' (% -3!06 CH |CH |CH |(H H 3,4-(CH;0) - (tf‘l:;O)z C5H3 C{
bB?+l 0$10%¢& 0$1Q%t&|() - 1|61 0$10%¢& [) - ! 61|eEL0%& () -! 6| o$10%¢& ()-!6! Ap+dS!
k$
241 0310981 FIPOYER (FRosEHoE () -1 BF 0310504 (FE:C8r0$100eds (€Q)er B1004R49)
Z161 0$10%#&' () - ! 6 CeH;
27321{CH |CH (CH |H H 3,4~ (CH30) 5- 3,5-(CH30)2-CgH, C(0)
CeHz
2733 |CH |[CH |CH |H H 3,4- (CH30) 5~ 3,4,5-(CH30)3-CgH; |C(O)
CgHs
2734 |CH |CH |CH |H H 3,5-(CH;0) ;- CH; C(0)
C5H3
2735|(CH |CH |CH |H H 3,5-(CH30) ,- C.H;s C(0)
C5H3
2736 |CH |CH |CH |H H 3,5-(CH30) 2~ CeHs C(0)
C5H3
2737 |(CH |CH (CH |H H 3,5-(CH;30) - 2—(CH3O)—C5H4 C(0)
C5H3
2738 CH CH CH H H 3,5‘(CH30)2" 3-(CH30) —C5H4 C(O)
CeHs




1Eg?+l 0$10%+&1 0$10%#& () -! 61 0$10%+&' () - ! 61 0$10%+&' () -! 61 0$10%+& () - ! 6! Ao+dS!
__7+ 0$10%¢81 0$10%+& ()| 0$10%+& () -! 6| 0$10%+& ()-! 6l 0$10%¢& ()-! 6l 0$10%&’ ()
716l 0$10%& () -! 6
bB?+ 0$10%+&] 0$10%&' () -! 61 0$10%4& ()Pﬁ"‘%?oéiow& ()-! 61 0$10%& () - ! 6! Ao+dS!
k$9%{ +. 6_?+l o o8&l 0$10%£8& ()1 0$10% -1 6] 05100418 ()
09%¢& () - ! 61 oSATOMIH( )| CHed FEVA HbB2+! P10%4181 851694221 ) - 141 §$10barery ) - 1 6l
%4t& ()-!6l 0$1L0%& () -|! 6! Ao+dS! k$hor Ix} _?HlceS10%+&1 0$10P6&' ()1 0$10%¢& () -
0$10%#&' () -! pLa$l0oss' () -l 61 d$10%#&1 () -161 0$10%#8& (-1 81 =hB 0510048l &S
#8 ()-1 6| 0S10HAQ |OF 1|EFoSEHBE () -1 B 0310548 ($E108r A0+ e 53 3510981 &
%8 ()] 0S1004&! ()11 61/0$1004!|() - | 61 PST0%4&, 4y - | 61 08109418 ()-16l 0$10%#&(
6
(

6bB?+l 0$10%# 004:&' () -1l 6l $10%46&1 () -1 5l 0$10%; 05100418 ()1 61 A
| k$ 2+ 0$10%4R GgTos £H )| ICHs 18048 (JE! 6l oﬁ@lé%&@ﬂﬁmm f 140%%(?) ~Feos]
' ()16l 05109%4& () ! 64- bBA+ 0$10%4&l b$10%44& ﬁg-IGI 0$10%4#&! ()-8l 0$109%4#&'

6l 0$10%#&' () +! 6! Ao+dS! k$-147- 2B 2+] 0$10%48l 0F ol ¢

()-!6l 0$10%E2 742 1B oFHOWEE! ([FC! 61 0$H0%8& (P l‘@%@fznpb ,+4, o§ #&Fﬁ%loﬁzéi
) - 1 61 0510968] () - |6l OHLO%H& ()\-! 6 0$L0%&! (Oyrr} 6! Ao+dS! kippuz} 2+l 0$10%¢8l|0$10
%t& ()1 0$10%¢t& () ' 6ll0$10Q%#& () -1 6] §S10%48 () -1 6] 0$104E 0$1094t& 1)L
Suh[ 7 0$10%4EAFBLOT HEH ) [ BLAT10' $18' § |35~ (CH0)o—  |3,57 (CH;0)5-Cetls | E(O)

| <109% $& ()-10$104t& |()-!{6! Ag+dS! k$pT8l oHINENNS10% $& () - 5SNn$10% $& () -|15Nn$
10% $& () -5Nn$10% $&' () - ANnS10% $& () - SNA$I10% $&' () -5NA$1004 $& () - 5hBpY8los

TP

1090n$1Nn$1098 B8 [ 5151|689 §& () - SAHS10% & ((ngoA@o. S| k51655 Par Fyed CH81
0$L09NN$10% $& () - 5SNN$1096 $&' () - SNRS10% figia( ) - SNN$10% $&' () - 5Nn$10% S () -
5Nn$10% $& ()1-5j] NP8l Nn$1004 S& () - SNn$10% B&' () -5N1$1094 $&' (V- 5NA$I0%-$&4-()

ENN$10% $&' ( |2 B! IENDISTFNNEL006 $&7( ) - 5podi- SrkeRsB 10865 () - 5SNn$10% 4£F)
-50NN$10% $&1 () - SNn$10% $& ()| 5pT8I MN$10%S&, () - SNn$10% $& () - 5Nn$10% $&' ()
-5Nn$10% $& () -5Nn$S10PA $& () -I5Nn$10% $&' () - SNn$10%6 $& \ - 5hBp T8I Na$INAZL0%
$& () - 5Nn$10925%6 [GH spFEs 1% H& () - 5ABOI S |CsMnSTASHSRA T CBR)  / 4281 NNn$10690%

& ()-5Nn$10% $& () - 5Nn$10% $& ()-5N$10% fi&ut ) - 5Nn$10°/c $& ()-5Nn$10% $& () -
5456789: j N28IINn$10% $I&' () SNN$10% $& () - SNn$10% $& () - 5Nn$109%% $& ()} -5NA$I0%

' $& ()_ 5A00i 552'K$7 CH |cH'|cH |H H 3,4,5- (CH10)5- CeHs Ty
<=>7@\28| Nn$10% $& () SAoPi SI k$SNn$10% $&' [QudNN$10% $&| () - 50Nn$10% $& (}) - 5N
n$10% $& () - R@EGHL JKh T8l Nn$10% $& (1) - SNniB1094-$8& ()~ 5N XA R!\‘!p$1nn/\:¢
& () - 5NN$1006 8248 | CHNHE 0pBHBel 1 ) - 5N 81006 B )5 RENBE T hap T8RN 358i$ 1005 [54°¢

) -5Nn$10% $&() - 5Nn$1D% $&' () F 5A00i $! KSNN$d B0 $& () - Sugw~_ ’78I NNNn$10% $& |() -5
Nn$10% $& () 1oNn$10% B8 () - SNn$10% $&' ()-5Nn$100 $&' ()

Nn$109% $& () - BRAS1O8s & ()CHENTSE109% $8 () - FRrfsPod 8L ey - gNh%—il%g/’%‘() 5Ao%|%é

I KSN281 Nn$1096 $&' () - 5A00i B! kSNN$10%|$&' () 1 ENa$10% $& ( - 50NN$10% $& () -[5Nn$

10% $& () - 5pT8LANE10% $&' ) - SNn$10%1$& ()1 5Na$S109% $&! 5NRr$4 no/- SL ()

0% $& () - 5SNn$2666 $@ (| SBNFELOM $&' ()| E5bBpTa! R adon 82 YO8 Kb 004 3%‘)8-;

5Nn$109% $& ()|- 5A00i S! k$Nn$10% $&' () -|5_281 Nw$10% $& () {5Nn$10% $& () - 5Nn$10
% $& ()-5Nn$10% $& () 4+ 5Nn$10% S& SNA$1004 $& () - 5i N28L Nr$1094 - $& () —E5Na$1O
% $& () - SNnS 1896 BEER) | SAnETDoA B () -|Bns 109 5 (FHER0i] & RSRPEPRIET0% 88

- 5A00i S! k$NN$10% B& ( -5NN$10p6 $& ()1 5ONN$EAH0 $& () - SNI$10% $& () - 5pT8I Nn$1
0% $&' ()_5Nn¢’|nO/A - 5NR$1004 S & A 5NAr$1004 $8 () ENR 04 Q' [\ LR A o

TP/

" () - BNN$10% 4873 SRS e Cheyay(ros ()ig%ﬁo@?@m ok o8 $§V%¢WA(?0@
ST kSNN$10% $&' () - 5! % P8I NNNS10% $& (|) - SNN$ans6 $& () - SNI$10% $& () - SNN$1p% $

& () - 5Nn$10%|$&8. (- ENR$1006 $&1 () - BUE ()* +i N2l Nr$1606-$& NAEHO9- S8 )
N$10% $& () - HRAB0GH $6<T) | SRn$H 096 $&H ) - 5AG0F S KERT g BT et ¢ ( BN

00i S! KENNn$10% $& () - 5NN$10% $& () - 50Nn$109T 3L () - 5Nn$1C% $& ()- 512789
<pT8I Nn$10% H& () 45Nn$10% $& ()~ SNA$L0% $& () -5NA$I094 5Na$1094

NN$10% $& () -|3RB$1656 S&7 (] B< R caUbEETSI Nb$1AnE1 605 '”33 SR E%ﬁw e

10% $& () - 5Ad0i S! kK$NN$10%4 $& () - SUWadgl _”8L}NNn$10% $& [() - 5SNn$10% $& () 5Nn

$10% $& () - 5Na$109% $&1() - 5Nn$10% $& ) - 5NH ' 2E-NAS OB

() - 5Nn$10% §2 6P ERn$tBod $&' (¥ - SNn$iEhoe $&§(§L%‘%%‘$§”? 5 @% SHIEENEY)

xN281 Nn$10% &' () {15A00Qi S! F$Nn‘510% $& () - SNag8,0% $& () - JONn$10% $& () 5Nh$10

% $& () - 5xy~pE8LNa$1 nz@?H BNAS10%4-$& () ENA$E0%-$& () —SNr$H0%-$&—)
S|

10% $&' () - SNISTE%| $& \Féloéf $& () 5bBy Th ‘NSNS 1005 ER: "('TLEN‘FéTO% $J¢

- 5Nn$10% $& (}) - 5AQ0i S!|kSNN$104e$80() - 5_?8I|NNn$10% $& ()|- SNn$10% $& () - SAn$1
0% $&' () S5NNn$10% $& (\_Rl\lr $1094 $& {\ l:l\ln$g_ 231 NR$1094-$&! 1\) I

—~

NP TO70P™C

0% $& () - BNN$10% $& () - 5NNS10% $& () - 5NNS10% $& () - 5A00i S! kSN28I Nn$10% $& (
) - 5A00i S! K$NN$10% $& () - SNN$10% $& () - 5ONN$10% $& () - SNn$10% $& () - 5pT8I Nn$
109 $& () - 5Nn$109% $& () - 5Nn$109% $& () - 5Nn$109% $& () - SNn$109% $& () - SNn$10% $
& ()-5Nn$10% $& () - 5bBpT8lI Nn$1Nn$10% $& () - 5SNn$10% $& () - 5SNn$10% $& () - 5A00
i SIk$NN$10% $& () - 5! & 281 NNn$10% $& () - 5Nn$10% $& () - 5Nn$10% $& () - 5Nn$10%



S1$)))))) 2|

| VB109XGX&' ()1 VSL0UXgX&' () - 61 VELOWXgX&' () - 61 VSLOUXgX&' () - 61 VSL0XgX& () - 61 V
' $109XgX& ()-6))****bB?: |

1 V$109XgX&' () - 61 VSL09XgX& (

S!$***!*1*7* ’) |

) - 61 VB1096GX&’ ()5 61 VS109X&! () - 6A0&)

| V$109XgX&' () V% QUXgX&' () - 6] VE100XgX& () - 61 VSL10UXgXL' () - 6] VS10UXgX& ()= 61\
$109XgX& () -|@788 < @ BHE BB #-  |H CHj C2Hs c (o)
| VS109XgX&' ([) - 61 V$109XgX& () {BIVELOPXGX&]| () - 61 VEL09XgA& () - 6A0&)
S $E* | *K*[ *Krgr 2|
| V$109XgX&' (|)2798169xgRE (FH61 ¥$1096dK& () CBI V$109xXgX&' |CFEsI V$100xgXx& (]€ 61V
$10UXgX&' () -6q*rAwszA| **bB?: | ¢ 1.0
I V$lO%(gX&' (\ 6l $100/f)(nXP' ()- 6l \/qi.‘I()UA(gX&' ) -6] \/¢.1ﬂOA§(nxl ! (\_ 6A08\
Sl grr*xxx o 12759 |C CH |CH |[4- H CH, 2-(CH;0) -CgHj, C(0)
| VE109XgX&' (]) | V3109XgX&' () - 61| ¥FLOWUX&' ()|- 61 VSLOUXgX&' |() - 61 VSL0U%XgX&' () - 61 V
$10YXGX&' () -8 **N*x*hBR2: |
| V$109Kg X&' ()>76PVE109REX4CH) | b1 vE10pKgX& |EF2 61 VE109gX& ~((FEER&sHe c(o)
S[ $~k~k~k~k~k~k—? | CHO
| V$109XgX&' (DLVS10MXgX&' () - 6l VBT 09X X&! Ol- 61 VE109XgX&' () - 61 VE10UXgX&' (}-6]V
$109XgX&' () - (FH6aA € hRpEH| |CH [4- H CH, "4~ (CH30) -CeHy C(0)
| VE109XgX&' () - 61 WS109XgX&' () { BLNSLOPXGX&|( ) - 61 VE109XgX& () - 6A0&)
S! $* +++&+, + -]
| VE109XgX& ()ANBLCUXgRE (FH6I|¥$100xgK& ()|C8 V$109xgX&' [(A-361 Gl 0oarke: ()€ 6PNV
$109XgX&' () -, +- 42+547+: +bB?:|bH.0
| V$109XgX&' (-6l VS109XagX&' () - 6] VE10MXgX& () - 6] VE10UXgX& ()~ 6A0L)
SI $: +>+@_P+e.|q(7.53’_; -Cl CH CH 4- H 3 2,4— (CH3O)2"C5H3 C(O)
| V$109XgX&' () I V$109xXgX&' (|) - 61 w;ﬂsa%gx&' ()I- 61 V$L09XgX&' () - 61 VS10%XgX& () - 61 V
$109XgX&' () - Bkl #g+t dyv+y4hB:
| VE109gX&' ()2 BIAE10YRFXECE) - 6rV$1o ikgx& |G 61 V$109xg X (¢ {6RgRe-CeHls  1C(O)
S! $y+} +++++ [ | CeHsO
| VE109XgX&' (ML VRU0WXIXE: () - BHVE10UXg X&' (- 61 VE10WXgXE& () - 61 VE100XgX&: (}- 61V
$109XgX&E () - PALeP{E+ppEH [CH | 4- H CH; 3, 5- (CH;0) 2-CgH; | C(0)
| VS109XgX& () - 61 SLOYXGXE () -ELABLOYXGXE |() - 61 VEL09XgXE () - 6A0&)
S! $+++++++ 2|
| V$109XgX& ()2 BIEL0YIXETH) -|8rv$10MKg X&' {CF= 61 V$109xg X (Y261 P doséeie:| €Y 9B
| VB109XgX&' () - 6+H+++4bB?:|l CeHsO
| V$109XgX&' (=Bl MS10UXgXE () =161 VE10UXgX& () - 61 VS10UXgXe' () - A0S\ SL Stz

$70|/a<g & 2767 |C cgi cH |4- o C2Hs cHy t'o)
| VE109XgX& () - 61 SL0UXGXE' () -|GLABLOWXGX& |( ) - 61 VELOUXGXE' () - 61 VSL09XgX&|() - 6
| VB109XgX&' (b6t 1bB2:L =5
| V$109XgX&' ()2 EBIS100pEXa ) -|érve109kgx&: [CrisI Ve 100xgXE2E} - 6A0&) (0)
S! $! " ) $! 4! 9! >! D! _?: | CGHSO
| V$109XgX&' ( =6l MS10%XgX&' () -16] VE109XgX& 1) - 61 VE10UXgX8: () - 61 VE10UXgX&() -6
| VS1006gX& (128D [€ J, |0 [R¥bA4  [H [CoHs CeHs 7 |Elo)
| V$109XgX&' () - 61 VB109XgX&' () -|@LB10YXgX& |() - 61 VS109XgXE' () - BA0&)
SI$R V, X, i, nl=—f2:1
| V$109KgX& ()2 B TSLORGXE D) -[érvs109Bkgxe [(GE61 VE109xgXxe: T 9PVt Hemgxe | €)X O
| V$109XgX& ()-6, .|, ., [oB?:| CeHsO

0 ! - 61 MS10UXa X8 () 161 \V/S100KaX& ) - 61 VE1004<aX 6.A0.82)

ls?/glO/a{gX& ﬁ, R77L[C[CH [CH [4-"" " |HT — [CGHs aha (CH3O‘) ~CeH, c(0)
| V$109XgX&' (] - 61 VBLOYXGXE' () -|@eBLOYXgX& () - 61 VELOYXgXK' () - 61 V$109XgX&'|() - 6
| VE109XgX&' ( }=6 —bB2: T = )
| V3109%XgX& (] 2BIA/B100pH& D) - [drvs109Bgxs: (FE61 vE100agxed T S RbeH:
S!$111111__?| CGHSO
| V$109XoX& ( L=Bl VBT 0UXaX&l (V=161 VE10IXagX& () - 6] VS100aXe ()61 VS100XaX8 )6
| Vglo%(gx&' E 2'6'23_ C __ 5%17 |C\I'{ 4- H> dsz 2 2,\3-(C 5)2 Cgﬁ% \‘:’(OY
| VE10YXgX&' () - 61 VBLOYXgX& () - [ NBL0IXgX&' [ ) - 61 VSL09XgXE' () - 6A0&)
SI$---(---A G2
| V$109Xg X&' () 2614090t D - v 1098 gxa (5881 vE109xgx&? (5~ Easstixe: |61 9%
| VE109XgX&' () - 6G H M P- R- U bB2hi,0
| VE109XgX&' ( =Bl VBLOUXGXEL ()= I61 VE10UXGXE [}~ 6+ VSL0UXgX& ()68
SI$U-Y-[-1-g---_2:1
| V$109XgX&' () - 61 VELOYXGX& () - 61 VSL09XgX&' () - 61 VELOYXgX&' () - 61 VS109XgX&' () - 6

| V$109XgX&' () - 6

bB?: |

| V$109XgX& () 61 V$109XgX&' () - 61 VSL09XgX&' () - 61 VSL09XgX&' () - 6A0&)

SI$- - g

N A NANRT NTEAT N ~1

N 2N A A

AT N7601 £\

AL N INA PNANTZ NI O

7\ AL YN 2N A PNANT N7

~1 7 \ AL N INA ANANANTZ N7 O

7\



*h! $1+310%$& () -!61+310%3$& () -!61+310%3$& () -!61+310%$& ()-!62222222_?81
+$10%1+$10%$& () - ! 61+4$10%$&' () -1 61+$10%$&’ () - ! 61+$10%S$&’ () - | 61+$10%$&
()1 61+$10%$&' () - ! 62233333} aF) 81+$10%$&' () - ! 61+$10%$&' () - ! 61+$10%$&' ()

-16A0>t *h! $1+$10%%$&' () -! 61+$10%$&
33pT81+$10%$& ()-! 61+$10%d+$10%3& (

333
I%c)*g ‘i@ 10%$& ()-! 61+$10%$& ()-! 61+$1

0%$& ()-16 Ue$& ()-161+$10%3$& () -16333333-A>T81+$1Q0 Ue$&' (-l
61+510%3$&’ ([2/7615$100858CK) 461 +5100e$8|E)Hs 6A0>t * hi[@34- (CH:0)2=Cells | C(0)
3 333H3N3_T81+$10%$41+$10%$&H - ' 61+$10%3$& () -! 61+310%$& () -! 61+$10%$&

'()-161+$10%$& () -1 61+$10%$&" () - | BNRCRRPIQRRISATI| N281+$1+310%e$& ()-161+3
10%$& () - ! 6278800 $&CH) {€B1- +$10%3$&i () - 1623310%$& ()| ErAGE0) 2-Cetls” | C(O)
*h1 $T3U3Z3[ 3\ 3] 3B3J* §1+$10%$ % | BAO>t
*h! $1+310%$& () ! 61+$10%eS& () - ! 61+q;100/ $& ()-161+$10%$8 () -1603e393j3n3p
33 781+$10%27810% $4CH) {CB118100esid () - |61H$10%e$& ()3 61 25108032 Qi | 64s
10%$& ()-! 61+$10%$& () ! 63333883} RE) 814$10%5$&' () - ! L+$10%$& () - ! 61+$10%
e$& ()-! 6Ao>t _
*h! $1+$10%$&@7(78-|C6 1+$E0IEB& | £ - | 63@B3333pTB1L+$10%$& |(F=! 61+$10%4+$10%e 4R
()-!61+3$10%$& ()|- ! 61+$10%$&(M.0! 6L+$10%€$& () -! 61+3$10%$& () - ! 61+$10%e$&
()-1633333333LL; 1+$10% $CE10UBL" () -
110988&' () - 10e5706$1106814$H09838& () [H 6A0CsHh! $3333333¢Hs c(o)
1+$10%$C$100BE& (|) - 6CS1096& (1663 1PY8& (/) - 6C$L0%B& ()| 6CSLOYBE () - 6CSL0YBE
' ()-63333333}LabE)  ICR1AUBL'() - BCETOURR, () -6) C310%B&" () - 6lA04k
$h! $C$10%8&' [(A7-864F1096E (FH63834444|1; |CeHs CeHs C(0)
C$10%6& () - 6CIL0CSLOYBE () - 6OEHLEBE () - GkCSL09B& () - 6CSLOUB& () - 6CSLOUBE: (
) - 6C$10%5& (|- 6444444~ >P
C$10%$&C$109 $?828(l) CoCH EHYGEH( )| 46CSL0MEE ()| CBSL0%$& () - [BATFR:O) ~Ceta c(0)
$b! $444. 4CAl Y CeH<0
C$109%$&CS10ULL! (\- 6CE10EE (- 6CE10088. (M- 6CS100BE () -BCEL0UBL () - 6CSLOUEE:
()_ 6l 4J4K4|_4|\;347|~§2C)ﬁ N2 1CH CH ’|4- H Ce¢Hs 3-(CH;0) - C\sf'h [C(O)
C$C31098& ()| 6C3109B& () -|6CS10%R8' () - 6CHU0IBE () - 6CHLOPBE’ () - 6A04k
$b! $O4PAUAVANLXANIAT % ICE1QUBE L () - BARAK
$b! $C$1096& (3783AF1096H ([FHeq810968] ] ) - 605G () - 6] 4l UbE8R mGafly »; |C(O
C$10%C$10%6&] () qC3109%6& |() - 6HLBYBE () - GCSL09BE () - 6G51096& () - 6CFL0%$&’ ()
- 6| 4444444} aE) 1098& (O)- 6CE100B& () - 6CHIOUBE () - 6A0L
$b! $CS1096&! (31 BAFL0UGE (| FHo44a44440F; | CeHls 2,3-(CH30)2-CeH; | C(O)
C310%6& () - 6CSL0%CS109BE |( ) - BeHLOYSE () - §CSL0%BE () - 60510%6& () - 6CSLOYB& ()
-6C$10%8& () LBAALAAANST:
%10%&@10%@ &5 | S5 CH{ FBa &E( )| 46C3 10088 ()| 68510988’ () - PrdaK CBif 3addha4 | §10)
C$1096&C$10946& ()| 6CHL09EE ()| cHEDLOYBE ()| 6C$L09B&’ () - PCSL09BE’ () - 6C$1YIBE’
() - 64444444) N2
C$C$10968& () t PGB T -|68s1duse (1HeCsL688R () - 6Cs10pA& ((FHeNsaksHs | C(O)
$b! $444444471 ; C310%& () -|6A04k 1.0
$b! $CP10% &' ()-60P10%$ 8! (\ 6010088 ()- 6051008 8" {\ 64444445 2:
C$109C$1096&{ 118 6&s 1 t%l& O 5109687 () - 68109688 () - 60RL0VEETS 26688004 8P)
- 65555555} aE) ; C$10%b&' () - 6(31@0@&' () - 6C$2098& () - 6A04K
$b! $($100/$&' )- 00810488 (- gH555 51 H" EpT;
C3109%6& () - 6CITUE 1098 |(F- 645109687 () - 6C8T0968 () - 6CHLTYS: (E2Vesidua& P
-6C$1098&' () 16" 5#5(5+5 505~ 3T H:0

0 h& (YL B 100438" (M- ACE10MBL (VL B8CE10048L" () . 6A0AKk

g‘ﬁ%g(ﬁj‘gg;&“ SHSIE |CH |CH |4- R/ |2-(CH;0)-Cehy [CH; c(0)
C$10958C31095& () 6CHLOYHE ()|-HEBLOYBE ()} 6C$L0%BE () - FCHL0%BE () - 6C$1QIBE&
() - 6R5S5T5USVEUWEXE] N2
C$C31096& () | 898 T - 6851078 ( Hecp 100559 - 810088 () - 6A04k (o)
$b! $X5Y5"5_5]5a5f 5J*; @10F/$ Q.HEP04K
$b| $C$10(V$&' )-6CE10988 ( RF¢1HOA¢2 {\ R(‘Ck1 107 A {\ 6f 51 5k5n5r 5t 55
C$10%UCS10%B&! %39-36&10%& (G 645109685 ) - 6155 GrisCpidume’ () - 60510048 (P)
- 65555555} aE) : C31DI%& () - 6CSLQUB& ()-6C$10‘V$& () - 6A04k
$b! $C$1098&' B.CHLOUBE () - 6555555507
C$10%$& ()-6<:%1%2) (S 10bak! (G 6ld51006aH( ) - 61%516%8R) 156 c$1068R0] CHes 10048 P)
-6C$1098&' () {6555p655~>T; CeHsO
CP10%&CH1098b&:! (\ 6CH10%8IL (\_Rr*q;‘m & {\ 5@1@0@& /\ 6 04k—$bl $555555 AT

C$1095&CSL0%BE! () 6C31098&’ () - 6C31098&’ () - 6C31098&’ () - 6C$10%B&’ () - 6C10%B&!
() - 65555555) N2;
CHCL096& () - 6CSL09B&’ () - 6CHLOYBE () - 6CIL0YBE () - 6CSL0%B&’ () - 6A0LK

$b! $55555557*;

C$1

0%8& () - 6A04

Kk

$b! $CP109%B& () 603,5100/65& () 603,5100/65& () 603,5100/65& () 65555666_7;

NN A NI A NN N O

AR A NN N O

~NER A AN O

~NEN A AN O

~N i A AN f\— NN A ANAIN O N\




941 $1VS10%ESEL () - 061VS$10%ESEL () - 061V$10%ESES () - 06f G GhGrOWGY GG ?: $1
1V$109ESEL () - 061V$109ESEL () - 061VS$109ESEL () - 061VS10%ESEL () - 061V$109ESEL
() - 061V$109ESEE () - 06GCECCCGE aA?: $1 1V$109ESES () - 061V$L09ESES () - 06A04k

041 $1VS$10%ESES () - 061V$10%ESES () - 06GEGGEGGGE, 2: $1

1V$10%ESES () - 061VS$10%ESES () - 061V$1088EE&AT) - 061VS10%ESEL () - 061V$10YESEE:
CGEEEEERAA?: $1

() - 061V$10%ESEL’ (

1-0

1V$10%ESE.! (
%! $1V$10%ES
1V$109%ESEE (

)-7681
E& ()
) - 06

0$1(
- 06(
V1

DIES

(
I H |
OESIF&' (

4061 VHEDYES

G 81
0A1VS

()- 061V$10%;
1V$10%ESES’ (
9% | $6H<H>HPH

SHE&4(
) - 06]
HoH

£- 06
V$1(
C$

CH( |

HCE |

YESE&! (

¢ $1
10%ESH

HA+HE6HD B
cQHaVs$

10%FSE
&' () - 061V$100

&- (§H:96 A6

H30) -CgH,

3- (CH30) -CgHq

4 - (CH;0) -C¢Hy
SE&' () - 066A04k

1V$10%ESEE, (
061V$10%ESES
1V$10%ESE.! (

21981
() -
) - 06

69ES
60H

BES!

FHO(
(H{ H)
FQ' (

Hu H
%E=SH

54 VS 10UEBES! (

G7ge
1V$]
() -

961 $} HHHHHH |
1V$10%ESES!
061V$10%ESE

V$1
c

0%
6HH

BES!
HHHH

CH
) - 04
BC: 4

CH

:$ES
R Al coEss
4- H

ba Y54 0%ESER (
1

= 66103 1698 SEE - By { B8NS 163 SE

:i- ()-061V$10 L

UESER' () - 060A04K

2- (CIjI3O) -CgHg
) - 061V$10%ESH

19

2,4-(CH;0) ,-CgH3
& ()-061V$10%ESE

C(0)

() -

2796 1
- $1
1V$

(
1V$10%ESES! (
9! $HHHHHH_Q
1V$10%ESEE’ (

¥$1(
Q%ES

bES'

CESHERH (

)-0

4061 VSIOIYESH

Ce¢HsO
s 18/€100

061V$10%ESEL
1V$10%ESEL (
WISH I1.14l

' 780
- 061
[ C.$

SHHH
V$1(

HARIHK

Be: 4

VESES' (

54 - H
cQ64VS1L0YESE

- 0
2- (CH30) -CgH,

8- (FH:O8 T U0 YESEE ' CF:0 60A84k

C(0O)

R' () -

() YESE
3, %;- (CH30) 2-CéHa

&' () - 061VS$10Y%ESES’ () - 060A04k

c(0)

2N9$1
| ()-G
- 061

1V$10%ESEE, (
061V$10%ESES
1V$10%ESE. (

GYES
641 3
V$1(

EE

FHOG
@ f
R ()

(=
o4-SH

54 VS 10VEBES! (

%! $BI HI JI [ |
1V$109%ESEE, (
061V$10%ESE

4840 |
1V$1
(-G

€ 31
0%ES
6el f

E& (

CH |CH ’

lglhlilj

) - 06¢

Wi
4-

S0%ESE& (
LK NDE 1V$10

10%=Sk
H

¥~ 0613 1664 SH

3°(CH,0) —CeHq
) - 061V$10%ESE

0,

0,

45T
Sty

SE& ()-061V$
%! $klillqlrl
%! $1VS10%ES

E& (
| J*:
- 06

FHOG E9$1
1V$]
V$Ad

09D
ESE

L A9ESESI ] ) - 06
D6A04K
51V$1(Q

GAGEHR:0) ~CeHy

OUFESER' () - 061V

& ¢y >0 63851 994K

RE(9)-

SE&' () - 060A04k
CH;

& () - 061V$10UESES
$10UESER' () - 061\

C(0)

() -
10%E

C,Hs

C(0)

& ()
28081

()-0
()=

11_?: 1V$10%
061V$10%ESES)
- 061V$10%ESH

GvES

61V4
06AQ

e (

109&SE&

FHOq

B-06HAR 16eHSE
}aE) : 1V$10%ES

5100ESEL' () - 06yl
€6l - 061V$10%ESE!
E& () - 061V$10%ES!

QC(@)_

=& ()

28 93)
109%ES
6l 1l

%! $1V$109ES
SE& () - 061V$

061
E&' (
=

4k
W10
) - 06

ASTIVSR

GHESE
1V$1]

LANNN
()-06

$10%ESE&’ () -
E& () - 061V$1
oI $IIIIIT T
0%ESES&’ () - 06

s
1V$1
1\/$1

& ()
0%ES
oESH

(e 4
E&1\
& ()

SHk
$109
=061

- 061\
SE&' ()

(EI=C
VETOYE

H 3 (CH3%)-—C5H4

BraFHOIs EFUES
1V$10%ESES' ()

$109ESE& () - 0
-061L 1L LLLLLIN2

-0

1IVEIVEI0UESES! (

28 (CH: @6 Bl 094 Vs
61V$10%ESES () -
N DN )

lﬂlESE&%é_DﬁlM£JLA§$
3~ (CH;30) -CeHy

61V$10YESEE: () - Of

5% 69
061V

0
C(0)

p1V$1
- 061

- Py
1V
£ ()

V$10%ESES! ()
WIS
%! $1V$109%ES

1094
- 061

€1 0%EEES

CH) -
SE&'
\/$1d

()-C
YESE

661V$1P8ESES

ehask

E& () - 061V$1

30) CHEVE 1B E

_?: 1V$10%ES1
1V$109ESEE () - 061
& () - 061V$10PMESES

\ASIPOHESES

V$10
()

') -
VESHS ()
06Aqdk . 0

J<JpT: 1V$109E5E
61V$10%ESES () - 06
&1V$10%ESES:

S -0
1Vv$1l
(AVAY

vy £
09%ESES’ (
QUESES (

GE1\

4109ES
<Od( J

¥$109E
61 Ve

)1 - 061\

() -
J/J0J
1 Q0ESE
BE& ()

1099

61 VB0 7ESR
1J2J} aE) : 1V$1

& ()-061VS10UE
o T ovEsES,
B10%ESES () - 06<J=JB

E& () -061VE10

g O B0k

UESES (Y-06111

C(0)

113

3. 306 tsVaokdks: (
DYESER' () - 061V$1(
CSEL' (VY- 0621214185

{96
)/ESE

1A U6 09ERES:

DVESES () - 06A04k

oo oo TrorY

JEJHIJJ~">T: 1V$1(

(35

YESE

%! $JIPIRIC]
061V$10%ESES:
YESE& () - 061
0A04k %! $JJ
%! $1V$109ES

I480P)

()- 061V
¢$deEQF

Tt 1\

1098SE&
' ()-=1061\

SHOMESES

751 0%ESES!

Clneol
1 00ES

/$10%E
ER () -

()2 06 F@ réeksE

SE&' ()-06yJzJ

P 1

=& ()
_?: 1V$109ES11$.100
1V$10%ESES’ (
61V$109ESES!
%! $1V$10%ES

V$10
' () -1061\

\B1 | AESE
%ESH

&-() - 06Boak

3- (CH;0) —CgH,

p1V$10

& 110 O

FESEEH( )

$1004ES!
406333,
CeHsO

T
1533}

$1AMEQF

& () -06111]
7

]

OESES () - 061V

061V$100ESES
B~ FUodEdee

061V$I10YESES |

RS (4~ EH1VS TEFESES
3] 3} 3~33j N2: 1V$1V$10

E9L

1 -06

! - 061V$10YESES:!
» 5= (CH;30) 2-CgH3

OVESESL

510%ESES () - 06JJ.

c(0)

JJJJ
). 06

)L 561080y

Efob

11pT: IVSI0%ES

£8 ()= 061VS100%d\,

109

SE& () - 061V$109%ESEL () - 061V$10%ESEL () - 061V$L09ESESL () - 061V$109ESESL () - 061V
$10%ESE&' () - 06JJJJII~>T: 1VS10%ESERLVS10%ESES () - 061VS10%ESES () - 061VS10%ES
E& () - 061V$10%ESESL () - 06A04k
%61 $JIJIKK_T: 1V$10%ESE&LVS10%ESES () - 061VSL0%ESES () - 061VS10%ESES () - 061V$1
0%ESES& () - 061V$10%ESES () - 061VSL0%ESES () - 06KKKKKKK] N2: 1V$1V$10%ESES () - 061

N 1N A NN~ [ \

NN AN TN A PNATrr 1 7 \

NN AN TONA PNA NI 1

7\ NN AN TN A NN ST

~r 1 /7 \ AN A Al



~3g! $(H$109%63&' () - 6( HP109%63&' () - 6( HP109%63&' () - 6( HE10%$&' () - 60G00CO000_7?;
(H$10%6 ( HP10%6$&' () - 6( HP10%8$& () - 6( HP10%3$&' () - 6( HP10%s$&' () - 6( H$10%;$& ()
. -6(H$10%$&' () - 6000000C; aE) ; (H310%$& () - 6( HP109%6$& () - 6( HP10%s$&' () - 6A09p
39! $(HP109%8$&' () -6(HP109%s3$& () -6
(H$109%63%& () - 6( HP10% HP109%6$& () - /%3;3@ ()-6(H$109%6$& () -6(HPL0YE$& () -
6( HF10%6$&' ()-6(HS10%s$& () - anmwrm/wT

(H$109s$&( HE 2898 $% (]CB( HFobAsE ()|Ho( HS1HvESRO) Y e HE FHvs$& () - 6A09p |C1O)

3g! $OOCPPP_T; CeHsO
(HP10Ys $&( H 10%s S8 (-6 HE10%s $& ()} 6(HS10Us$& () - 6( HE10Us B& () 6( !_glg/ﬁg%-_
() - 6( H810%s $&8L% | BPPPRPPPFRR | 4- H 4~ (CH;0) =CeHa | CoHis c(o

(HB(HB1096$& () - 6( HB1096$& ()cBLHBL0YESE| () - 6( HBL0YE$E () - 6( HBL0%E$E () - 6A0
9p 39! $PP#PEPYPEP+P1Y: ( HE1006$&" () -16A09p

39! $( HP10%s H&8L$ B¢ Hsci%%,% 4= 6( HHFOs $&4T J BRI aYs §84H) - 6+P. PLP3PYP|C (O)

(HST0%s ( HS1A%s$&1() - B HE1 Qus$&* () - 6 HE10Us $& () - 6( HS10% S8 () ~6(HS10%s 58 ()
- 6( HB10% $& |RP181 PQPYEXPYRZP| £ aE) ; 4-(CH;0) -CeHy | 2- (CHyT) -CeHa C(0)

(H$10%$&' ()| 6( H$10983$& () - 6(H$1OYE$& () {6A09p

39! $( HP109sH& () 16 ( HE10%$& () - 6] P\IP] PAP¢PdPePpT;
(H$1096$& ()| 2BLP$E0% FB10GESEAT ) - 6([5 1098 $=1 FY08 r F09Ss4 Y 6 -l 096 $&° {9)-
6( H81096$&' (|) - 6( H$1096$&| () - be.BKPNPYPsP~">T,;
(H$10%6$&( HH10%E $&' () - 6(HEL0VSSE ()L B(HE10U%s S8 () - B( HH10% $&' ().- 6A09p
3g! $sPyP{ PPRR8E6 |C |CH |CH 4- H 4= (CH;0) ~C¢H, | 4- (CH30)-CgHy C(0)
(H$10%6$&( HYL0%s$&' () - 6( H$10%8$85() | 6( H10%8$& () - 6( HYL0%E$& () - 6( HSLOYE$&
()-6(H$10%s$&' () -|6 PPRPPPPR N2;
( HB( H$1096$& 28174 CH 1686 $8H () 46( HE1OYs $& | ¢y { IR 169k X P~ 6F i ooz (1S ERo
9p 3g'$PPPPPPPJ* (H$10%: $& ( cfAe9p
39! $( HP10Y%s & () -16( H$10%8$& (1) - 6( HELOUSS& () - B( l—l@%ﬁ?} ()~ 6PPRPRRR -
(HS10% ( H5 10882 |C) - 6CHS 1606 S8 () - 611098 AR GE 1 OS2 £ B e T80 $&4Q)
- 6( H$10%6$&' |() - 6RPPPPPP} clE) EB8YsB& () -/6( HB10%$& ()| 6( H$10%s$& ()-6A09p
39! $( H$10%s $&_() -16( H$1008 $& () - 6PPPPPPPn
(H$10%$& () -4 £0og F@lc%w‘l() 6( Pb109e$& F5.B Fdkoysisé(FHAY reioe $8° (9
6( H$1096$& () - 6( H$10%6$&| () - 6RRORQR">T;
(H$10%s$&( HALOYsHR&' (- 6( HS10%SF& R(I—H:’IﬂO/:QQ:}? () -6( 1n0/§4:,9 (-6A09p
39! $O0Q QLQ7(38R0 |C |cH [CH |4- H 4- (CH;0)-CeHy |3, 5= (CH;0) 2-CeHs ' |C(O)

(H$10% $&( HS10% 98! ()|- 6( HiS10%8H&0() | 6( HE10%$&: () - 6( HHLO%S$E () - 6( HE1096$&:

()-6(HP10Ys$R._() - Q
( H$( H$ 1096 $&) 18416 45(H3 1P & AT BTLIR T6R 8 1% B BT OYa TR | S 6%
& () - 6A09p

9p 39! $=Q>QQLDQAEQF
e(} }- 6(HSLOYs S & (WJANANNNI/a Naa'avaVia Fal

T
N

| e () - o
’3>g $( H$10(V$$Q ,4_\,\.”,..1:.17, .2, — H3 o P H3l Ul\\{‘le\d&(ﬁ
&K p- 6( HP10%sD: () - 6( HP10pE$&' () - 6( HPL0Y8$& ()

. 0 ' 1

o' [\ EANO N

(H$10% ( HS10V6 $&
2 6( HP10% $&' [)-6l

6 T-Z'E‘ECHaoiz‘ C,Hs AT foX (o
C(R:06( HB10%6B5i ) - 6( HB10%B$& () - 6( HB10%$4 () -
6( HP109%6$&" ( J—6(H$ 000000k
(HP10%6 $&( m@?ﬁ &?i‘ocu(&&' () 18( 515561 Hn P8 $&: () - 6A09p |C1O!
3H{$f0ty Lo%sl& NS VAR PURIE Lyt
Al 100 2! G 1N 0/ Qo' (N af 1nn/p¢9 (N G LI b Q1
E) 6( ﬁg‘&gé%i e LA T AN I LS 2 T i P G50 R g (6
(HB(H510%6$&] () - 6 GRS 10% $& |(QeHB( HEL0%$&] () - 6( HEL0%$&' ()|- 6A0

3g! $( HF10%s S 43>
(H$10%s$& ()} 6( H$

9p 3g! $QLRE AY
3g! $( HF10%6 $& %5 Eoe( He1Bos s& 1 P8 FRY 096 585 11BN R R 2:|C1©
&30 6( HS 10988 () - 6( HB10Vs3& () - 6( HE10%3& ()

r

(H$10%s ( HS1006 $&
C6( HP10%6$& ()-6 B aE) :
(H$109%6$& () | 884% H51006$% () - FacgfCHa0 2= |4 (CH:0) -CeHly c(o)
e BIR* R+R, RUR2B3R0T:
(H$109%63&' () +-6LHS $& (V-6 HSI0USS L $& () —6{ HSLOUS$E ()
6( H$1096$&" ()28 H R4 RORERP RAR V3T (CHO) 2= [ 2,3 (CH30) 2=CeHly™ T O)
(HP1096 $&( H310%s SR s ) 16( HE10%a$& () - 6( HSLOYs$& () - 6A09p

3g! $ARGRI RZRORURIT;

()-6(H$10%$& () - BURVRWRXRyRzR{ Rj N2:

(HS( HP1096$&" () - 6( HS10%$& () - 6( HS1096$& () - 6( HBL0%$& () - 6( HE10%6$& () - 6A0
9p 3g! ${ R RRRRRRI/ ; (( H$10%$& () - 6A09p
39'$( HS1096$8! () - 6( H510%6$8! () - 6( HE10%6$& () - 6( H510%6$8: () - GRRRRRRRRRel ( ( H$

39! $( HP10%E &' () -
(HB10%s $&( H510% 38 ()-6(HP109%63& ()-6(HPL0YE$& ()-6(HPL0YS$& () -6( HPLOYs$&



L @KSON2ATAA MG 2EL0$XANSL0%E! () XAN$L0%KE' () - WXdn$L0%KE' () - WSXdn$10%K& (
) - WBXdN$109K&' () - WXdn$109%K&' () - WeGH M PASAVABB?EL0$Xdn$10%K & () - WsXdn$10%
k& () - WBXdn$109K& () - WBXdn$109K& () - WeWAGI U

@ KSVAXA] AbAgAmt ?E10$Xdn$109% & () Xd
) - WXAN$ 109 () -WoXdN$S109%&! () - Wbt
N$100K& () = VWEA

k& () - Wxdn$

& () -WBX

%$10%%

ol u

() - WBXdN$L109K& () - WBXdn$L0YK&' (
| "bB?E10$Xdn$10%&’ () - WBXdNn$10%

2@%&
“WBX
- \\&

@ k$| N NNNN
Xdn$109K & (
Xdn$109k&' ()

i

$Xd

AO| U

n$1l

310
DYk &

Z33
()-

3Xdn$]
\&ﬁ/\d\A/\

Hok &

/\/\/\l \

b

3 AR ROk

D

22 (4= Wekihstodxe
LAD$109KE () - 6

$109K& () - 610k X1

5%

0k 10K

@ KSANAAAAA
k& () _ 6/\/\/\/\7

12830
_aA?
K& (

N

54 094EH (
<10$

-63

10%K

Chbs
&' ()

0%k &' (

109 &' (
rQRIDY

- 651009

2<10$109

T ?7<10%1
a g w__ bB7

B9y
0%k &

D$10
<10$109

()%

AL,
1 0%k

G4 6
R ()1

‘() 651

00k &

EHIO K
%k%?(\

- 631
& () -

669
& ()-

-6%$10

acs (GFaSprookd: 1) {E82buakey ) -
BELOIKE () - BA

1 DA HC
b&1H)

D

$100
k& ()-6$1
8 (\ 635100k &

&&5(5-

63000

C p! $$109%& () -6

o
ROTH5P |
0%K&' () - 6310%K&

(Y-B6AcC-nl S

209&¢
-6%1
QYK &'

10$10%& () 4
<10$10% & ()
109 & () - 631

)

- ()

K&
()=

3810

D3k &
3$10

@51
()-

£)-6%1
’@5&5&)

6$1

6838
W&
- 6$1

- 63109k & () -
09k & () - 6$14

K&

) - 69
Uk &'

109

¥5 6,
& ()e

() - 6AC

Ié)%k%’:

()-

0
nl7

Hok& (5-
$100§L

6o

(Jik

C p!
& g)

- 5810048 (}-4
g, 4~ (0 O%z1 0g

-3 BORk( )

-2 bB’)<
2<10$100KE

@5H3
L

) - 6$109K& ()
() - 6$109%K &
) - 6$109K& ()
- 6$109K& () -

h
D

)

RB36:
- 6$1(
65109

€09
K&
&I

@A (]CB$
()-
) - 6

159K & (
SAoC:@

I
) -6

o

AN

\\\\\

2 450900 5879

c2510$109%¢&’ (
hB2<10$1004& ()

"()-6$109%K&
635109k & ()-6
()-6A0C. p! $ |_aaag

@p3

2]

BAGC. ptH
$10%4& ()-6"1""

109
R

0$1OUK K]

$109% &' () - 6aZB347
| $<a>aAaDaGalLa_7?<
% & () - 6LaMaSagay

g<al

Al all

10$1

B <

16%1(
0%k &' ()4
R?2<

0$10

4“><10$

ook &
@§9i610$10%<a

0, ! -
D9K&' () H6$10¢
& 0/ &
U &L

)-6%$1

6310

| $| a~aaaaa_72B0%]
() - 6aaaaaabB?<104
<10$109%k& ()

6 4
109

UK&' ()=

CE) 9

5480
-6$
0%« 4

& ()
6%

0o & (

D1

& ()-6

()-6%

4 00k
10%8. ]

- 6$1(

28681
10%K &
) -6

2<10$109K & (
$109K& () - 6%
() - 6$10%K &

69k &CH) -
' () -6$10
1004&' ()

681
UK &'
- 6%

\ 7

R& ()

€)u,651
Q0K &' (

-%$100;&4 ?CI@R@SC p!
UK &' (
- 6AQC:

€) $169%& 1) - 63
icfH,- 65109 & (

R4 T | CTB8 vk

20 4= 6Fe0%e ()
& () - 6$10%

r.8$109K& () -
nl ‘Rﬂh?h?h bh=h

&H;) - 6A0C: p'ﬂ_______

QK& () - 6$10°/flk&' () - 6$1o?§<&\ ()

1833 0ok §Hpy L 5 Cett
7<10$10%k

1‘650&() 651 0%
) - 63109 () - 631

2 (Cg )O' ()-6

R N T
& ()-6A0C. p! $aaa

P' (\ GAanan
éaa{gﬁa% "r“é%moo |

k& () - 6$10%
' () - 6$109K &

2 80p-
) - 64

109
6510

6$1Q9K&!

EF- ¢
- 6%1
()-¢

& ()
O &,

$109K &

A& (
$10%&

i) - 64

() -64

- 6A0(:

k& () - 6$10%
- 6$109K& () -
09K & () - 6310
63109K& () - 6

I(\_

K& (

)_

UL ()

& (
64

He g ¥80
)EO%J&' )

- 6AQC: nI

FHowé ()

$hhhbb

Q%C'p
CQ%bO%k& ()-

h 2<1

0k& ()-6$109
$109K& () - 6A
c_?<10$109K &

B4
O C: p!
() $1

$cca

631
0%

63k &F) -

cc
6510

ébbbbc

CeHs0
0 1

clc'c;
cKcPchB?<10%
?2<10$10% &' (
ccchB?<10%$10
k& () $10%K &
%K& ()-6%$109

&Y
)- 6%

2842 [C
1 0%k &
0,

& ()+

cH

63109k &
) - 64100

') -
CH

4-

CuoB1

2{\ 64

DIK & (

[ BB2<10%

K& )
& ()l 631
oK & () -

46$10%F§L ()-

Rqﬂﬂo & {\ 6

- 6$10

Xkﬁﬁlo%k&'(?

& () - 6$109%

C: nl ¢r\r\r\r\r\r\

P

6?$f0§§§3°(’)2: 6A

—3(—)—-6%963&&"‘ &
51 ) 2-CeHs

5A0C: p! $PcRcUcXc[

&' ()-6cCcccceccbB?<]

2104100

Y-S

()-6$100k& (]28%4
ddbB?<10$10°

k& () $109K& () -6%5

& ()t

61:’3{10
() -

- 6351

A () -

GHAQPK &
004 &L

B$100
()-6

63100

TCCT

&iﬁﬁk& ()-6A0C

TOPTO
"CH3

_?<1d

CL\J

£ %I%éégtdc)é L

1AM LN

$10%

$10
)-6%

<10$10%K& ()
k& () $109%K &’

109K

% ().

00

- 651
ok &t

2 () - €

P

)§109k
-6$10

~-(§Ry 2p'$
%K&a() 6$10%k

RAn(" nl €AAd

& ()-

HAAA 2104100 -1 FAA

510%

BO<1

G631
()-

$10

0$109K & () - 6$10%KE: ()

"k& ()-65109K&8¢9 1

$109%K& () - 6310%K&
Q-

K& () - 6$10%K&:

K&
)- 655

R

SZAZAY

1926dd
Heladd_2<10$10

ddddddbB2<10

ororororo o =

GdbB2<10$10

( B2<10$100K&!
Y& () $109K& () - 6

\f§9§

$10%

\ r~d~

$1-0%4&—)—6$FH0U&{)
109% &' () - 6$10%K & ()-6A0C p'$dddeee 2<10$10%K& () $109%& ()-6$10%& () - 6$10%k
& ()-6$10%& ()-6$10%& () - 6e
eee*e/ ebB?<10$109%K &' ()-6$109K& () - 6310%& ()-6$109%K& () - 6A0C. p! $/ elede7e: eB
e_7?7<10$10% & () $10YK& ()-6$10%K& ()-6$109%K& ()-6$109K& ()-6$10%& () - 6BeCeK
eCEaefebB7<10$10%k& () 6$10%k& () 6$10%k& () 6$10%k& () 6AOC p'$fehekeneqey

A NN A NNAA

N AANAANAA

~rhaAaA N

~nA

~hA NN A

~hA NN A

~rhaAaA NNAA



“6>$10%y& () -
6>$10%y& () -

6>$10%y& () -
6>310%y& () -

X! $2h@EhFhGhHhVhI* : >310%y &' () -

T B>$10%y& () -
6>$10%y& () -

6nmhr hxhyhzh{
X $>$10%y &
6>$10%y& ()
6hhhhhh~">T:
6Ao0+f X! $hhh
6>$10%y& ()
6>$10%y& ()
X! $hhhhhhhJ*

6>$10%Yy& () -

6MPhSh

6>$10%y& () -
6>310%y& () -

6 Ao+f
6>$10%y& () -

2: >$10%>$10%y& () -

69h: h; h<h=h>h?hj N2: >$10%y& () -
6>310%y& () -
6A0+f X! $>$10%y& () -

MU

6>$10%y& ()- 6>310%y $10% Y& ()- 6>310%y& () -

h|hlaF): >$10%v&! (\- 6>$10%yy& ()- 6>83100y & (). BAo+f

@PL76S5109%y 4CH) ] 36| hy hFhhhhHPTES43B9 vz ()2 ‘B350 0%% 0onyy & (9 -

- 6>310%y& () - fedlo%y& ()- c@H’$10%/y&'()- 6>$10%/y&'()

>%$1 0% v&>$100vE () - 6>81004n 6310044 &' 10040 A

RMBTC> 5168y 885180y & (4 - S BoyTEO(3- ’%1‘5%%)&'%?\’%“ c{o)

- 6>310%y&' (|) - 62SL0%Y& () c@;kl_,hhhhhhj N2 >$>$10% Y& () -

- 6>410%yvE& (1) - 65100y & 68100 v& (V6 Ag+f

288Pq Gy y 4CH) |CH | 4- H 3, 4=TCH;D) o * 7| 4-(CH;0) -CeHy c(0)
CsHs0 CeHs

2850 |C CH |CH |4- H 3,4- (CH;0) - 2,3-(CH30) ,-C¢H; C(0)
CgHsO CeH;

2851 |C CH |CH [4- H 3,4-(CH;0) o- - (CH30) ,-CgH3 C(0)
CgsHs0 CeH3

2852[C |CH [CH |4- H 3,4- (CH30),- |3,4-(CH3;0),-CeHy |C(O)
CeHs0 .| CeH3

2853 [C |CH |[CH |[4- H 3,4- (CH;0) ;- |3,5-(CHs0),-C¢H; [C(O)
CgHsO CeHa

2854 [C [CH |CH [4- H 3,4- (CH30) .- |3,4,5-(CH;0)3-CeHz [C(O)
CeHsO CeH,

2855 |C CH |CH |4- H 3,5-(CH;30) ;- CH, Cc(0)
CeHs0 CeHs

2856 |C CH |CH |4- H 3,5-(CH;0) ;- C.Hs C(0)
CgHsO Ce¢Hs

2857 |C CH |CH |4- H 3,5-(CH30) ,- CeHs C(0)
CgHs0 CeH;

2858 |C CH |CH |4- H 3,5-(CH30) 2~ 2- (CH;0) -CgH; C{0)
CgHsO CeH3

2859 |C CH |CH |4~ H 3,5-(CH;0) ;- 3-(CH;30) -C4Hy C(0)
CgHsO CgH,

2860|Cc [CH |[cH [4- H 3,5- (CH30) - |4- (CH30) -CeHy C(0)
CeHs0 CsHs

2861|C |CH |CH [4- H 3,5- (CH30) - - (CH30) ;-C¢Hs  |C(O)
CeHs0 CeH

2862 |C CH |[CH |4- H 3,5-(CH;0) ;- 2,4- (CH;30) ;-CgHs Cc(0)
CgHs0 CeHs

2863[C |CH |CH [4- H 3,5- (CH30) ;- |3,4-(CH30),-Ce¢H3 [C(O)
CsHsO CsH;

2864 |C CH |CH |4- H 3,5-(CH;0) ;- 3,5-(CH30)2-C¢Hs C(0)
CgHsO CeHj3




‘6A0+H X $>$10%yy& () -
6hhhhhhh_?: >$10%/>$10%yy& () -
6>310%y& () -

T6>$10%y& () -

6>3$10%3$10% Y& () -

6>310% Y& ()=

6>310%y& () -

6>$10%y& () -

6A0+f X! $>$10%yy& () -

6>$10%y& () -

6>$10%y& () -

6>$10%y& ()- 6>$10%y&
6hhiiiii}aE):>$10%y& ()-
>$10%yy& ()- 6iii

6>$ TRV &) -

6>$10%y& () -

6>$10%y& () -
6>310%y& () -

()-
6>310%y& () -

i PiiipT:>$10%y& () -

6>$10%y& () -

6>310% Y& (
6>3$10%y& (
6Li M Ni O Pi

6>310%y& ()
6>310% Y& (
6 icifiiiki

6>$10%y& (

BLiiiij~A>T >$100yy&>$100%yy& ()= 6>$10%y& () - 6>$10%yve () -
28N+ DAHSi | G 64|‘F| Li [#: >$10oy8SQuyy&] £) 4 BTy 851t | c0)
- 6>B10%y& () - %&%y&' () tc>910%y& (-
Rij N2 >B>$10%vig’ (Y- B>$10%vE" () - 6>5100 (V& (V- 6>$10%yvig () -
2865 po+f | G SFEESI DA-Yi Zi [[F i 3% | SehCon FR:Qp= |EHo+f X $>510%y1& (©) -
- 6>310%y& () - @ﬁ;& Y& () reqn
i _2{>$1D0y>810%y& 651 Do & O - 6>8100yye ()-
286B51 0045 (GH [4- IE 3,4,5-(CH;0)3- |CoHs ™ C(0)
CeHsO CeH,

2868 |C |CH |CH |4- H 3,4,5-(CH;0) 3~ | CeHs C(0)
CeHs0 CeHz

2869 |C |CH |CH |4- H 3,4,5- (CH;0) 5- | 2- (CH30) -CeHy C(0)
CeHsO CeH,

2870 |C |CH |CH |[4- H 3,4,5- (CH;0)5- | 3- (CH;0) -CgH, C(0)
CeHsO CeH,

2871|c  [cH |[cH [a- H 3,4,5- (CH;0) 3- | 4- (CH30) —CgH, C(0)
CeHs0 CeH,

2872 |C |CH [cH [4- H 3,4,5- (CHy0)3- |2,3- (CH;0),-C¢H; | C(O)
CeHs0 CsH>

2873 |C |[CH [CH |[4- H 3,4,5-(CH;0)3- |2,4- (CH3;0),-C¢H; |C(O)
CeHs0 Cella

2874 |C |CH [CH |4- H 3,4,5- (CH;0)5- | 3,4- (CH;0)2-Ce¢Hs  |C(O)
C¢HsO CH,

2875 |C |CH |CH |[4- H 3,4,5- (CHy0)3- |3,5- (CH;0),-CeHy  [C(O)
C¢HsO CeH,

2876 |C |CH |CH |4- H 3,4,5- (CH;0)3- | 3,4, 5- (CH;0) 3-CeH; [C (O)
Ce¢HsO CeHz

2877 |CH |CH |CH |5-CH;0 |H CH, CH, C(0)

2878 [CH |[CH |CH |5-CH;0 |H CH, C.Hs C(0)

2879 |CH |CH |CH |5-CH;0 |H CH, CsHs C(0)

2880 |CH |CH |CH |5-CH;0 |H CH, 2- (CH;0) -CeHg C(0)

2881 |CH |CH |CH |5-CH;0 |H CH; 3- (CH,0) -C¢H, C(0)

2882 |CH |CH |CH [5-CH;O |H CH, 4~ (CH;0) -CeH, C(0)

2883 [CH |CH |CH |5-CH,0 |H CH, 2,3- (CH;0),-C¢H; | C(O)

2884 |CH |CH |CH |5-CH;0 |H CH, 2,4- (CH;0) ;-CgH3 | C(O)

2885 |CH |CH |CH [5-CH;0 |H CH, 3,4- (CH;0),-C¢H; | C(O)

2886 [CH |CH [CH [5-CH;0 |H CH, 3,5- (CH;0) ,-C¢H; | C(0O)

2887 |CH |CH [CH [5-CH;0 |H CH, 3,4,5- (CH;0) 3-CgH, | C(0)

2888 |CH |CH |CH |5-CH;0 |H CoHs CH, C(0)
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2893 |CH |CH |CH |5-CH3;O |H C,Hs 4- (CH,0) -CgH, C(0)
2894 |CH |CH |CH |5-CH3;0 [H CyHsg 2,3-(CH30);-CgH;3 C(0)
2895 CH CH |CH |[5-CH;0 |H C.H; 2,4- (CH30) ;-CeH, C(0)
2896 |CH [CH |CH |{5-CHs0 [H C,Hs 3,4- (CH;0) ,-C¢H; C(0)
2897 |CH |(CH |CH |5-CH;0 |H C,Hsg 3,5- (CH;0) ;-CeH;s C(0)
2898 |CH |CH |CH |5-CH;0 |H CyH;y 3,4,5-(CH30)3-CgH; [C(O)
2899 |CH |CH |CH |5-CHs0 (H CsHs CH,3 C(0)
2900 |CH |CH |CH |5-CH30 |H CeHs C,H;s C(0)
2901 |CH [CH |(CH |5-CH;0 [H CeHs CeHs C(0)
2902 |CH |CH |CH |[5-CH;0 |H CeHs 2- (CH30) -Cg¢H, C(0)
2903 |(CH |CH |CH |5-CH30 (H CeHs 3~ (CH3;0) -CgH, C(0)
2904 |CH |CH |CH |5-CH;0 |H CeHs 4- (CH;0) -CgH, C(0)
2905 |CH CH |CH 5-CH,0 |H CeHs 2,3-(CH30) ;-C¢H3 C(0)
2906 |CH |CH |(CH 5-CH30 |H CgHsg 2,4- (CH;30)2-CgH;s C(0)
2907 |(CH |CH |CH |5-CH3;0 {H CgHsg 3,4- (CH;30) ,~CgHs C(0)
2908 |CH |CH |CH |5-CH30 |H CgHs 3,5-(CH30) ;-C¢Hs C(0)
2909 (CH |CH |CH |5-CH;30 |H CsHs 3,4,5-(CH;0)3~-CgH, [C(O)
2910|CH |CH |CH |5-CH3;0 |H 2- (CH;0) -C¢Hy CH; C(0)
2911 |CH (CH |CH 5-CH;0 |H 2- (CH;30) -C¢H, C,Hsg C(0)
2912 |CH CH CH 5-CH;0 |H 2- (CH;0) -CgH, CgHs cC(O)
2913 |CH |CH |CH |5-CH3;0 |H 2- (CH;30) -C¢H,4 2- (CH30) -CgH, C(0)
2914 (CH |CH |CH |5-CH30 |H 2-(CH;30) -CgH,y 3- (CH30) -C¢H, C(0)
2915|CH |CH |CH |5-CH;0 |H 2- (CH;30) -CgHy 4- (CH,0) -C¢H, C(0)
2916 |CH |CH |CH |5-CH;0 |H 2- (CH30) -C¢H, 2,3- (CH10) 2—CgHj3 C(0)
2917 |CH |CH |CH |[5-CH;0 {H 2~ (CH;30) -CgH, 2,4-(CH30);-Cg¢H, C(0)
2918 |CH |CH |CH |5-CH3;0 |H 2- (CH;0) -CeH,y 3,4- (CH30),-Cg¢H, C(0)
2919 |CH |CH |CH |5-CH;0 |H 2-(CH;30) -CgHy 3,5-(CH;30) ;-C¢H, C(0)
2920|CH |CH |CH |5-CH30 |H 2- (CH30) -C¢Hy 3,4,5-(CH30)3-CgH; |C(O)
2921 |CH |[CH |(CH 5-CH;0 |H 3- (CH10) -CgH, CH,4 C(0)
2922 (CH |CH |CH |5-CH3;0 |H 3- (CH30) -CgH, C;Hsg C(0)
2923 (CH |CH |CH |5-CH3;O0 |H 3-(CH;0) -Cg¢H, 2- (CH30) -C¢H, C(0)
2924 |CH |CH (CH |5-CH;0 |H 3~ (CH30) -Cg¢Hy 4- (CH;0) -C¢H, C(0)
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2930 |CH |CH {CH [5-CH;0 |H 4- (CH;0) -CgH, CH3 C(0)
2931 |CH |CH |CH |[5-CH;0 |H 4- (CH;0) -CgH, C,Hs C(0)
2932 |CH |CH |CH |5-CH;0 |H 4- (CH;0) -CgH, CsHs C(0)
2933 |CH |CH |[CH |5-CH;0 |H 4- (CH;0) -C¢Hy 2- (CH;0) -CgH, C(0)
2934 |(CH |CH |CH |[|5-CH;0 |H 4- (CH,0) -CgH4 3- (CH3;0) -C¢H, C(0)
2935 |CH (CH |CH 5-CH:0 |H 4- (CH30) -C¢H, 4- (CH.0) -CgH, C(0)
2936 {CH |CH |[CH 5-CH;0 |H 4- (CH30) -CgH, 2,3-(CH30) ,-CgHs C(0)
2937 |CH |CH |CH |5-CH;0 |H 4- (CH;30) -C¢H, 2,4- (CH;0) ;-CgH;s c(0)
2938 |(CH |CH |CH |5-CH3;0 |H 4- (CH10) -C¢H, 3,4- (CH30) 2-CgHs C(0)
29391CH |CH |[CH |5-CH;0 |H 4- (CH;30) -C¢Hy 3,5-{CH30),-C¢Hs C(0)
2940 |CH |CH (CH 5-CH;0 |H 4- (CH;0) -C¢Hy 3,4,5-(CH30)3-CgH, |C(O)
2941 |CH |CH |CH 5-CH;0 |H 2,3-(CH30) - CH,3 C(0)
CeHs
2942 |CH |CH |[CH |5-CH;0 (H - (CH30) 2- C,Hs c(0)
CeH,
2943 |CH |CH |[CH |5-CH;0 |H 2,3~ (CH30) - CeHs C(0)
CeHs
2944 |CH |CH |CH |5-CH;0 (H 2,3-(CH30) »- 2- (CH;30) -CgH,y C(0)
CeHs
2945 |CH |CH |CH |5-CH;0 |H - (CH30) 2- 3- (CH30) -CgH, C(0)
CgHs
2946 |CH |CH |CH 5-CHs0 |H 2,3-{(CH30) ;- 4- (CH;0) -CgH, c(0)
CsH;
2947 |CH {CH |CH 5-CH;0 |H 2,3-(CH;0) ;- - (CH30) ;-C¢Hs C(0)
CgH;
2948 |CH CH |(CH 5-CH:0 |H 2,3-(CH;0) - 2,4- (CH30),-CgH; C(0)
CeHs
2949 1CH |CH |CH |5-CH;0 |H - (CH30) - 3,4-(CH30)3-C¢Hs C(0)
CeHs
2950|CH |CH |(CH 5-CH;0 |H 2,3~ (CH30) 5~ 3,5-(CH30) ;-C¢H, C(0)
CeHs
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2954 |CH [CH |CH |5-CH;0 (H 2,4- (CH30) 5~ CsHs C(0)
CgH,

2955 |CH |CH |(CH |5-CH;0 |H 2,4- (CH30) - 2- (CH;30) -CgHy C(0)
CeH3

2956 |CH |CH |CH |[5-CH30 |H 2,4~ (CH30) - 3~ (CH;0) -C¢H,y C{0)
CeHs

2957 |CH |CH |CH |5-CH;0 |H 2,4- (CH30) - 4- (CH30) -C¢Hy C(0)
CeH3z

2958 |{CH |CH |[CH |5-CH30 |H 2,4-(CH30)5- 2,3- (CH30) ;~CgHs C(0)
CeH,

2959ICH |CH |(CH |5-CH30 |H 2,4-(CHs0) ;- 2,4- (CH;30) ,-CgH, C(0)
CeH;

2960 ({CH |{CH |CH |5-CH;0 |H 2,4-(CH;0) - 3,4~ (CH30);-CgHa c(0O)
CeH3

2961 |CH |CH |CH |{5-CH;O0 |H 2,4-(CH30) o- 5- (CH30) 5-CgH3 C(0)
CeH3

2962 |CH |CH |CH |5-CH;0 |H 2,4~ (CH30) ;- 3,4,5-(CH;30)3-CgH; |C(O)
CgH;

2963 |CH |[CH (CH |5-CH3;O |H 3,4-(CH;30) - CH; C(0)
CeHs

2964 |CH |CH |CH |5-CH;0 |H - (CH30) ,- C,Hs C(0)
CeH,

2965 |CH |CH (CH |5-CHs0 |H 3,4- (CH30) - CsHsg C(0)
CeH,

2966 |CH |CH [CH |5-CH;0 |H 3,4-(CH;30) ;- - (CH30) -CgHy C(0)
CgHs

2967 |CH (CH |CH |5-CH3;0 |H 3,4- (CH30) 5~ 3-(CH30) -CgH, C(0)
CeHs

2968 |CH |CH |CH |[5-CH;0 |H 3,4- (CH30) 5~ 4- (CH;0) ~C¢H, C(0)
CgH3
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2972 |CH [CH [CH |5-CH;O |H 3,4-(CH;0),- |3,5- (CH;0),-CeH; |C(0)

| CoHs

2973 [CH |CH |CH |5-CH;O |H 3,4~ (CH;0) .- |3,4, 5~ (CH;0) 3-CgH; | C (0)
CeHs

2974 [CH |CH |CH |5-CH0 [H 3,5- (CH;0),- |CHy c(0)
CeHs

2975|CH |CH |CH |5-CH;0 |H 3,5-(CH;0) - | CHs C(0)
CeHs

2976 |CH |CH |CH |5-CH;0 |H 3,5- (CH;0) - | CeHs c(0)
CeHs

2977 |CH |CH |CH |5-CH;0 |H 3,5-(CH;0),- | 2- (CH;0) ~CeHy c(0)
CeH,

2978 [CH |CH |CH |5-CH;0 |H 3,5- (CH;O0) 2= |3~ (CH;0) ~CeH, c(0)
CeHs

2979 |CH [CH |[CH |5-CH,O |H 3,5- (CH;0) - | 4- (CH;0) ~CeHq c(0)
CeHs

2980 |CH [CH |CH |5-CH;O |H 3,5-(CHyO0)2= |2,3- (CH;0)2,-CeHy |C(O)
CeHs

2981[CH |CH |CH |5-CH;0 |H 3,5- (CH;0)2- |2,4- (CH;0)2-CeH;  |C (O)
CeHs

2982 [CH |CH |CH |5-CH;0 |H 3,5- (CH;O)z-  |3,4- (CH;0)2-CeH;  [C(O)
CeHs

2983|CH [CH |CH |5-CH;O |H 3,5-(CH;0)2- |3,5- (CH;0),-CeHy |C(O)
CeH;

2984 |CH |CH |CH |5-CH;O |H 3,5-(CH;0)2- |3,4,5- (CH;0)3-CeH; |C (O)
CeHs

2985|CH |CH |CH |S5-CH;0 |H 3,4,5- (CH;0) - | CHy c(0)
CeH,

2986 [CH |CH |CH |5-CH;0 |H 3,4,5- (CH;0) - | CzHs c(0)
CeH,
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3094 |CH |€C [CH |[6-F H 4- (CH30) 5~ ‘3’4 5- (CH30) 3-CgH, | C(O)
CeH;
3095|CH |C |CH |6-F H 3,5-(CH30),- |CHs C(0)
C6H3
3096 |CH |C |CH |6-F H 3,5- (CH30),— | CzHs C(0)
CeH,
3097 |CcH |[c [cH |6-F H 3,5~ (CH3;0) .- | CeHs C(0)
CeHs
3098 |[CH |C |[cH [6-F H 3,5-(CH;0),— | 2- (CH;0) -CgHy c(0)
CeHs
3099 |CH |C |CH [6-F H 3,5- (CH;0),— |3~ (CH;0) -CgH, Cc(0)
CeHs
3100 |cH |Cc [cH [6-F H 3,5-(CH;0) .- |4- (CH;0) -CgH, C(0)
C5H3
3101 [CcH [c |[cH [6-F H 3,5- (CH;0) ;- |2,3-(CH30),-C¢H; [C{(O)
C5H3
3102 |[CcH [c¢ [cH |6-F H - (CH;0) ;- |2,4-(CH30),-C¢H; [C(O)
CeHs
3103 |CH |[C |[CH [6-F H 3,5-(CH;0),— |3,4-(CH30),-C¢H; |C(O)
C5H3
3104 |CH |C |[CH [6-F H 3,5- (CH30),— |3,5-(CH30),-C¢Hs |C(O)
C6H3
3105 |CH C CH 6-F H 3,5-(CH30) - 3,4,5-(CH;30)3-CgH, |C(0O)
C5H3
3106 |CH |C |[cH [6-F H 3,4,5-(CH;0)3- |CH; c(0)
Cst
3107 |cH |[c [CH |6-F H 3,4,5- (CH30) 3- | C,Hs C(0)
CgH>
3108 |CH |C |[CH |6-F H 3,4,5- (CH30) 3- | CeHs C(0)
CSHZ
3109 |[CH |C |CH |6-F H 3,4, 5- (CH;0) 3- | 2- (CH;0) -CgH, Cc(0)
Ce¢H,
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31 $10%& ()- 3?5.%18;1)@ Ql(; () CHB! q%l_%@@&' {H) 3 :.3A\,O49,‘..’%"';3(J.C 30) 3— %%9%9'353)5 2-CgHj C(0)
CeH,
3113 |CH |C CH |6-F H 3,4,5-(CH:0)3~|2,4- (CH30) ;-C¢Hs C(0)
1 CgHa
3114 {CH |C CH 6-F H 3,4,5-(CH;30)3- 3,4~ (CH30);-C¢H; C(0)
CeH,
3115 |CH |C CH |6-F H 3,4,5-(CH10)3~|3,5-(CH;0),-CgH, C(0)
CeH;
3116 |CH |C CH |[6-F H 3,4,5-(CH;0)5-13,4,5-(CH30)3-C¢H; |C(O)
CeH,;
3117{CH |CH |C 7-CHj H CH, CH; C(0)
3118 |CH |CH |C 7-CH3 H CH;4 C,Hg C(0)
3119 |CH |CH |C 7-CHs H CH,3 CgHsg C(0)
3120 |CH {|CH |C 7-CH; H CH, 2~ (CH30) -CgHy CcC(0)
3121 |CH |[CH |C 7-CHj; H CH, 3-(CH;0) ~C¢Hy C(0)
3122 |CH |CH |C 7~-CH, H CH; 4- (CH;30) -CgHy Cc(0)
3123 ICH |CH |C 7-CH; H CH, 2,3-(CH;0) ,-CgH3 C(0)
3124 {CH |(CH |C 7-CHy |H CH, 2,4- (CH30) ;~CgHj C(0)
3125|CH |CH |C 7-CH; H CH, 3,4-(CH;0),-CgH; C(0)
3126 |CH |CH |C 7-CHs H CH; 3,5-(CH30) ;~CgH;s C(0)
3127 |CH |CH |C 7-CH; H CH; 3,4,5-(CH30)3-CgH, |C(O)
3128 |CH [|CH |C 7-CH; H C.H; CH; C(0)
3129 |CH |CH |C 7-CHj; H C,Hg C,Hs C(0)
3130|CH (CH |C 7-CHs H CyHsg CeHs C(0)
3131 |CH |CH |C 7-CHs H C.Hs 2~ (CH;0) -CgH, C(0)
3132 |CH |CH |C 7~CH, H C,Hs 3- (CH30) -CgH, cC(0O)
3133 |CH |CH |C 7-CHj; H CyHg 4- (CH30) -CgHy C(0)
3134[CH |CH |C_|7-CH; |H  |CoHs 7, 3- (CH:0),-CeHla _|C(0)
3135{CH |CH |C 7-CH; |H C,Hs 2,4-{CH;0),-CgH; C(0)
3136[CH |CH |C_ |7-CH; |H  |CaHs 3,4-(CH;0),-CeHls _|C(O)
3137 |CH |CH |C 7-CH; |H CyHs 3,5-(CH30) ,-CgH3 C(0)
3138 |CH (CH |C 7-CHj; H CqoHsg 3,4,5-(CH30)3-CgH; |C(O)
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31 $109%8& ()-|3143[CH |CH |[C |7-CH; |H CeHs 3- (CH30) -CgHyq C(0)
3144 |CH |[CH [C |[7-CH; |H CeHs - (CH30) -CgHy C(0)
3145 |CH |[CH |[C [7-CH; [H CeHs 2,3- (CH;0),-CsH; | C(O)
3146 [CH [CH [C |7-CH; [H CeHs 2,4-(CH;0),-C¢H;  |C(O)
3147|CcH [cH |[Cc [7-CH; |H CeHs 3,4-(CH;0),-C¢H;  |C(O)
3148 |CH [CH [C [7-CH; [H CeHs 3,5-(CH;0),-CsHy | C(O)
3149|cH |cH [c [|7-CH; |H CeHs 3,4,5-(CH;0) 3-C¢H, [C(O)
3150|CH |[CH |C [7-CH; [H 2-(CH30) -C¢H; |CH; c(0)
3151|CH |cH [c |[7-CHy [H 2- (CH;0) -C¢H; | CyHs c(0)
3152 |(CH [cH [c [7-CH; [H 2- (CH30) -C4Hy | CeHs c(o)
3153|CH [CH |c |[7-CH; |H - (CH30) -C¢Hy | 2- (CH30) -CeH, c(0)
3154 |CH [cH [c [7-cH; [H 2- (CH3;0) ~CgH; |3~ (CH30) —CgHy C(0)
3155 [CH [cH [C |7-CH; |[H 2- (CH;0) -CgHy |4~ (CH;0) ~CgHy c(0)
3156 |CH |cH |c¢ |7-CH; |H 2- (CH;0) -CeHy |2,3-(CH;0),-C¢Hs |C(O)
3157 |cH [cu |c¢ [7-CH; |H 2- (CH30) -C¢Hy |2,4-(CH;30),-CeH;  |C(O)
3158|{CH [cH [c [7-CH; [H 2- (CH30) -C¢H; |3,4-(CH;0),-CeH; [C(O)
3159 |CH |CH |C [7-CH; [H 2- (CH;0) -C¢H; |3,5-(CH30);-CeH; | C(O)
3160 |CH [cH |c [7-CH; [H 2-(CH;0) -C¢H; |3,4,5-(CH;0)3-CeHz |C(O)
3161 |CH [cH [c [7-CH: |H 3~ (CH;0) -C¢H, [CH, c(0)
3162 (CH [cH |Cc |7-CH; [H 3- (CH;0) -C¢H;y | C3Hs c(0)
3163 |CH |cH [c¢ [7-CH; [H 3-(CH30) -C¢H;y | CeHs C(0)
3164 |CH [cH [c [7-CH, |H 3- (CH;0) -C¢H; | 2- (CH;0) -CgHy c(0)
3165|cH [CcH [c [7-CH; [H 3- (CH30) -C¢H; |3~ (CH;0) -CeHy C(0)
3166 |CH [CH [C |7-CH; |H 3- (CH30) -C¢H; |4~ (CH30) —CsHy C(0)
3167[CH |CH [C |[7-CH; [H 3- (CH30) -C¢Hy |2,3-(CH30)2-C¢H; [C(O)
3168 |CH |[CH [c [7-CH; [H 3-(CH30) -C¢Hy |2,4-(CH;0),-CéHy [C(O)
3169[CH [cH [C [7-CH; |H 3- (CH30) -C¢H, |3,4-(CH30);-C¢H; |C(O)
3170|CH |CH |C |7-CH; |H 3- (CH30) -C¢Hy |[3,5- (CH30),-CeH;  [C(O)
3171|CH |[CH |[C |7-CH; |H 3- (CH;0) -C¢H; |3,4,5- (CH30) 3-CeH, |C(O)
3172|CH [cH [c [7-cH; [H 4- (CH;0) -C¢H, |CH; C(0)
3173|cH [cH |c [7-CH; [H 4- (CH30) -C¢Hy | CpHs c(0)
3174|CcH [cH [c |[7-CH; |H 4- (CH;0) ~C¢H; | CeHs c(0)
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3179 |CH |CH [C |7-CH; |H 4- (CH;0) ~CgH, - (CH30),-Ce¢H;  [C(0)

3180|cH |cH [Cc [7-CH; |H 4- (CH3;0) -C¢H; [3,4- (CH;0),-C¢H; |C(O)

3181 |CH |CH [C [7-CH; |H 4- (CH3;0) -CeHy |3,5- (CH;0),-CeH; | C(O)

3182 |CH {CH |C 7-CH; H 4- (CH50) -CgH, 3,4,5-(CH;30)3-CgHy | C(O)

3183 |CH (CH |C 7-CH, H 2,3-(CH30) 5~ CH, C(0)
CeHj3

3184 |CH |CH |C 7-CH;, H 2,3-(CH30) 5~ CyHs C(0)
CeH,

3185 |CH [CH |C 7-CH; |H - (CH;0) .- CeHs C(0)
Ce¢Hs

3186 |CH [CH |C |7-CH; |H 2,3-(CH;0) ;- | 2- (CH;0) -CeHg c(0)
CeHs

3187 |CH |CH |C 7-CH, H 2,3-(CH;30) ;- 3- (CH30) -CgH; C(0)
CeH,

3188 |CH [CH |C |7-CH; |H 2,3-(CH30) ;- |4- (CH30) —CeH, C(0)
CgHs

3189 |CH [CH [C [7-CH; |H 2,3-(CH30) ;- |2,3-(CH;0),-CeH;  |C(O)
CeHs

3190|CH |[CH |C |7-CH; |H 2,3-(CH;0),- |2,4-(CH;0),-CeH; |C(O)
CeHj3

3191|CH |CH |C |7-CH; |H 2,3-(CH;0)2- |3, 4- (CH;0),-C¢H; | C(O)
CeHs

3192 |CH |CH |C 7-CH; H 2,3-(CH30) ;- 3,5-(CH;30) 3-C¢H; C(0)
CeH,

3193|CH |[CH |[Cc [7-CH, |H 2,3-(CH;0)- [3,4,5- (CH;0)3-CgH; |C(O)
CeHs

3194|cr [cH [c [7-cH, |H 2,4-(CH;0) ;- |CH; C(0)
Ce¢H;

3195 |CH |[CH |C 7-CH,3 H 2,4-(CHs0) o~ C,Hs C(0)
CeHs '

3196 |CH |CH |C 7~-CH; H 2,4- (CH;30) ;- Ce¢Hs C(0)
CeHs
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CeHs
3200(CH [CH |C 7-CH; |H 2,4- (CH30) - 2,3-(CH30) ,-CgH; C(0)
- CeH3
3201 |CH |CH |C 7-CH; |H 2,4-(CH30) -~ 2,4- (CH30) ;-CgHs C(0)
CeHa
3202 |CH |CH |C 7-CH; |H 2,4~ {CH;30) ;- 3,4~ (CH30) 2-CeHs C(0)
CeHs
3203 (CH |CH |C 7-CH; |H 2,4-(CH30) - 3,5~ (CH30) ,-CeHj C(0)
CeHs
3204 (CH |CH |C 7-CH; |H 2,4~ (CH30) 2~ 3,4,5-(CH30)3-CgH; {C(O)
CeHs
3205 |CH |CH |C 7-CH; |[H 3,4- (CH30) 2~ CH, C(0)
CeHs
3206 |CH [CH |C 7-CH; |H 3,4—(CH3O)2— C,Hs C(0)
CeHa
3207 |CH |CH |C 7-CH; |H 3,4-(CH30) ;- C¢Hs C(0)
CeHs
3208 |CH |CH |C 7-CH; |H 3,4- (CH;0) .- 2- (CH30) ~CgH, C(0)
CeHs
3209 |CH |CH |C 7-CH; |H 3,4~ (CH30) ;- 3-(CH;0) -CgH, C(0)
CeHs
3210|CH |CH |C 7-CH; |H 3,4-(CH;30) ,- 4-(CH30) -CeHy C(0)
CeHs
3211 |CH (CH |(C 7-CH; |H 3,4-(CH30) o- 2,3~ (CH30) 2-CgH; C(0)
CeH3
3212 |CH |CH |C 7-CH; |H 3,4- (CH;0) - 2,4- (CH30) 2-CgH; C(0)
CeHs
3213 |CH [CH |C 7-CH; |H 3,4~ (CH30) ;- 3,4~ (CH;30) 2-CgHs C(0)
CeHs
3214 |CH |[CH |[C 7-CH; |H 3,4- (CH30) - 3,5-(CH30) ;-CgH; C(0)
CeHs
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15 (e ﬁc 7-CH; |H 3%,’5- (CH,0) o- 2Hs Y7 lco)
CeH3
3218 |CH |CH |[Cc [|7-CH; [H 3,5- (CH30) ;= |CeHs C(0)
CeHs '
3219|cH |[cH |c [7-CH; [H 3,5-(CH;0) ;- |2- (CH;0) -CgH, c(0)
CeHs
3220 |CH |CH [C [7-CH; |H 3,5- (CH;0) - | 3- (CH;0) -CgHy c(0)
CeHs
3221 |CH |CH [C [7-CH; |[H - (CH30) ;- | 4-(CH3;0) -CeH, C(0)
CeHs
3222 |CH |CH |C |7-CH; |H 3,5- (CH;0) o~ - (CH30) ;-C¢H;  |C(O)
CeHs
3223 [CH |CH |C |[7-CH, [H 3,5- (CH;0),- |2,4-(CH;0),-CeH; |C(O)
CeHs
3224 |CH |CH |[Cc [7-CH; [H 3,5- (CH;0) - |3,4-(CH;0)2-CeH; |C(O)
CeHa
3225|CH |[CH |C [7-CH; [H 3,5-(CH;0) - |3,5-(CHs0)2-C¢H; |C(O)
CeHs
3226 |CH |[CH |C |7-CH; [H 3,5- (CH30) 2~ |3,4,5- (CH;0)3-CeH, [C(O)
CeHs
3227 |CH |CH |C |7-CH, |H 3,4,5-(CH;0) 5~ |CH, c(0)
CeH,
3228 |CH |CH |C [7-CH; |H 3,4,5- (CHs0)3- | CoHs c(0)
CeHz
3229|CH |CH |c [7-CH; [H 3,4,5- (CH;0) 3- |CeHs c(0)
CHa
3230|CH |CH |C [7-CH; |H 3,4,5- (CH;0) ;- | 2~ (CH;0) ~CeHq C(0)
CeHa
3231|CH |CH |[C [7-CH:; |H 3,4,5- (CH;0) 3- | 3- (CH30) -CgHy C(0)
CeHa
3232[cH [cH [c [7-CH, |H 3,4,5- (CH;0) 3- |4~ (CH30) -CgH, c(0)
CeHy
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CeHa
3236 |CH |CH |C 7-CH; H 3,4,5-(CH30)3~ |3,5-(CH;30),-C¢Hy C(0)
CeH>
3237 |CH |CH |C 7-CHj3 H 3,4,5-(CH3;0)3-|3,4,5-(CH30)3-CeH, |C(O)
CgH2
3238 |CH CH CH H CgHs CH; CH; C(0)
3239 |CH |CH |CH H CeHs CH; C,Hs C(0)
3240i{CH (CH |[CH [H CeHs CH, CsHs C(0)
3241 |CH CH |CH H CeHs CH, - (CH30) -CgH,4 Cc(0)
3242 i{CH |CH (CH |H CgHs CH; 3-(CH30) -CgH,y C(0)
3243 |CH |CH |[CH |H CeHs CH; 4- (CH;0) -Cg¢H, C(0)
3244 |CH |CH |CH |H Ce¢Hs CH; 2,3-(CH;0) ,-CgHj3 C(0)
3245 |CH |CH |CH |H CeHs CH, 2,4- (CH;0) ,-CgH;3 C(0)
3246 |CH [CH |CH |H CgHsg CH; 3,4- (CH30),-CgH; C(0)
3247 |CH |CH |CH |H CeHs CH, 3,5-(CH30),-CgHs C(0)
3248 |CH |CH |CH {H Ce¢Hs CHj; 3,4,5-(CH30)3-CgH,y |C(O)
3249 |CH |CH (CH |H CeHs CoH;s CH;3 C(0)
3250iCH |CH (CH }H CeHs C,Hsg C,Hg C(0)
32511iCH CH CH H CeHs C,Hsg CeHs C(0)
3252 |CH |CH |CH |H CgHsg CyH; - (CH50) -C¢H, C(0)
3253 |CH [CH |[(CH |H CeHs C,Hsg 3- (CH30) -CeHy C(0)
3254 |CH |CH |CH |H CeHs C,H;y 4~ (CH;30) -CgHy C(0)
3255 |CH |CH |CH {H CeHs C,Hs 2,3-(CH30),-CgHz Cc(0)
3256 |CH |CH |[CH [H CsHs C,Hs 2,4- (CH30),-CgHs C(0)
3257 |CH |CH |CH |H CeHs C,H;s 3,4~ (CH;0) ,-CgH; C(0)
3258 |CH |CH |CH |H CeHs CyH;s 3,5-(CH50) 2—C5H3I C(0)
3259iCH |CH (CH |H CeHs C,Hs 3,4,5-(CH30)3-CgH, |C(O)
3260 |CH |CH |CH |H CeHs CsHs CH; C(0)
3261 |CH |CH |CH |H CeHs CgHs C,yH;s C(0)
3262 |CH CH CH H CeHs CsHs CgHsg C(0)
3263 |CH |CH |[(CH |H CgHsg CgHs - (CH30) -CgH,4 C(0)
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3267 |CH CH |H CeHs CeHs - (CH30) 2~CgH3 C(0)
3268 |CH |CH |CH |H CeHs CeHs 3,4-(CH30),-Ce¢Hs C(0)
3269|CH (CH |CH |H CgHsg CeHs 3,5-(CH30) ,—-CgH;s C(0)
3270 |CH |CH |CH |H CeHs CeHs 3,4,5-(CH30)3-C¢Hs {C(O)
3271 |CH [(CH |CH |H CeHs 2- (CH30) -CgHy CH, C(0)
3272 |CH |CH |CH |H Ce¢Hs 2-(CH;30) -CgH, C.Hs C(0)
3273 |CH |CH |CH |H Ce¢Hs 2-(CH30) ~CgH, CeHs C(0)
32.74 CH |CH |CH |H CeHs 2- (CH10) -Cg¢H, 2- (CH30) -CgHy C(0)
3275 |CH |CH |CH |(H CeHs 2- (CH;30) -CgHy 3- (CH30) -Ce¢H, C(0)
3276 |CH |CH |CH |H CeHs 2-(CH30) -C¢H, 4- (CH;0) -CgH, C(0)
3277 |CH |CH |CH |H CeHs 2- (CH30) -CgHy 2,3- (CH30) ;-Cg¢H; C(0O)
3278 |CH |CH |CH |H CeHs 2- (CH30) -CgHy - (CH30) 3~C¢H, C(0)
3279 |CH |CH |CH |H CeHs 2- (CH30) -CgH, 3,4- (CH30) 2-Cg¢Hs C(0)
3280|CH |CH |CH |H CeHs 2-(CH30) -CgH, — (CH30) ,-C¢H, C(0)
3281 |CH |CH |CH |H Ce¢Hs 2-(CH30) -CgH,4 3,4,5-(CH30)3-C¢Hz |C(O)
3282 |CH (CH |CH |H CeHs 3- (CH;0) -Ce¢H, CH;, C(0)
3283 |CH |CH |CH |[H CgHs 3- (CH;0) ~CeHy C,Hs C(0)
3284 |CH [(CH |CH |H CeHs 3- (CH50) -C¢Hy CsHs Cc(0)
3285|CH |CH |CH |H Ce¢Hs 3- (CH;30) -Cg¢H,y - (CH30) ~-C¢H, C(O)
3286 |CH [(CH |CH |H CeHs 3- (CH30) -C¢H, 3- (CH;0) ~C¢H, C(0)
3287 |CH |(CH |CH |H CeHs 3- (CH;30) -CgH,q 4- (CH50) -C¢H, C(0)
3288 |CH |CH {CH |H CgHs 3- (CH30) -CgH, - (CH30) ;-CgH3 c(0)
3289 |CH |CH |CH |H Ce¢Hs 3- (CH50) -C¢H,q 2,4~ (CH30)2-CgH3 C(0)
3290 |CH (CH |CH |H CeHs 3-(CH;0) -Cg¢H, 3,4- (CH30) ;-CeH, C(0)
3291 |CH |CH |CH |H CeHs 3-(CH;0) —CG.H4 3,5-(CH;30) »2-C¢H3 C(0)
3292 |CH |CH |CH |H Ce¢Hs 3~ (CH;0) ~CgH, 3,4,5-(CH30)3-CeH; |C(O)
3293 |(CH |CH |CH |H CeHs 4- (CH;0) -CgH, CHs C(0)
3294 |CH |CH |[CH |H Ce¢Hs 4- (CH;0) ~CgH, C,Hs c(0)
3295|CH |[CH |CH |H CeHs 4- (CH30) -CgHy CeHs C(0)
3296 |CH (CH |CH |H CeHs 4- (CH30) -CgHy 2- (CH;30} -CgHy4 C(0)
3297|CH [(CH |[CH |H CeHs 4- (CH30) -CgHy 3- (CH;0) -CgH, C(0)
3298 |CH |CH |CH |H Ce¢Hs 4- (CH50) ~CgH,y 4- (CH;30) -C¢Hq C(0)
3299 |CH |CH |CH |H CeHs 4- (CH30) ~CgH,y 2,3-(CH;0),-CgH3 c(0)
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3303 |CH [CH |CH |H CeHsg 4- (CH30) -CgH,y 3,4,5-(CH30)3-CgH; |C(O)
3304 |CH |CH CH |H CeHs 2,3-(CH;0) ;- CH, C(0)
CeHs
3305|CH |CH |CH |H CeHs 2,3-(CH30) - CqHsg C(0)
CeH,
3306 |CH (CH |CH |H CeHs 2,3-(CH30) - CeHs C(0)
CgHs
3307 |CH |CH (CH |H CeHs 2,3-(CH30) ;- 2- (CH;30) -CgH,4 C(0)
CgHj
3308 |CH |CH |CH |H CgHs - (CH30) 5~ 3- (CH3;0) -CgH, C(0)
CeHs
3309 |CH |CH |CH |H CqHs 2,3-(CH30),- 4- (CH30) -C¢H, C(0)
CeHs
3310|CH |CH |(CH |H CeHs 2,3-(CH30) 5~ 2,3-(CH30) 2-CgH3 c(O)
CeH,
3311 |CH |CH |CH |H CgHs 2,3-(CH;0),- 2,4- (CH30),-CgH; Cc(0)
CeHs,
3312 |CH |CH |CH |H CeHs 2,3-(CH30) ;- 3,4-(CH30) 5,-CgHs C(0)
CeHs
3313 |CH |CH lCH H CeHs 2,3-(CH30) 5- 3,5-(CH30) 2~-CgH3 C(0)
CeHa
3314 |CH |CH |CH |H CeHs 2,3-(CH30) 5~ 3,4,5-(CH;0)3-CgH; |C(0O)
CgHs
3315 |CH |CH |CH |H CgHs 2,4- (CH30) 2~ CHj C(0)
CgHs '
3316 |CH |{CH |CH |H CeHs 2,4~ (CH30) =~ C,Hs Cc(0)
CeHa
3317{CH |CH {CH |H CeHs 2,4- (CH30) - Ce¢Hs C(0)
Ce¢Hs
3318 |CH |CH |CH |H CeHs 2,4- (CH;0) ,- 2- (CH130) -CgHy c(0)
CgH,
3319 |CH |CH |CH |H CeHsg 2,4- (CH;0) 52— 3- (CH30) -CgH, C(0)
CeHs
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3322 |CH (CH (CH (H CeHs 2,4-(CH;30) 5~ 2,4- (CH;0),-CgH; C(0)
CsH;
3323{CH |CH |(CH |H CgHs 2,4-(CH;30)5- 3,4- (CH;30) ,-CgH; C(0)
CgH3
3324 |CH (CH |[CH |H CsHs 2,4- (CH;30) ;- 3,5~ (CH;30) ;~-CgHs C(0)
CeHs
3325|CH |CH |CH |H CeHs 2,4- (CH;30) ,- 3,4,5-(CH;0);3-C¢Hy |C(O)
.| CeHs
3326 |CH |(CH |CH |H CgHs 3,4-(CH;0) 5- CH, C(0)
CeH,
3327 |CH |CH [CH |H CeHs 3,4-(CH;0) 5~ CyHs C(0)
CeH3
3328 |CH |CH |(CH |H CsHs 3,4-(CH;0) ;- CeHs C(0)
CeHy
3329 |(CH |(CH |CH |H CgHs 3,4- (CH;30) ;- 2~ (CH;0) -CgH,4 C(0)
CeHj
3330|CH |CH |CH |H Ce¢Hs 3,4-(CH;0) 5- 3-(CH30) ~CgH,4 C(0)
CeHs
3331 |CH |CH |CH |H CeHs 3,4-(CH;30)5- 4- (CH;30) -CgHy C(0)
CeH3
3332 |CH |CH |CH |H CeHs 3,4- (CH;0) ;- 2,3-(CH30) ;~CgH; C(0)
CgHs
3333 |CH |CH |CH |H CeHs 3,4-(CH30) - 2,4~ (CH30) ;-CgH3 C(0)
CeH;
3334 |CH |CH |CH |[H CeHs 3,4-(CH;0) - 3,4- (CH;30) ;-CgH; C(0)
CeH,
3335|CH |CH |(CH |H CgHs 3,4-(CH;0),5- 3,5-(CH;30) ;-CgHs C(0)
CeH,
3336 |CH |CH |CH !H CeHs 3,4~ (CH;0) 5~ 3,4,5-(CH30)3-CgH, |C(O)
CeH,
3337|CH |CH {(CH |H Ce¢Hs 3,5-(CH;0) ;- CH, C(0)
CeH3
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3340 |CH |CH |{CH |H CeHsg 3,5-(CH;30) 5~ 2- (CH;3;0) ~CgH, C(O)
CgH;

3341 |CH CH CH |H CsHsg 3,5-(CH30) ;- 3-(_CH3O) ~CgH,y C(0)
CeH;

3342 |CH |CH |CH |H Ce¢Hs 3,5-(CH30) - 4- (CH;30) -C¢Hy C(0)
CeH,

3343 |CH |CH |CH |H Ce¢Hs 3,5-(CH;30) 52— 2,3-(CH30),~CgH; C(0)
CeHs

3344 |CH |CH |(CH |H CeHsg 3,5~ (CH30) »~ 2,4~ (CH;30),~-CgH; C(0)
CeH;

3345 |CH |CH |CH |H CeHs - (CH30) 5~ 3,4- (CH;0),-CgH;3 C(0)
CeHs

3346 |CH |CH |(CH |H CeHs 3,5-(CH30) ,- 3,5-(CH30),-CeH3 C(0)
CeHs

3347 |CH |CH |CH |H CeHs 3,5-(CH;30) ,- 3,4,5-(CH;0)3:-CgH; |C(O)
CeHs

3348 |CH |CH |[(CH |H CeHsg 3,4,5-(CH;0)3- |CHs C(0)
CgH,y

3349 |CH |CH |CH |H CeHs 3,4,5-(CH30)3- |CyH;5 C(0)
CgH

3350 |CH (CH |CH |H CeHs 3,4,5-(CH;30)3- |CgHs C(0)
CeHa

3351 |CH CH CH H CgHs 3,4,5-(CH30)3- |2~ (CH30) -CgH,4 C(0)
Cg¢Hy

3352 |CH |CH |CH |H CeHs 3,4,5-(CH30)3- |3-(CH30) -CgH, C(0)
CeHy

3353 |CH |CH |CH |H CeHs 3,4,5-(CH;30)3- |4-(CH30) -CgHy C(0)
CeH,

3354 |CH |CH |CH |H CeHs 3,4,5-(CH;30)3~-|2,3-(CH30),-CgHs C(0)
CeHa
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3357 |CH (CH |CH |H CeHs 3,4,5-(CH30)3-|3,5-(CH;30)2-Ce¢H, C(0)
CeH>
3358 |CH |CH |CH |H Ce¢Hs 3,4,5-(CH30)3-|3,4,5-(CH30)3-Cg¢H,; |C(O)
- CgH,
3359 |CH |CH |CH |5-Cl CeHs CH; CH, C(0)
3360|CH [(CH |CH |5-Cl CeHs CH,; CoH;y C(0)
3361 |CH |CH |CH |[|5-Cl CeHs CH; CeHsg C(O)
3362 |CH |CH |CH |5-Cl Ce¢Hs CH, 2-(CH50) -CgH,4 C(0)
3363 |CH |CH |CH |5-Cl CsHs CH, 3- (CH;0) -CgH, C(0)
3364 |CH |CH |CH (5-Cl CeHsg CH; 4- (CH;0) -CgH, C(0)
3365 |CH |CH |CH [5-Cl CeHs CH, 2,3- (CH30) ;-C¢H; C(0)
3366 |CH |CH |CH |5-Cl CeHs CH, 2,4- (CH30) ;-CgHj3 C(0)
3367 |CH [CH |CH |5-C1 CeHs CH; 3,4- (CH30),-CgHs C(0)
3368 |CH |CH |CH |5-Cl1 CgHs CH;, 3,5-(CH30) ;-CeH, C(0)
3369 |CH |CH |CH |5-Cl CeHs CH, 3,4,5-(CH;0);-CgH; |C(O)
3370 |CH |CH |CH |5-Cl CeHs CsoHs CH; C(0)
3371 |CH |CH |CH |5-Cl CeHs C.H;y C,Hs C(0)
3372 |CH |CH |CH |5-Cl CeHs C,Hs CeHs C(0)
3373 |CH [(CH |CH |5-Cl CeHs C,Hsg 2- (CH;50) -C¢H,4 C(0)
3374 {CH |CH |CH |5-Cl CeHs CoH;s 3-(CH;0) -CgH, C(0)
3375|CH |CH |CH |5-Cl1 CeHs C,Hs 4- (CH50) -CgH, C(0)
3376 |CH [(CH |CH |[5-C1 Ce¢Hs CoHsg 2,3-(CH;0) ,-CgHj3 Cc(0)
3377 |CH |CH |CH |5-Cl Ce¢Hs C,oHs 2,4- (CH30)2-CgH3 C(0)
3378 |CH |CH |CH |5-Cl Ce¢Hs CoHs 3,4- (CH30) 2-C¢Hs C(0)
3379 |CH |CH |CH |5-Cl CeHs CyHs 3,5-(CH;30) 2-C¢Ha C(0)
3380 |CH |CH |CH |5-Cl CsHs C,Hs 3,4,5-(CH30)3:-CgH, |C(O)
3381 |CH |[CH |CH |5-Cl1 CeHs CeHs CH, C(0)
3382 |CH |CH |CH |5-Cl CeHs CeHs C,H;s C(0)
3383 |CH |CH |(CH 5-Cl1 CeHs CeHs CgHs C(0)
3384 |CH |CH |CH |5-C1 CeHs CeHs 2- (CH;0) -C¢H, C(0)
3385|CH |CH |CH |5-Cl CeHs CeHs 3-(CH;0) -CgH,4 C(0)
3386 |CH |CH |CH |[5-C1 CeHs CeHs 4- (CH30) -CgHy C(0)
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3392 (CH |CH |CH |5-Cl Ce¢Hs 2- {CH;0) -CgH, CHj C(0)
3393 |CH (CH |CH |5-Cl Ce¢Hs 2-(CH30) -CgHy CyHs C(0)
3394 |CH |CH |(CH 5-Cl CeHs 2~ (CH30) -CgHy CeHs C(0)
3395{CH |CH |CH |5-Cl CeHs 2-{CH30) -CgHy 2- (CH;0) -C¢H,4 C(0)
3396 |(CH |CH |[CH |5-C1 CeHs 2- (CH30) -CgH,4 3-(CH;0) -CgH, C(0)
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3404 (CH |CH |CH |5-Cl Ce¢Hs 3-(CH;0) -Cg¢H, C,Hs C(0)
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3411 |CH (CH |CH |5-C1 CeHs 3- (CH30) -CgHy 3,4- (CH30) 2-CgHs C{0)
3412 |CH |CH |CH |5-Cl CeHs 3- (CHs0) -CeH, 3,5-(CH;0),-CgHa C(0)
3413 |CH |CH |CH |5-Cl CeHs 3~ (CH;30) ~CgH,y 3,4,5-(CH30)3-CgH; |C(0O)
3414 |CH (CH |CH |5-C1 CsHs 4- (CH;30) -CgH,4 CH; C(0)
3415 |CH [CH |CH |[5-~-Cl CeHsg 4- (CH;30) -C¢Hy C,Hsg C(0)
3416 |CH [(CH |CH |5-Cl CeHs 4- (CH;0) -CgH,4 CeHs C(0)
3417 |CH |CH |CH |5-Cl Ce¢Hs 4~ (CH30) -CgH,4 2-(CH30) ~CgHy C(0)
3418 |CH [(CH |CH |5-Cl CgHs - (CH30) -CgH,y 3- (CH30) -CgH, C(0)
3419 |CH {CH |CH |5-Cl CeHs 4- (CH30) -CgH, 4- (CH;30) -CgH, C(0)
3420 |CH [(CH |CH |5-Cl CeHs 4- (CH30) -CgHy |2, 3~ (CH30) 2-CgH; C(0)
3421 iCH |CH |CH |[5-Cl CeHs 4- (CH30)-CgHy |2,4-(CH30),-CgH;3 C(0)
3422 |CH |CH (CH |5-Cl CeHs 4- (CH;30) -CgH, - (CH30) ,—-C¢H3 C(0)
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3672 |CH |N CH |H H 2,3-(CH30) ;- 4- (CH30) -C¢Hy C(0)
CeHs

3673 |CH |N CH |H H 2,3-(CH;0) ;- 2,3-(CH30) ;-C¢H; C(0)
C5H3

3674 |CH |N CH |H H 2,3-(CH30) - 2,4- (CH30) ,-CgH; C(0)
CeH3

3675 |CH |N CH |H H 2,3-(CH;30) 5- - (CH30) 3-CgHs C(0)
CeH;

3676 |CH |N CH |H H 2,3-(CH;30) ,- - (CH30) ,-CgH3 C(0)
C5H3

3677 |CH N CH H H - (CH30) ;- 3,4,5-(CH30)3~-CgH; |C(O)
CeH4

3678 |CH |N CH |H H 2,4-(CH30) - CH, C(0)
C6H3

3679 |CH |N CH (H H 2,4-(CH30) 2~ C,Hs C(0)
CeH;

3680|CH |N CH (H H 2,4- (CH30) ;- CeHs C(0)
CeHs

3681 |CH |N CH |H H 2,4-(CH;30) - - (CH,30) -CgH,4 C(0)
CeH,
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3698 |CH (N CH |(H H 3,4-(CH;0) - 3,5-(CH30) ,-C¢H; C(0)
CeHs
3699 |CH |N CH |H H 3,4-(CH;0) o~ 3,4,5-(CH;0)3~CgH, [ C(0O)

CsHs
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3708 |CH |[N |[CH |H H 3,5-(CH30),- [3,4-(CH30),-C¢Hs [C(O)
CeH,
3709 |CH [N CH |H H 3,5-(CH30) 5- 3,5-(CH30) ;-CgHs C(0)
C6H3
3710 |CH [N CH |H H - (CH;0) ;- 3,4,5-(CH30)3-CgH, |C(O)
CeHs
3711 |CH [N |[CH |H H 3,4,5-(CH30)3- [CH; C(0)
C5H2
3712 |CH |N |[CH [H H 3,4,5~(CH;0) 3~ |CoHs C(0)
CeHz
3713 |CH [N |[cH |H H 3,4,5- (CH30) 3~ | C¢Hs C(0)
Cst
3714 |CH |N |CH |H H 3,4,5-(CH30) 3~ | 2- (CH30) -C¢H, C(0)
CeHy
3715|CH |N |CH |H H 3,4,5-(CH30) 3~ |3- (CH30) -CgHy C(0)
CeHa
3716 |CH [N CH [H H 3,4,5-(CH30)3- | 4- (CH30) -CgHy C(0)
CGHZ
3717|CH |N |[CH [H H 3,4,5-(CH30)3-{2,3-(CH30),-C¢Hs [C(O)
C5H2
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3718 |CH |N |CH |H H 3.4, 5- (CH:0) 3= |2, 4- (CH:0) ,—CeHa | C(O)
CeHa
3719 |CH |N |CH |H H 3,4,5- (CH,0)3- |3, 4- (CHy0) 2-CsHs _ |C(O)
CeHy
3720 |CH |N |CH |H H 3,4,5-(CH,0)3- |3,5- (CH;0)5-CeH; _|C(O)
CeHy
3721|CE |N _|CH |H H 3,4,5-(CH,0) 5~ | 3,4, 5- (CH30) 3-CeH |C (O)
CeHy
3722|CH |CH |N_|H H CH, CH, co)
3733 |CH |CH [N |H H CH, CoHs c0)
3724 |CH |CH [N |H H CH, CeHs C(0)
3725 |CH |CH |N_|H H CH, 2~ (CH;0) ~CeHa co)
3726 |CH |CH |N |H H CH, 3_(CH,0) —Cells )
3727|CH |cH [N |H H CH, 4~ (CH;0) -CeH, c(0)
3728 [CH |CH |N _|H H CH; 2,3-(CH:0)2-CeHs _|C(O)
3729 |CH |CH |N |H H CH, 2, 4- (CH0)2-Cells | C(0)
3730 |CH |CH [N |H H CH, 3,4-(CH;0).-CeHls _|C(0)
3731|CH |CH [N |H H CH, 3,5-(CH;0)2-CeHy |C(0)
3733 |CH |CH |N_|H H CH, 3,4,5- (CH;0)2-CeH, |C(0)
3733|CH |CH |N |H H CoHs CH, C(0)
3734|CH |CH [N |H H Cols o5 c(0)
3735|CH |CH [N |H H CoHs CeHs C(0)
3736 |CH |CH [N |H H ol 2~ (CHy0) —CeH, C(0)
3737|CH |CH |N |H H ol 3_(CH,0) —CeH, C(0)
3738 |CH |CH [N |H H CoHs 4= (CH,0) —CoH )
3739 |CH |CH |N |H H CoH; 2,3-(CH:0)2-CeHs _|C(0)
3740 |CE |CH |N |H H C,H; 2,4- (CH:;0),-CeH;_|C(0)
3741|CH |CH |N |E H o, (3,4 (CH,0),-Cell; [C(O)
3742 |CH |CH [N |H H ol 3,5-(CH;0),-CeHs _|C(0)
3743 |CH |CH |N |H H CoHs 3,4,5- (CH;0)3-CeH, |C(O)
3744 |CH |CH |N |H H CoHs CH, c(0)
3745 |[CH |CH |N |H H CeHs CoHs c0)
3746 |CH |CH |N  |H H Cells CoHls C(0)
3747 |CH |CH |N _|H H CoHs 2= (CH0) —CeH, c(0)
3748 |CH |CH |N _|H H CeHs 3~ (CH;0) ~CeHy c(0)
3749 |CH |CH |N |H o Cells 4= (CH:0) —CeH, C0)
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3750 |CH |CH (N H H Ce¢Hs 2,3-(CH30) ;-C¢Hj C(0)
3751 |CH |CH [N H H Ce¢Hs 2,4- (CH;30) ;-CgH; C(0)
3752 {CH |CH |N H H CgHs 3,4~ (CH;0) ,-CgH, C(0)
3753 |CH |CH |N H H CeHs 3,5~ (CH30) ;-CgH; C(0)
3754 |CH |CH |N H H CeHs 3,4,5-(CH30)3-CgH; [C(O)
3755 |CH |CH |N H H 2-(CH;30) -C¢H, CH;, C(0)
3756 {CH {CH |N H H 2-(CH30) -CgH, |C,Hs C(0)
3757 |CH |CH |N H H 2-(CH30) -CgH, Ce¢Hs C(0)
3758 {CH |CH |N H H 2-(CH;0) -C¢H, 2-(CH;50) -CgHy C(0)
3759 |(CH |CH |N H H 2~ (CH30) -CgHy 3- (CH;0) -C¢Hy C(0)
3760 |CH [CH |N H H 2-(CH30) -CgH,4 4- (CH;0) -CgH,4 C(0)
3761{CH |CH |N H H "1 2= (CH;30) -CgHy 2,3-(CH;30) ,~CgH; C(0)
3762 |CH |CH |N H H 2-(CH;30) -C¢Hy |2,4- (CH30),-CgHs C(0)
3763 |CH |CH |N H H 2-(CH;0) -C¢Hy |3,4-(CH30),-CgHs C(0)
3764 |CH |CH |N H H 2-(CH30) -C¢Hy |3, 5- (CH;30) 2-CgH, C(0)
3765ICH |CH |N H H 2-(CH;0) -C¢H, 3,4,5-(CH;30)3-CgH; [C(O)
3766 |{CH |CH |N H H 3-(CH30) -C¢H, CH; C(O)
3767 |CH |CH |N H H 3-(CH;50) -CgHy C.Hg C{0)
3768 |CH |CH |N H H 3-(CH30) -CeH; |C¢Hs C(0)
3769 |CH |CH |N H H 3-(CH;0) -CgH, 2- (CH10) -CgH, C(0)
3770 |(CH |(CH [N H H 3- (CH30) -Cg¢H, 3~ (CH;0) -C¢Hyq C(0)
3771 |CH |CH |N H H 3-(CH30) -CgH, 4- (CH30) -Cg¢H, C(0)
3772 |CH |CH |N H H 3-(CH30) -CgHy 2,3~ (CH30) 2~CgH; C(0)
3773 |CH |CH |N H H 3-(CH50) -CgH, 2,4- (CH30) ;-CgH; C(0)
3774 |CH |CH |N H H 3-(CH30)-C¢H; |3,4-(CH30),-C¢Hs C(0)
3775|CH |CH [N H H 3-(CH;30)-C¢Hy {3,5-(CH30),-CgHs C(0)
3776 |[CH |CH |N H H 3-(CH30)-C¢Hy |3,4,5-(CH;0);-CgH; [C(0)
3777 |CH |CH |N H H 4- (CH50) -CgH, CH, C(0)
3778 |CH |CH |N H H 4- (CH30) -CgH; | C,Hs C(0)
3779 |CH |CH |N H H 4- (CH;0) -C¢H; |CgHs C(0)
3780 |CH |CH |N H H 4- (CH;30) -CgH, |2-(CH30)-CgH, C(0)
3781 |CH |CH [N H H 4- (CH40) -CgH, 3-(CH;30) -CgH,4 C(0)
3782 (CH (CH |N H H 4- (CH30) -C¢H, 4- (CH30) -CgH, C(0)
3783 |CH |CH |N H H 4- (CH;0) -C¢H, 2,3-(CH;30) ;-CgH; C(0)
3784 |CH |CH [N H H 4- (CH30) -CgH, 2,4~ (CH30) ;~CgH; C(0)
3785 |CH |CH [N H H 4- (CH30) -CgH, 3,4- (CH;0) ;~CgH, C(0)
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3786 |CH |CH 4- (CH;0) -CeH; |3,5- (CH30)2-CeHs | C(0)

3787 |CH |CH 4- (CH30) -Ce¢Hs [3,4,5- (CH30)3-CgH; | C (O)

3788 |CH |CH 2,3-(CH;0) ;- |CH, C(0)
CeHs

3789 |CH |CH 2,3-(CH;0) ;- | CoHs c(0)
CgHs

3790 [CH |CH 2,3-(CH;0) 2~ | CeHs C(0)
CeHs

3791 |cH |cH 2,3-(CH30) ;- | 2- (CH;0) -CgH, c(0)
CeHs

3792 |CH |CH 2,3-(CH;0),- |3- (CH;0) ~CgH, c(0)
CeHs

3793 |CH |CH 2,3-(CH;0) ;- | 4- (CH;0) -CgH, C(0)
CeHs

3794 |CH |CcH 2,3-(CH;0),- |[2,3-(CH;0)3-CeHs | C(O)
CeHs

3795 |CH |CH 2,3-(CH30),- |2, 4-(CH;0),-CeH; | C(O)
CeHs

3796 |CH |CH 2,3-(CH;0),- |3,4-(CH30),-C¢H; |C(O)
CeHs

3797 |CH |CH 2,3-(CH;0),- |[3,5-(CH;0),-CeHs |C(0O)
CeHs

3798 |CH |CH 2,3-(CHi0),- |3,4,5-(CH;0)3-CeH; |C(O)
CeHs

3799 |CH |CH 2,4- (CH;0) ;- |CH, C(0)
CeHs

3800|CH |CH 2,4- (CH;0) ;- | CoHs C(0)
CeHs

3801 |CH |CH 2,4~ (CH;0) ;- | CgHs C(0)
CeHs

3802 |CH |CH 2,4-(CH;0) ;- | 2- (CH;0) —CgH, c(0)
CeH,

3803 |CH |CH 2,4~ (CH;0) - | 3- (CH;0) —CgH, c(0)
CeHs '

3804 |CH |CH 2,4-(CH30) 5= | 4- (CH;0) ~CgH, c(o)

CeHj
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3805 |CH |CH 2,4- (CH;30) ,- 2,3-(CH30) ;-C¢H, C(0)
CeHs

3806 [CH |CH 2,4~ (CH30) .- 2,4-(CH30),-C¢H; C(0)
CeHj

3807 |CH |CH 2,4- (CH30) - 3,4-(CH;30) ;~C¢H; C(0)
C¢Hj

3808 |CH |CH 2,4- (CH;30) ;- 3,5-(CH;30) ,-CgH; C(0)
. CeHs

3809 |CH |CH 2,4- (CH30) - 3,4,5-(CH;0)3;-CeH, [C(O)
CegH;

3810 |CH (CH 3,4-(CH;0) ;- CHj; C(0)
CeHs

3811 |CH |CH 3,4~ (CH;0) 5~ C,Hs C(0O)
CeHs

3812 |CH |CH 3,4-(CH;0) ,- CeHs c({O)
CeH;

3813 |CH |CH 3,4-(CH;0) ;- 2- (CH;0) -CgH, C(0)
CeH;

3814 |CH |CH 3,4- (CH;30) ,- 3- (CH;0) -CeH, C(0)
CgH,

3815 |CH |CH 3,4- (CH;0)5- 4- (CH;30) -C¢H, C(0)
CeH;

3816 |CH |CH 3,4-(CH;0) ,- 2,3~ {CH;0) ;-C¢H; C(0)
CeH;

3817 |CH |(CH 3,4-(CH;0),- 2,4~ (CH;0) ,-CgH; C(0)
CeH;

3818 |CH |CH 3,4-(CH;0) ;- 3,4~ (CH;0) ,-CeH; Cc(0)
CeH3

3819 |CH |CH 3,4-(CH;0),- 3,5-(CH;0) ,-CgH, Cc(0)
CeHj

3820 |CH |CH 3,4-(CH;0) ;- 3,4,5-(CH30)3-CgH; |C(0O)
CgH3

3821 |CH |CH 3,5~ (CH;0) ;- CHj; C(0)
CeHs

3822 |CH |CH 3,5-(CH;0) ,- C,Hs C(0)

C5H3
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3823 [CH |[CH [N J|H H 3,5-(CH;0) ;- | CeHs C(0)
CeH;

3824|CH |[CH [N |H H 3,5-(CH;0) ;- |2- (CH;0) -CgHg C(0)
CeHs

3825|CH |CH |N |H H 3,5~ (CH3;0) - |3 (CH;0) -CgHy c(0)
CeHs

3826 [CH |CH [N |H H 3,5-(CH;0) ;- | 4- (CH;0) -CeH, C(0)
CeHs

3827 |CH |CH [N |H H 3,5-(CH30) 5~ |2,3-(CH;0)2-CeHs _ |C(O)
CeHs

3828 |CH |CH |N |H H 3,5-(CH3;0),- |2,4-(CH;0),-CeH; |C(O)
CeHs

3829 |CH |CH |N |H H 3,5-(CH3;0),- |3,4-(CH;0),-C¢H; |C(O)
CeHs

3830(CH |CH [N |H H 3,5-(CH3i0),- |3,5-(CH;0),-CeHs  |C(O)
CeHs

3831|CH |CH |N |H H 3,5-(CHisO),~ [3,4,5-(CH;0)3-CgH; |C(O)
CeHs

3832 [CH |CH [N |H H 3,4,5- (CH;0) ;- |CH; c(0)
CeH,

3833|CH |CH [N |H H 3,4,5-(CH;0)3- | CoHs c(0)
CeH,

3834 |CH |CH [N |H H 3,4,5- (CH;0) 3- |CeHs C(0)
CeH,

3835|CH |CH |N |H H 3,4,5- (CH;0) 3- | 2- (CH30) ~CoH, C(0)
CHz

3836 |CH |CH [N |H H 3,4,5- (CH;0)3- | 3- (CH;0) —CeH, C(0)
CeH,

3837|CH |CH |N |H H 3,4,5-(CH;0)3- |4- (CH;0) -CgH, C(0)
CeHa

3838 |CH |CH [N |H H 3,4,5-(CH;0)3- [2,3- (CH30) ,-CgH; | C(O)
CH,

3839 |CH |CH |N |H H 3,4,5-(CH30)3- [2,4- (CH;0),-CgH; _ |C(O)
CeHa
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3840 |CH |CH |N H H 3,4,5-(CH30)3- |3,4- (CH30) ;-C¢H;4 C(0)
CeH,
3841 |CH |CH |N H H 3,4,5-(CH30)3- [3,5- (CH;0) ;~CgH; C(0)
C5H2
3842 |CH |CH |N H H 3,4,5-(CH30)3-|3,4,5-(CH;30)3-CgH, |C(0O)
C5H2

Analogously, according to the general procedure F, it
is also possible to prepare the following compounds
according to the invention (examples Nos. 3843 to
6260) :

Examples Nos. 3843-5051:

A, C, D, R, Rl, R6, R8 and X are in each case as
defined in examples Nos. 2635 to 3842 above, Y being in
each case S(0);

Examples Nos. 5052-6260:

A, C, D, R, Rl1, R6, R8 and X are in each case as
defined in examples Nos. 2635 to 3842 above, Y being in
each case S0,.

Results of the pharmacological tests

The in vitro tests in selected tumor models showed the

following pharmacological activities.
Example 1: Antiproliferative properties

Substances D-70260, D-70744, ©D-80815, D-80816 and
D-80819 (Ex. C2.3, D4, F2, F3 and F4) were examined for
their antiproliferative activity in a proliferation
assay (Scudiero et al., Cancer Res., 48: 4827-33, 1987)
using established tumor cell 1lines. The test used
determines mitochondrial dehydrogenase activity and
permits the cell wvitality and indirectly the cell
number to be determined. The cell lines used are the
human cell 1lines HeLa/KB (CCL1l7), SK-OV-3 (HTB77),
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MCF-7 (HTB22) and the murine leukemia cell line L1210
(CCL219). These are very well characterized,
established cell lines obtained from ATCC and cultured.

The results summarized in Tab. 1 show highly potent
antiproliferative action of substances D-70260, D-70744
and D-80816 (Ex. C2.3, D4 and F3). In contrast, the
structurally related compounds D-80815 and D-80819

(Ex. F2 and F4) show no significant action.
Accordingly, there are defined structure-activity
relationships.

Table 1. Antiproliferative activity of different
derivatives in the XTT cytotoxicity test with cell
lines Hela/KB, SK-OV-3, MCF-7 and L1210. What is stated
is the inhibition in percent at a concentration of
3.16 pug/ml.

Ex- | Code
‘ample | No.

L1210

C2.3 D-70260 4.1 91.3

D4 D-70744 | 3.16 74.6 55.2 1.9 77.1
F2 D-80815 | 3.16 1.7 0 8.1 0

F3 D-80816 [ 3.16 91.7 66.1 18.2 94.7
F4 D-80819 | 3.16 0 6.6 0 21.8
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SEXIE R

Fig. 1 Graphical representation of the concentration-
dependent antiproliferative activity of D-80816 (Ex.
F3) in the XTT cytotoxicity test with cell lines
HeLa/KB, SK-OV-3, MCF-7 and L1210 (A).

Example 2: Effect of D-80816 (Ex. F3) in the hollow
fiber model in vivo

To determine the availability and efficacy in the

animal model (naked mouse), the cell 1lines HeLa/KB,
MCF-7 and L1210 were cultured in hollow fibers
implanted i.p. or s.c. (Hollingshead et al., Life

Sciences 57, 131-41, 1995). The test substance D-80816
is administered four times, in a dose of 100 mg/kg i.p.
After the end of the therapy on day 5, the fibers are
explanted and the cell wvitality of the tumor cells
obtained is determined using the XTT assay. D-80816
shows maximum inhibition of 100% for all cell lines and
implantation sites, at a general toxicity of
LDsg>1 000 mg/kg (i.p.).

Table 2. In vivo activity of D-80816 (dose: 4x
100 mg/kg i.p.) in the hollow fiber test with tumor
cell lines HeLa/KB, MCF-7 and L1210.



10

15

20

Page 96

Example: | Code No. | LD 50 Inhibition of -

L B '.,-ﬁ[mg/kg] 7 - proliferation in
e ‘| . the hollow fiber .

S e N U I%] '

F3 D-~80816 >1 000 mg/kg | KB (i.p.) 100%

i.p. KB (s.c.) 100%

L1210 (i.p.) 100%
L1210 (s.c.) 100%
MCF7 (i.p.) 100%
MCF7 (s.c.) 100%

Example 3: Cell-cycle-specific action of D-80816 in the
RKOp27 model

The RKOp27 cell system (M. Schmidt et al.
OncogenelS (20) :2423-9, 2000) was used as a model to
examine the cell-cycle-specific action. RKO is a human
colon carcinoma line in which the cell cycle inhibitor
p27Kipl is expressed induced by the Ecdyson expression
system, resulting in a cell cycle arrest specifically
in Gl (Fig. 2). A substance with unspecific action
inhibits proliferation independently of whether the RKO
cell is arrested in Gl or not. In contrast, cell-cycle-
specific substances, such as, for example, tubulin
inhibitors, are only cytotoxic when cells are not
arrested and are wundergoing the cell cycle. Here,
D-80816 shows a cell-cycle-specific action, i.e. a
concentration-dependent antiproliferative action can
only be measured in non-induced cells which are not
arrested in Gl of the cell cycle (Fig. 3). Accordingly,
a defined molecular mechanism of action of D-80816 and

derivatives has to be assumed.
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10 Fig. 3 Antiproliferative effect of D-80816 (Ex. F3) on

RKO colon carcinoma cells arrested in the Gl phase of

the cell cycle (induced) or undergoing the cell cycle,
i.e. proliferating exponentially.

15 Description of the methods used

XTT test for cellular dehydrogenase activity

The adherently growing tumor cell lines HeLa/KB,
SK-0V-3, MCF-7, L1210 and RKO were cultured under
20 standard conditions in a fumigation incubator at 37°C,
5% CO; and 95% atmospheric humidity. On experimental
day 1, the cells are detached using trypsin/EDTA and
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pelleted by centrifugation. Subsequently, the cell
pellet is resuspended in the respective culture medium
at the appropriate cell count and reacted in a 96-well
microtiter plate. The plates are then cultured
overnight in the fumigation incubator. The test
substances are prepared as 10 mM stock solutions in
DMSO and, on experimental day 2, diluted to the
appropriate concentrations using culture medium. The
substances in culture medium are then added to the
cells and incubated in the fumigation incubator for
45 h. As a control, cells which are not treated with
the test substance are used. For the XTT assay, 1 mg/ml
of XTT (sodium 3’-[1-(phenylaminocarbonyl) -3, 4-
tetrazolium]bis (4-methoxy-6-nitro)benzenesulfonic acid)
is dissolved in RPMI-1640 medium without Phenol Red.
Additionally, a 0.383 mg/ml PMS (N-methyldibenzo-
pyrazine methylsulfate) solution in phosphate-buffered
saline solution (PBS) is prepared. On experimental day
4, 75 pl/well of XTT-PMS mixture is pipetted onto the
cell plates which in the meantime have been incubated
with the test substances for 45 h. For this, shortly
before use, the XTT solution is mixed with the PMS
solution in the ratio 50:1 (v:v). The cell plates are
then incubated in the fumigation incubator for a
further 3 h and the optical density (ODMOnm) is
determined in a photometer.

By means of the OD4yyypnn determined, the percentage
inhibition is calculated relative to the control and
plotted semilogarithmically in the form of a
concentration-activity curve. The ICs, is calculated by
means of a regression analysis from the concentration-

activity curve using the program Graphpad.

Determination of the antiproliferative activity in the

hollow fiber model in vivo
The tumor cell lines HeLa/KB, MCF-7 and L1210 are
introduced into hollow fibers made of poly(vinylidene)

fluoride (5x10° cells/ml) and transplanted into the
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physiological compartments of the naked mouse
(intraperitoneal, i.p., or subcutaneously, s.c.). 1In

each test animal, a total of 6 hollow fibers are
transplanted (3 i.p. and 3 s.c.), containing the tumor
cell lines in question. One group of 6 animals is
treated with the test substance (i.p., 1x daily for a
total of 4 days) (ok?). Animals treated only with the
solvent tylose serve as control group. One day after
the last application of substance, the hollow fibers
are explanted. The number of metabolically active,
vital cells for each hollow fiber is determined using
the XTT assay (see above). From this, the antitumor
activity of the test substance is determined in %
inhibition relative to the control.

Cell cycle analysis using the RKOp27 model

The assay 1is carried out in 96-well plates. By
inducible expression of p27¥P!, the growth of the cells
is completely arrested, but the cells do not die. By
comparing the efficacy on induced and non-induced
cells, it 1is possible to draw conclusions on the
mechanism of action (cell cycle specificity) of the
therapeutics. Non-induced cells are seeded in a cell
count which is about four times higher, since, compared
to uninduced cells, there are no more divisions during
the assay (2x10* cells/well induced, about 0.6x10°%
cells/well non-induced). The controls are untreated
cells (+/- induction). Induction is carried out using
3 uM of muristerone A. On day 1, the cells are sown
(+/- muristerone A) and incubated at 37°C for 24 h. On
day 2, the test substance is added (control DMSO) and
the samples are incubated at 37°C for a further 48 h
before a standard XTT assay is carried out (see above).

The compounds according to the invention can be used as
medicaments in the treatment of diseases, in particular

tumor diseases, in mammals, in particular man.
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Administration can be orally, topically or parenterally

(i.m., i.v., s.c.) in the form of suitable
administration forms.

Examples of suitable administration forms which may be
mentioned are:

Example I

Tablet comprising 50 mg of active compound

Composition:

(1) Active compound 50.0 mg

(2) Lactose 98.0 mg

(3) Corn starch 50.0 mg

(4) Polyvinylpyrrolidone 15.0 mg

(5) Magnesium stearate 2.0 mg

Sum: 215.0 mg

Preparation:

(1), (2) and (3) are mixed and granulated using an
aqueous solution of (4). (5) is mixed with the dried

granules. This mixture is compacted to tablets.

Example II

Capsule comprising 50 mg of active compound
Composition:

(1) Active compound 50.0 mg

(2) Corn starch, dried 58.0 mg

(3) Lactose, powdered 50.0 mg

(4) Magnesium stearate 2.0 mg

Sum: 160.0 mg
Preparation:

(1) is ground with (3). With vigorous mixing, this
mixture is added to the mixture of (2) and (4). This

powder mixture is, in a capsule filling machine, filled
into hard gelatin capsules size 3.
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Claims:
1. A compound of the formula I
where

Rl is hydrogen, (C6-Cl4)-aryl which is unsubstituted
or fully or partially substituted by identical or
different substituents, (C1-C13) ~heteroaryl which
contains at least one to four N, NH, O and/or S as
ring members and is unsubstituted or fully or
partially substituted by identical or different
substituents, (C3-C8) ~cycloalkyl which is
unsubstituted or fully or partially substituted by
identical or different substituents, or straight-
chain or branched (C1-C20)-alkyl which is
unsubstituted or fully or partially substituted by
identical or different substituents;

A, B, C or D independently of one another are a
nitrogen atom or a carbon atom substituted by
R2-R5;

R2, R3, R4 and R5 independently of one another are a
free electron pair (if binding partner A, B, C or
D are a nitrogen atom), hydrogen, halogen, cyano,
nitro, hydroxyl, straight-chain or branched
(C1-C6)-alkyl, straight-chain or branched (C1-C6)-~-
alkyl which is substituted by one or more halogen
atoms, straight-chain or branched (C1-C6)-alkoxy,
straight-chain or branched (C1-C6)-alkoxy which is
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substituted by one or more halogen atoms,
straight-chain or branched (C1-C6)-alkylenedioxy,
(C1-C6)~alkylcarbonyloxy, (C1-C6) ~alkoxycarbonyl-
oxy, (Cl1-C6)-alkylthio, (Cl1-C6)-alkylsulfinyl,
(C1-C6)-alkylsulfonyl, carboxyl, (C1-C6)-alkyl
carboxylate, carboxamide, N-(C1l-C6)-alkyl-
carboxamide, N,N—di~(Cl—C6)—alkylcarboxamide,
(C1-Cé) -alkoxy-(C1l-C6)-alkyl, amino, mono- (Cl-C6)-
alkylamino, di-(Cl-C6)-alkylamino, where the two
(C1-Cé6) radicals together may form a ring which
optionally contains one or more NH, N-(Cl-C6)-
alkyl, O or S, (C6-Cl4)-aryl, (C6-Cl4)-aryloxy,
(C6-Cl4)-aryl- (Cl-C6)-alkyl, (C6-C14) -aryl-
(C1l-C6)-alkoxy-(C1l-C6)-alkyl, (C1-C6)-alkyl-
carbonyl, (Cl-C6)-alkoxycarbonyl, hydroxyl, where
two directly adjacent radicals may be attached to
one another;

is (C6-Cl4)-aryl which is unsubstituted or fully
or partially substituted by identical or different
substituents, (Cl1-Cl3)-heterocaryl which contains
at least one to four N, NH, O and/or S as ring
members and is unsubstituted or fully or partially
substituted by identical or different
substituents, (C3-C8) -cycloalkyl which is
unsubstituted or fully or partially substituted by
identical or different substituents, straight-
chain or branched (C1-C20)-alkyl which is
unsubstituted or fully or partially substituted by
identical or different substituents, where the
identical or different substituents are selected
from the group consisting of hydrogen, fluorine,
chlorine, bromine, iodine, cyano, nitro, hydroxyl,
(Cl-C6)~alkyl, (C1-C6)-alkoxy, carboxyl, (Cl1-C6)-~-
alkyl which is substituted by one or more
identical or different halogen atoms, (Cl-C6)-
alkoxy which is substituted by one or more

identical or different halogen atoms, straight-
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chain or branched (C2-C6)-alkenyl, straight-chain
or branched (C2-C6)-alkynyl, (C3-C8) -cycloalkyl,

straight-chain or branched (Cl1-C6)-alkoxy,
straight-chain or branched (C1-C6) -alkylenedioxy,
5 (C1-C6) -alkoxy- (C1-C6) -alkyl, (C6-C1l4)-aryl,
(C6-Cl4)~aryl-(Cl-C6)-alkyl, (C6-Cl4)-aryl-

(C1-C4)-alkoxy- (C1~C6)-alkyl;

X is a carbonyl (C=0), sulfoxide (S=0) or sulfonyl
10 (SO,) group;
Y is an oxygen atom or a nitrogen atom substituted

by the radical R7 (NR7), where

15 R7 is (C6-Cl4)-aryl which is unsubstituted or
fully or partially substituted by identical
or different substituents, (C1-C13) -
heteroaryl which contains at least one to
four N, NH, O and/or S as ring members and is

20 unsubstituted or fully or partially
substituted by identical or different
substituents, (C3-C8)-cycloalkyl which is
unsubstituted or fully or partially
substituted by identical or different

25 substituents, straight-chain oxr branched
(C1-C20)-alkyl which is unsubstituted or
fully or partially substituted by identical
or different substituents, where the

identical or different substituents are

30 selected from the group consisting of
hydrogen, fluorine, chlorine, bromine,
iodine, cyano, nitro, hydroxyl, (Cl1-C6) -
alkyl, (C1-C6)-alkoxy, carboxyl, (Cl-C6)-

alkyl which is substituted by one or more
35 identical or different halogen atoms,
(C1-C6)-alkoxy which is substituted by one or
more identical or different halogen atoms,
straight-chain or branched (C2-C6)-alkenyl,
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straight-chain or branched (C2-C6)-alkynyl,
(C3-C8)-cycloalkyl,
branched (C1-C6)-alkoxy, straight-chain or
branched (C1-C6) -alkylenedioxy, (Cl-C6)-
alkoxy- (Cl-C6)-alkyl,
branched mono- (Cl1-C6)-alkylamino, straight-

straight-chain or

straight-chain or

chain or branched di-(C1-C6)-alkylamino where
the two (Cl-C4)-radicals together may form a
ring which optionally contains one or more
NH, N-(Cl-Cé6)-alkyl, O or S, (C6-Cl4)-aryl,
(C6-Cl4)-aryl-(C1l-C6)-alkyl, (C6-Cl4) -aryl-
(C1l-C4) -alkoxy- (C1l-C6) -alkyl, (C1-C6) -
alkylcarbonyl, (Cl-C6)-alkoxycarbonyl;

n is 0 or 1, with the proviso that, if n = 0,

Z is a carbon atom substituted by the radical RS
(C-R8) where

R8

is (C6-Cl4)-aryl which is unsubstituted or
fully or partially substituted by identical
substituents, (C1-C13) -
heteroaryl which contains at least one to

or different

four N, NH, O and/or S as ring members and is
unsubstituted or fully or partially
substituted by identical or different
substituents, (C3-C8)-cycloalkyl which 1is
unsubstituted or fully or partially
substituted by identical or different
substituents, straight-chain or branched
(C1-C20)-alkyl which is wunsubstituted or
fully or partially substituted by identical
or different substituents, where the
identical or different substituents are
selected from the group consisting of
hydrogen, fluorine, chlorine, bromine,
iodine, cyano, mnitro, hydroxyl, (Cl-C6) -
alkyl, (C1-C6)-alkoxy, carboxyl, (Cl-C6)-

mn o
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alkyl which is substituted by one or more
identical or different halogen atoms,
(C1l-C6)-alkoxy which is substituted by one or
more identical or different halogen atoms,
straight-chain or branched (C2-C6)-alkenyl,
straight-chain or branched (C2-C6)-alkynyl,

(C3-C8) -cycloalkyl, straight-chain or
branched (Cl1-C6)-alkoxy, straight-chain or
branched (C1-C6) -alkylenedioxy, straight-
chain or branched (C1-C6)-alkylthio, (Cl-C4)-
alkylsulfinyl, (C1-C4)-alkylsulfonyl,
(C6-Cl4)-arylthio, (C6-C1l4) -arylsulfinyl,
(C6-Cl4)-arylsulfonyl, (C1-C6)-alkoxy-

(C1-C6)-alkyl, straight-chain or branched
mono- (C1-C6)-alkylamino, straight-chain or
branched di-(Cl-Cé)-alkylamino where the two
(Cl-C4)-radicals together may form a ring

which optionally contains one or more NH,

N-(Cl1-Cé6)-alkyl, 0 or S, (C6-Cl4)-aryl,
(C6-C14) -aryloxy, (C6-Cl4) ~aryl-(Cl-C6) -
alkyl, (C6-Cl4) -aryl-(Cl-C4)-alkoxy- (C1l-C6) -
alkyl, (C1-C6)-alkylcarbonyl, (Cl1l-C6) -
alkoxycarbonyl, straight-chain or branched

mono-N- (C1-Cé)-alkylcarbonylamino, straight-
chain or branched di-N,N-(Cl-C6)-alkyl-
carbonylamino, straight-chain or Dbranched
mono-N- (C1-C6) -~alkoxycarbonylamino, straight-
chain or branched di-N,N-(C1l-C6)~
alkoxycarbonylamino, straight-chain or
branched N-(Cl-C6)-alkylcarbonylamino-N-
(C1-C6)-alkylamino, straight-chain or
branched N-(Cl1-Cé6) -~alkoxycarbonylamino-N-
(C1-C6)-alkylamino;

ifn =1,

Z is a nitrogen atom;
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a tautomer, a stereoisomer, a mixture or a

pharmaceutically acceptable salt thereof.

A compound as claimed in claim 1, characterized in
that R1 is hydrogen, R2, R3, R4 and R5
independently of one another are hydrogen, halogen
or (C1-C6)-alkoxy, R6 is straight-chain or
branched (C1-C20)-alkyl which is unsubstituted or
fully or partially substituted by identical or
different substituents or is (C6-Cl4)~-aryl which
is unsubstituted or fully or partially substituted
by identical or different substituents from the
group consisting of (Cl-C6)-alkoxy and halogen, Y
is an 6xygen atom or the radical N-R7, where R7 is
(C6-Cl4)-aryl which is unsubstituted or fully or
partially substituted by identical or different
substituents, X is carbonyl (C=0), Z is a nitrogen
atom and n = 1.

A compound as claimed in claim 1, characterized in
that R1 is hydrogen, R2, R3, R4 and RS
independently of one another are hydrogen, halogen
or (C1-C6)-alkoxy, R6 is straight~chain or
branched (C1-20)-alkyl which is unsubstituted or
fully or partially substituted by identical or
different substituents or is (C6-Cl4)-aryl which
is unsubstituted or fully or partially substituted
by identical or different substituents from the
group consisting of (Cl-C6)-alkoxy and halogen, n
= 0, Z is the radical C-R8, where R8 is (C6-Cl4)-
aryl which is unsubstituted or fully or partially
substituted by identical or different substituents
from the group consisting of (C1-C6)-alkoxy and
halogen, and X is carbonyl (C=0).

A compound as claimed in any of claims 1 to 3 for

use as a medicament.
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in which A&, B, C, D, R1, R2, R3, R4, R4, R5, X, Y,
15 Z and n are as defined in claim 1, characterized

in that

b) the ketone of the formula

T

—-w

R6

20

is reacted with aa) oxime or bb) hydrazine
derivative H2N-NH-R7 where R7 is as defined in
claim 1, and the resulting product is cyclized
25 with an activated carbonyl, sulfoxide or sulfonyl
derivative, or is reacted with c¢c) phenylacetic
acid derivative X1-CO-CH2-R8, where X1 is a
suitable 1leaving group, such as halogen or
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(C1-C2)-alkoxy, and R8 is as defined in claim 1,

followed by cyclization in the presence of base.



