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4 chl orcarbonates, such as chl orobenzyl carbonate as the remaining
esters within the anbit of and chl orophenyl carbonate, can be used in
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liquid dil puemfcspre digate® YRR by @dd&pyloen | methyl TCI ngfdré*’s PSR addi ng .

water to the qplgopnalgl @ﬂ@OlThlSd pletrh ¢ p’laf 0NAkGona 9,[ 9) the %Qgrp dés&lbbd '
action rggxf*‘t&f Pré (ﬁ %50 nate Qolvent in, a fi fiehhddgk aO8ERivelaowe! | as
dalubiki '

| ocal anae§ht° f@@,t,ﬂl grlnasengmost Zrdin- nc'ghee aqumsm alael .
inorganic s&lts to afford deS| rabI e ph#r m°1 llzed tﬁ the f“§ Sé ar at ed,
ext r act ed Wl'I thtthlf‘eﬂf?J@aner@f ft:‘a‘fthogf ofiSErgHE e, ent and

into the a dm
the congpi Heif SOHEHCTE 249 E‘:ﬁ’ (1P Aheiith @63 dosage ev 'S

agueous SO MIER eskeBMEluth B 1vedhomba@ad 0dUGHhS folloig N&ERIIRIRS Cpi'dvﬂ@dj t&omounds
are, in generhalprefcrred esmseofpuhecprpneisaﬂtredﬂlflmam int beatnonemlqdeomsnnsoloﬁ on the

order of u 2 P’ﬂ%‘ﬁflg P’ﬁ%m t&dfnthn 4 sui t abl e
orgamcﬁpag:;z?qéw T e R T

as N-ethyl piperi |ne or by the a dition Many of "thé pencillin ester
conpounds of of sodi um or potassium 2-ethyl hexanoate as this
i nvention exhibit inproved absorption on their corresponding salts.

Alternatively, the oral admnistration over that produced by the
non- aqueous solvent after drying, is renoved correspondlng free aC|d or

. o " . M
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5 EXAMPLE | nitrogen for 1.5 hours,
then cooled to O[err] C. 65 N - Ethylpiperidine Salt of [err] -
[carbo(5- A solution of 2-phenyl-2-(2-isopropyl phen-

I ndanyl oxy) ] benzyl penicillin oxycar bonyl )acetyl chloride (4.3
g., 14.4 mM) A mxture of 6-amnopenicillanig. acid in nethylene

chloride (5 mM.) is added rapidly 5 (17.3 g., 0.08 mi§) i n met hyl ene
chloride ahd the reactlon mxture st r112e9d578t room (125 m.) and
triethylamne (16.2 g., lE)errperature fltgrgenopm lt}ollljou Yat e &l %o

70 . mole) ig W hlr yﬁlﬁéﬂdrﬂE edi-lta

11

%l 0 )ed S
f LOOMRHEFPER alotkibn Bl 2-p 'H&@ B-(2- lph 1"
m xture sti+red figfanyldag]benzylpdnitfliNOUr S undeﬁxyaruanyﬂ)ﬁc@gemmﬂﬂms@beueniMl) a

m nut es, cool edMt Gm&t@fe Cof -WEFPP 113519 egtid oin methymeeeabw (f Imdg 5. added @apidlxct ur e

is th B 0(1 Pn T e,
still under g = an?n@gh oorﬂ'tlpg'iéiﬁfor Tqﬁ& f?dg ™ %% @am@ EBP?]%

(still under armﬂé)q &t d’t@r@dna Ul hnibxed |
m nut es, aft erwwo houramﬂeaza-mtpb@mtmosphe& in 5mmutmdmyltaanb@nyrh gn-adjusded et he

met hyl ene chI Qﬂ?ﬂ edeﬂas w}%?‘eimmqfs is then C°°1€d 12 Byhiddftion of 55“21111}"i Chl?lc acg. 07

ill

) f

nole) in eliici %ﬁ@r‘é’fgﬁﬁ o, el 57 ”:%e%i CF{; chlorid §heys
chloride ( 30 nﬂcet)l @Kﬂ 2"1(9 g, A0.00! Mdle U levapétatedio dryness to
cream col our edmethylend rcpride N@O0 fruin) nadﬂedasom aapl xi‘#eythasmpiospemblhe, wmrdam colhgaim (4. 4

g.). 15 .”akgt mﬁ?ﬁ N “Heas %%lhréjacqﬁ)sr?[:le?ng i i GH cﬁg K lcl zg‘
penicillin Mdiow +1 nﬁté an ice bht! %h;b lanWyl a re 133680
bath. The in xei t%ﬂ{ 1sax@.ﬁ6vadl @nd the Mixthre &tirrédO Otibate® NIEH l-ihﬁpxpeSxde 147 mghce b

is renoved andVlSOFveslmmlulr{é howrp. r Wee (1$5rneh)t e%!li:;eWOSc;qwo NnettShylb:gwpled ocn°r@, (147
e e WE. 1€
ITg ) v (gdafn 4 1t1 a lj‘xnu!{ 2 ’Iﬁaﬁﬁs e% n? ICH 140 ’ic over
m nut es, tnéh L0e) a@i" of 68HCI 15 iy ﬁdba@éad, \iﬁ
stirred well f"D}re mixndre (11 eﬁireandgdﬁusle fof Qerglwz&tahﬂ,’l® 8;48(3%
addi tj onal twomiptesuand she @lcplPYer '6,% §2° -ethy] Crl 983114{)60@}'crﬁfd1e0

bl lndg. &

overal | yi e&ij ?rfethcle#eaih@gh Xrt69m? ng’zexx@l flaﬁh 13 a 25 f t he
ani ne salt, basrfdUpeas tchivire) i Re-necked Wi &f bénzén H{s-r esh
vi gorousl y f ornetiem sulfasa(ﬁttfacd, and sonSehired to tlllemOﬁutTee; naﬂddlpidaedxmr ganf3cg) ayer
separate. The Sifgé‘f?‘i OWIS ¢ Fﬁ%faf’ﬁi ‘héS :%;g‘ :‘!eo“‘-ﬂ“x;nga‘@h%gf:c
aqueous | ayery, gie ﬂnég 'i dg% tle'tml %g(sqﬁ}h 025
met hyl ene chl Ol'heCBEud Zaeﬂ(cﬂ mg 0.0344 Ehomi‘lnhydc&ﬁlﬁ solumﬁ@ﬁszecnﬁd Qhenimx urd S95
pl aced in a 25Qetere, (40 mi) ehbtﬂﬁﬂlt éO ;@ﬁchdWBthed A45UrG. efdr dver mimags: It is

thr ee- neCked fq-]l'.ggj %ﬂj g@ OI‘ one m ﬁf Oi A ?OCOOI ¥ F‘Péﬁ%eiﬁﬁ?eng F’f eré
filtered, apyd v@lﬁ’t@(b m Kach fobls! d . ﬁﬁezn g {nff R Iféb éeﬁt (3
g., drynesby @Elﬂa foesswmebel(dw)BS err mv ) |s added to

t he refl uxing %rﬁ gﬂ' btamed YgHt(l'&%BDsovxg §h€ @é‘&msalbiblpalfiweﬂdmllde ohprgner

which is then % (DTl 1& G Ak ég ot B ;ge g‘ %17‘53“
penicillin, 4034(161 g/ 100 ad“i 40° gﬂg usnr&dn fo aZ“ emh ack “26%
The crude penltemzbekame (filtfring. @ndOdrﬁﬁdeD% | n acet one sol ut [ on) S added

and the nixtur} °°"‘%5 of the salf dst EHiBeds AP rﬂ49')' s llowm te a N D

to 45[err] C. it fbﬁeaem&%eamsmn e plnl o Ee ﬁes 9‘%‘&&1 0. 035
nmol e) added45 falidwewad 4 Guspasibn tod thd)m%th)ﬂ-enﬂ)ﬁhaﬁwﬁa&s b¥ namcedure Exdfpid Ure i s
stirred for o erﬁil Stﬂe( d“ﬁéﬂl%ﬁhﬂlla@dte th Olerr] C., filtered and

dried. 35 whi ,\K‘}‘fgzg‘%fn % teform; recovered Yield=2.1 g.
(78%9; mp. 1 1%2& is then Bdite

@T\é\n"t h acgs{ e, cend dried.
(dec.). 50 two minutes, allowed to cool to room tem-lOO Il o0} ai ned in 86%

yield (17.9 g.peratse, ‘hFhé“rl?éd? Binfesi at’éﬁeém r oduced o-rfn o-kenma: m pg1o
143- 145 C. (defgliy with eyl acsetft?‘;;rg i, 4508 substituri on of sodium
et hyl hexanoat e(gafm:,), m.p. 19811998 QUIdeE). € éurther by slurrying in acetone
pot assi um ebhydofien calo aprepared ip . hkimmﬁzgaer r] 10 g./100mmy. (}C)at 40
C., cooling to*“ﬁ‘(?Brﬁ‘h’{hﬁ‘é’éf’a? felnit 1&o7) ‘bpanévl5 dmeth(g}pa&y} acet at dH—15

tenperature, f19%¢i ng and drying. An 80% Zﬁg‘meg,’élg“"; of the léia'ri 31 S

realized; mp. 149- ExameLE 11 EXAMPLE bkdimethylphenyl 150-13% 115151
C. (dec. ) : N - lgthggpllfegléime )]Salt of a - [CarbO(Z- Thé,4*fdd¢emlnh€m esters }?ﬁ—ﬂ;

a- car boxyl bgq‘zy'A rglxt}zep G e mﬁclﬁé ?@fﬁg r:pyl Sa' (485145
penicillin 7Drgeﬁ&5 @ﬁetﬁa éEhl @ ghY' omfz 1 éﬂif-ﬁnS' on of
the N-ethyl - mlt) e tdtth;eanﬁlal Bs by31 lan]Dﬁsoced{dlilao-GfmeEDﬂp 15p+-per i deme
salt (5 g., 8. ‘ZgOFPMb) stirred @t FApM teeRefagireundpr  4-chlgprg3- mﬁhyyﬁhqnsl addddlpbassi um
et hyl hexanoate (1.93 g., 10.6 mMM) at room tenperature. The

m xture is then heated at 45[err] C. for [err] 50 two

m nutes, allowed to cool to roomtem perature, then cooled to O[err]

C. in an ice bath. The potassiumsalt is recovered by filtration,

washed W|th et hyI ‘acetate and dr|ed 4 2 9., (96.19%; mp. 198-199 C

—— [r— o " ' o
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6 R err] mp. ( C) during the acyl ation
step al so produces the 2- met hoxy- 4- et hyl phenyl 150- 152
desired product. The yields, however, are 3- et hoxy- 2- net hyl phenyl
150- 152 | ower. 4-i ndanyl 136-139 5
2-(5,6,7,8-tetraljyfironaphthyl) 138-139 EXAMPLE V
1-(5, 6,7, 8- tetrahydronaphthyl) 136- 139 Pot assium Salt of [err] -
[carbo@Z - 1 sopropyl - 4- chl1g22967, 5- di met hyl phenyl 140 1426
phenoxy)benzyl enrcrllrn 4-chl or o- 2, 3-di net hy IPhen 144-147

the acylation step also produces the

The pH of Suspen Al 6d“r“’?
ani nopeni le gé%ﬁb‘x 2 iﬁ STS%:ig 05] o&s}gjdo )product The yields, however, are EXAIVPLE |V

i n water |s adJ ust eB6t0a3%. 4 by addi - 10 Thi s exanpl e

i1l ustrat es2 Jﬁg przelga’mmhgmi) ¥33—tls f 6N s FAMELT aﬁjgzr_de sol ution. To.
the [erk lo’ro’ 3 E ? ]S%ny{) 4§—é ppyl ?ﬁlﬁd& gma cillin eSth t{pprlng sol ution
is added 2-A dicksSHPEiRRYYIphenyl  DPROIIEE | |1 Ny daoaa@arsﬁﬁldf ani go aci d
con- phenoxycar bon | Yacetyl chloride n@th@ae cluan@ 26 (116;'8 g., 0.05 amate) ng

ferrrent ti br o XAMPLE I dihour peri od

8" SPyeiauel ity e ki Aok ﬁ,’ﬁ&s o gffa%g ﬁg;rat ure. The
pH i s hel xa&mﬂf’ frén 35m1n51§éﬂxb1ﬁdn aaxﬂlcé‘n- a@hdﬂoﬂ\&rtjﬂﬁyﬂ?}&ﬁfyﬁ%k&ﬁeqmjg0905075 he 6.3
to 6.5 by tmmt fcrm@usonaddthtlon of 10% Imple) droppsocedur enegurtEraidlae | of

Uni t ed erm rogh 6 fi‘ﬁ‘r‘ng S IR YR. TheppH iheld at Tromy oy

3.239. 4 7 pem lanlc éc:@s prepa d a ;;Z m k\relgﬁ’fg;og% COI}I{%B&ES addliuc;% :f %1’ eF ;%5 d for 1.25
hour s at P&Gnt 3 239 mmilﬁdd&&(ichtstlﬁ%e,nﬂl}tﬁafattmn hyictte | 1y3tn$ed0for beﬁlz}yahrs atr eu)m

t enper at ucenpyisa ther¢ ntzeyalatét ydBlysis pichgnzyl- ?@%@prri{m? é'u'i!g

ad st e ¥ SRCHIT Y ol SN G T IS i id@gdrsd iters) is
treated Wik rdoG gfla emﬁ %ﬁcﬁh@ ro% Sstifk five cal cium

chl ori de (eﬁth5(39g ) @andornl |m;&medusmnamﬁhutehel‘mcmsluarceatt afroug;hdrgzect;t B¥red for
five 3 l;g %eedai“g gféﬁ?péé_ar sgrgaphfo thay 2}31 21; ;elgme, g ethyl
acet at 925| gr)pe% pﬁﬁ 1é en d m anH%ﬁi eﬁle nﬁf’téﬁé { R llCl arified
broth tlﬁ&ﬂﬁ&k&{-ﬁla&hﬁé ftaﬂt 00 a MyoluMO 86 , S0aRL), fresh emileic)tate cont ai ni ng
5.4 g. (Oh@MCm)I el)rreof 262 Isopmwalheﬂxm (WO pdt)a@d*rdumdettﬂq anq@%amwte% 0.07 25
am nopeni (E‘zegqng deglg Prrgﬁi et T A emp ratur d.t%“llxsw %%cprzﬂﬁ;wgshﬁeg ﬁa'g}zlfg
concentjgaﬂ, I}o Hp;f[:‘lod The g%ﬂ s%ld?ﬁrﬁ cc a ?d él, SQQ t h a
vol une (abawien‘is(}—rds by, thk re@ibuct hdditioncet at e hi" gh- speed str rrer.
2-(2- Isoplog)tgﬁyf)héhowyght fueds npotyssigmlded, and th‘é“@ tratiqn re-

11 on

car bonyl ) & rgrmr;%grngquﬂgggggr an;ﬂ,k;ge,fel%g & o mt’e&”%.agd 3t ép b
repeat e @RC e ddhsibd 2.0 by 6NShyld el ek O Sfnell-2(DREPréppIIPEr at ur e
the cryst a}hldxrrcraexdsal t f| I ter ed washed hmﬁxdycaetoﬁy}ohcesochlqmder(31a onel hour

peri od. The T'g 1 E!’eftb}t‘ ? gd %?‘i’iéég{b‘-w%?ﬂmdég’sa% ghﬁ)ﬁ%

bet ween 6 aqueous

dﬁ%ﬁ tr dia 1n0pen C Mnic ja
pOt aSS|40mextracted w1th 10% by weight M in water U 1% la€lgH 6. hﬁgdi&uxt ure 1s
stirred f @ptmum a:ddbenate | gl . |Tm aqn‘emﬁ atmlmpemlrm:d, pdrthepH inghintaipedn 95

ti onal hoéi‘ﬁgil ) E{F thﬁa‘; i pP ue(?}?c:gfﬁﬁuous addé‘tgﬂéf)lps}” Byiisieht ops35 6.5,
then adj ugg)g% T éx :@ ﬁgté q six nlu!d ! %thyloxfsobutyl ketone
X

2- phenys- 2xtfads ks @@ﬂ’a&ﬂiy\hth water( 00 . @EO Ghl.) is added, the emulsion stirred, and
phenoxycarfbcm‘w cSLEAOts thmrl @nd dfedl e33063 ustedowlpH 2 by thed ahydrdch@er: ution is

P a ]ul et )l
extract ed l% vﬂg tract ét)lh eth 1 eceta ! (?1( 5‘%& I ISIO
acetate ( rectid eXhhaGhdied adsadeal erd lmﬁ I'n one
porti orp0t @odams élilfblﬁe,l ﬁm:red,’L(ﬁﬁn evap owa& hed amydrbhs\amﬁlﬁf sulfaftd: [The dee extamlist he

filt rat e dgy e°euraim $S'FIF hﬁi: ﬁgr de a ‘Gat{d g@‘ d’E ed with.
10% %ﬁ xs;age@ E@l t%jl %"a 1 ndfi 15 he my %Qr ous

pot assi umah oadt Wﬁcﬂne( 01)1 Sherkd’ bynﬁltrht&ne oye and the
pH i s rPAi addad nedroom tetheyagit e | 3 eispamat edn Blat maarteedthm tdireppotdirgsiSum at 6 by

cont i nuou§f°éh |“’f“'f:‘6‘ﬁt fig mdany’grﬁ‘}o‘r ’q%f;ﬁﬁﬁyhmal@ﬁhgxﬁr acted with
ethyl ace Qsﬁ& Qﬁfg& QQT idb f}&o lgster are prepared by su‘gsll ng the ‘28 x 200
m.). Theveesrsiegd @bhyl m@cew.m3° diderch!i)h& rﬂfnthEespprdﬂﬁit:hyﬂheﬂySObuty|
ket one 885(eextracts are extracted w thlalwat emd @lfxesmofomthf) Jsoprob0 ml .) is
added, the enul si onistr rrIed and °‘(§1xt ract smce lrpc:) . ned and

aci di fied tQpeag WELRH phddedtld bd Ry }f“b % T& OCHh OF tobpropylphéibiy2 135 6N
hydr ochl Omlﬁhs agi do-i’hesprsecrqaatsa:t-ess acirbnyiRke] s0dridt IbGtﬂatI;S-IQNﬁe&&Bt ed with
et hyl which fornms is extracted wwth ethyl acetate acetate (3 x 200
m.), and the conbined ex- 110 (2 x 75 mM.), the extract dried with
anhydrous tracts washed with water, then dried with 50 sodium sulfate,
filtered, then evaporated to anhydrous sodium sulfate. The dried extract
S dryness under reduced pressure at 35[err] C evaporated to

o S a1 =




an7. | tedsrd
and 8.0 produces the desired product
| ower vyi el d.

1, 229, 670

2- brono-4-t-butyl phenyl
2-chl oro-5-f | uor ophenyl
are prepared by 5-bronp-2, 3-di net hyl
fromthe appro- 4-chloro-2-isopropyl
esters7as their

5-chl or o- 2, 4- di magbyd7phenyl

207 3.5
R err] but in
3- br ono- 5- net hyl phenyl
EXAMPLE VI |
60 The foll ow ng conpounds

phenyl 5

phenyl

t he progeq/jure of Exanple I
priate drylmal onic acid half
N- et hyl pi peri di ne Balts.

4- i sopr opyf -23d dpﬂq%ﬂw desired product

2- chl or 0= 3" 2 §FfettY | phenyl

2-1 sobutyl -4-fl uor epheny

70 The followuﬂg (;dn'lpgmgs. 2 Pragirae by b

4- chl or’- Q‘e Broaqd ?; g, from the appro-
e R

4-chl or o- g‘ esters as their
4-chl oro-2 e6yd| met hyI phenyl
4-chl or o- 6- |sopro§1yl
4-pbronp-3-i s opvil ;.65 npthw
2- chl or o- 4, S?rﬂat h?l[[’) henjydss.
4, 6- di chl or o- 2-%fikt hyTpHenye

2-1sopr opgl —Z-Tmetrhyt phenyt

- met hyl phenyl

10 o- di methydrabii-na

enyl
m d| mz'!
di - mbpmapyld&ﬁatnympdnﬁnyl
5-net hyl - 4-i ndanyf 15 p- di net hyl am no

5

3-bromo- -me

2-bromo-4- t-b 1 .

2 chloro 5-fluoro e£¥ ono- 3, 4- di net hyd phenyl
|3-dimethylphenyl

4 chlor o0-2-isopropylphenyl

5-chloro-2,4-dimethylp

2- 1sopropyl -4- methylpﬁ)}g rr]

65
2 chlora-3 ,?{Elmethylphﬁnm et hyl am nophenyl

%ﬁﬁﬁﬁf’%ﬁfn&m nophenyl|

70
3 dimethylphenyl

?Ighloro%

meth 1
1- met hyl - 4-i ndanyl| lom_z i ethyp nﬁet hyl et hyl ami nophenyl
6- met hyl - 4-i ndanyl R,P- et hyl i sopromy enyl
7- met hyb - 4dinpdg@myihophenyt 2, 3- di et hyl phemy}lloro 6- 1sopropyl 3-methylphenyl 1-792,4,6 -
trimethyl °-ﬂ1€'€9 18n1?‘;§8°n¥1 tetr ahydr o- g drl?omg ;%uiqﬂ Pﬂfg ; faylphenyl _
napht hyl ) ﬂﬁ; 'ii;;ﬁ %Elﬁ:lyl phenyl 4,6~ dlchloro-z-methglyhenxl 2-methyl - 5-i ndanyl
85 B yl 5-methyl-4-indanyl t hyl - 5-i ndanyl
2,6-di -1ﬁ- lﬁlh oppényl 1-methyldt-i6dadylnet hyl - 5- i ndanyl 80
5-ethyl - 39 hrggﬁ P fgg;gg}{myl g_gggﬁf-ggaarlnet hyl - 4- i ndany!
g TR el
ethny 2, Ragny naphthl] etrame |nany

90 20_ petdle {ll.pgny?‘ l 2- melihyl 52mdany1 1

, 1,5, 6- teEE xy ndanyl 4-is % - t.hyl phenyl
5 7-di ne b ?l 2- met hyl - St "man nyI
5- chI or 0- 4-ethylcbana ylphen;l 3-net hyl -4-t - bm,uyl-phﬂiagh_lyl-4-mdany1
7- chl or?®- Z=thyidam pjll‘gz)g?lpy?ny?) 4-trimet hyl %)1 : Gﬂtfamggyi 2-mr§any{ 90
7brorm4r"ﬁ§"_'_ N vinhe 7d-et}$4¥l C2Y® 6-trimet hyl phenyl
6- chl or o- g}de gutyylghe 14 S-trinmethy -Qlt]g'rng-)( 1nda;1nylany 1

, 7-di ner?téh -Imlgdaylmgl{aln*jdhenyl 2, 6-di net hyV—;lﬂere%h;dh enyl o5 1,1

,T-tri -1umgt }1[ 3, 5- di met hybromodti P henyl
1-i ndanyl %@tﬁﬁyﬁ% hyl - 2- et hyl phenycd‘l’;?e'th;l 4 1§any1 2- i ndany!l
100 22.6-46H MWithbhemt hyl phenyl 1,1,7-trimethyl-4-indar§t Met hyl - 5-i ndany|
4, 5-di net B 1deﬂW15"o$3h5miJ§dyPhenyl - LindanyB- et hyl - 1-i ndanyl
2, 6- di Rl /4 cthylpheny 2-indanyb,_ ypt hy| - 1- i ndany! 100

-%ﬂnethylphenyl 6- methyl%iq 'ly y
3-i sopr opy) R 2-isopropylphenyl 3-methyl{1-H&! aﬂhyl 1-i ndanyl 40
4 i sopropgk’ﬂdhﬂ phenyl 5-methyl-12ind@ngi met hyl - 1- i ndanyl
'@Pﬂf@?y hleylfl uor ophenyl 7-methyl-1- mdanyl 2, 3-di net hyl - 1-j pdanyl

3-ohl of%: faﬂrgf’g E%w AP T ek _ hyl - 1- i ndanyl 1
2- brono- 43 3,3-dime n@gn - 1- i ndanyl
2- met hoxy 2-%rome4 ~chl 4-ma1h ro-1-indanyl 45
3- et hM} |5y pg ethylphenyl -(c:hlgig-%-:gja@ys?l}m 1-i nd any|y
110 11_‘16 Ve e ndany| %_g;gﬂg'l'mdigyl 3- br ono- 1- i ndany/f
2-chl or o- acmﬁieaaeyﬁwﬁbyﬁ 1cmom&-1ﬁdaﬂlyoro 2- i ndanyl

3- met hoxy3 mewaqummwl

1,5,6,7 8$etra5vd®n%h&yb et rahydr onapht hyl )

2- et ho ivad 25,6, %’Yg lg ahydronapgt hyl) 50
OX) () enl 1-(3-met l ,6,7,8-tett: rohaph

2- met hOXYaéle}Bél}u’ﬁ g V 1%4-meth§l 5.6.7.8-tetrah dronaghthlg

1- ( 3- met hychibrp-8;més heayir ahydr onapht hyb); nd, _5678_t§[rag (91519, et hyl phenyl

1- (4- met h?;hlﬁo -mt}f;slpheezlr ahydr onapht hylz)(3_mcthyl_ A-Ghl tg;agy snhE f’f' phenyl

2- (1- meghylg B0 m?th K Ir ahydr onapht hyE)@_methﬂéGc,h_t FRsenBisgy | Pheny!

2- (3- et bir ety tphdt 1r ahydr onapht hy )(5 methyl-2617|8LteFaBydonbEdigly | phenyzh

2-(3-nethyl-5,6, 7, 8-tetrahydronapht hyl)



55 4-fl uoro-3-net hyl phenyl

2-(4-nmethyl -5, 6, 7, 8-tetrahydronapht hyl) 2- br ono- 6- net hyl phenyl
2-(5-methyl -5,6,7, 8-tetrahydronaphthyl) 120 8 21
1,229,670 o - A T
Rl err] R err] 1- (4,4

- dinethyl - 5,6,7,8 - tetrahydro- (2-im dazolino)nethyl

napht hyl ) ‘
(1, 4,5, 6-tet|8ahydr(;p!/ri m di no) net hyl 12296~01 - (4 8 - d| met hyl - 5,6, 8,8

- tetrahydro- pyrrolidi norret hyi 5 maphthyh) e

pi peri di nonet hy 2- (1,6 -
dimethyl - 5,6, 7nfims 9‘m€‘P%{hy&P68 - tcwﬁw%m — napht hyl )
t hi onor phol i nomst h(yt; _ dimethyl -25,,38 bremyd,;_, 01 lio f@w&i’?%‘ﬂ%ﬁbsﬁw ) -

2- (et hyl et hyl 1 hyl plpendmomethyl 70
2- (et hyl but yl q{'ﬁwthﬂ - %678 t tetrghpdre, fmorpiplidonebyly| - 5 6 7,8 -

tet rahydr o- 2 z(@ 1%@@%ycﬁsnamyst hyl et

\
napht hyI 2 tmetholh lﬁﬁ‘c’@] ut yl ani no) et hyI
1- (3,4,6 - t%ilef aé@ - -"“35‘1@1 7 78,78 -tiettahﬂh‘}‘dI'Bgzlclyllysoprgpylammo)et}l)yl
M

2-(2, 6-di met hylpf ho).eth Jmino)ethy]
2- (N-rret hyl ani |'i & Illmg)c)th)f ¥67’§ - tetpaydgo-g 2 r?ag%ftdinf‘" D%g“ilyn"}?thﬁl 7,8 -

2-{N-methy

tetrahydr o- 2| N,S@t h;tlmmyn i 5.6,y 8t-Nytkahydrol 5 2- (\T :::Hgili
2- (N-i sopr op¥l anfe 2-(N-isopropylan i@o)ethyl 2 - (3,486 -
trinethyl - g F}éhﬂ) f’iﬁcﬁ’élhyaf é8 - tetpahydge- n-zpﬁ} bll;mhf:lmmy)gbt hyl
napht hyl) 2 - (34,7 - trimethyl - 5,6,7,8 - tetrahydro-  2-tmethvlb fi%ut yl ani | i no) et hyl
2 - (3,47 -t mmmy Byl - 56,78 - et ahy r::a:?gﬂ,?;’}gfgmgﬂﬂ propy!
2- met hyl but ﬁ }il) ﬁ%‘ﬁ?l = 5,678 - tetnbxdht h)?}ll)xolnorpho]ljno-z propyl 85
3-aziridine-2- QFD%Zgg_%Q 2 ( o-L-prepyb, 7, 8 - tetrahydro-
3- t hi onor phol i nGwy@&efpapy) —— ﬂd flg ! ﬁﬁ@%ﬁ’fﬁﬁﬁ? 1fl pyl
napht hyl ) s i (2-methyl-1,2,3 4 tctrah)dronaphthyl) 3-(N-isoprop¥iaRili ri;ﬁﬁ}no 1- propyl
2 - ( 5 5 8, g (; g?ﬁ%d}? A eg:hy dr o’na ;ihth&rl - t é{’ Nat—hylamlmo‘ 2-propyl 90
2-( N' et hyl) pi p@-r(@Z!th 1RBAR ahydronaphthyl) %@éﬁaml mo)p Jp)ﬁmpﬂ
2-di - (n-propyl 1@14 mmetﬂlﬂﬂﬁﬁﬂyt&rahydronaphthyl) 1-cthoxy-2,2,2-trichloroethy]
1-( 2 met hyl - a m?té‘[l'l‘lé dFtG trihghly 1- butoxy-Z 2,2-trichloroethyl
3- (N-i sopr opyI arﬁh g IBPE} "efa*()ﬁmrresh gy ]?;Zghtﬁﬂw:c:ttb!lr ahydr onapht $sy! )
3-(N-ethyl ani | 1 n@3,s, Qfxﬁim{)]l - 1,23 4 - tetrahydro- 1 1so§fégzgcr > . féﬁf’l
-(7-nmet hyl -1, 2 Eap@t}mlm rahg;grona yl) 1-isobutoxy- 22225 f&;}f!‘ﬂnl | i no) -
1- propyl 3‘”&3‘?t t @34 1t°2a113dr4- t@taltt&imytdcrxma: ehayi
3-(N-ethyl an' '3 Cﬂ: %’PY!J, A4- tetrahydrona]pflt(x}"f)]) —me qhy]ammo 2 mcthylphenyl 100
1,2,3,4-tet rahydsnﬁuﬂ@ y—lte)rah}.dronaphthyl) 1 et ﬂ’g | chl or oet hyl
1 - ( 5, 8-di net 2 50~ dim@hsﬁl,m,ﬂeettna ht halinilhyl 3—mtro Oxy
y-2,2,2-tri @dﬂ 'r‘ﬂ? m‘rﬂ 8 eth ahyd'(g{}a,gtthﬂ) - t3-diper lhmmopiqul 3,4 - tetrahydro-
1-et hoxy- 2, 2, 2 hckdnh GO at"’h e 3 ?Zlb;;,gg;lfopgopyl 95 105
napht hyl ) 1-(2- chloro 1,2,3,4-tetrahydronaphthyl °HP@EPHet hoxyet hoxynet hyl

ydronaphthyl)

1 -isobut oxy- 23,~ 8t aHdo azetl{l o1 et 1
tetyahydro- delmah}ﬂmmett xyet hoxyrret hyl  33Borpholino

1- (4,5,7 - tr .23, 41ter2ahﬁiramaphﬂwat ahy ’(’)‘p“‘d‘mpmpy‘
1-isopr opOX%*Z?glsb % B @tra% Eiﬁ 7Y d} I*lﬂu}? ki
) trinethyl - 1,2,34 -

gt hyl) 110

4- di et hyl am libyiylagyi henyl 3-thiomorpholinop @@yl
2- (1- met hyl s 1_’%; g ronaphthyl) 204 nfefhtcltrahxﬂmﬁmr;h ino)ghyhi t r ophenyl
2- (6- rret hyl - Jz cﬁq@xa mB@Ha dronaphthyl) 3. butﬂ;gsgsz BT HYI - 6- ni troph?ﬁ
2- (2, 6-di net h)ZHZ llllldatzol@o,dth!let r ahydr onapht hytdimethylaminogkogt Nyl - 3- ni t rophe
2- (4, 4-di et h pl};%rslh ‘1‘:3;?}41 t et r ahydr onapht hy3ydi- (n~pr0py1‘arﬂnqﬂropﬂopr opy! ani nopr opyI-
40 2 - (1,5k 3.5 rmlw }f anethyl - 1,2, 3, 43'“‘E gyl - 3. thyI am nopropyl
105 e danaphiiy| ) 2 dighy ‘i’”"y”ai“m' proey
1ylamino I
3- (2-i m dazol ﬂr‘i’@?t mgﬁ%ﬂsl 1- (2-chl orogb;ﬁqquiamélzipgb(}lahydronapht hyl )
3- pi peri di nop / hl oro- 1, 223pgu l@tﬁ*xahydronapht hyl )
2- (1- br onp-6012- m?,d,a:,ethyl%ymﬁd"%? C%ngpht hyl ) ggl‘g?“{llamm" 2 rrolidi nopropyl 45
pholino-2-p;
1- (2- brono-1, 2, d&o&nﬂ@tmoa:mdr onapht hyl) 3-di-(n-butyl) s rB;E £l opr opy!l 125
3-di et hyl am n holinoethyl 3- dlmethylammo ape, y1 i nonet hyl
110 2-di f 'ﬁ (ﬁﬁ ﬂ%@*ﬁw 2-pyrrolidino-1-propyl
0 hﬁ n-butyl)amino-1-propyl
3- nor phol i BepEARYdomethyl  2- di but yl ani noet hi’fmémomh in -prfpylpy
3-t hi onor phol i nopr opyl 2-di i sopropyl am noet% F
2-(1,4,5,6-tetrahydropyrimdino)ethyl 50 2-di- (n pr opyl ) am noet hyl
2- (N-net hyl ) pi per azi noet hyl 2- di et hyl am noet hyl
3-N-but yl pi perazi nopr opyl 115
2- (2 | m dazol [ no) et hyl 3-di net hyl am nopr opy!



2- (4- met hyl pi peri di no) et hyl 2-pyrrolidino-1-propyl
pyrrolidi nonet hyl 2-di - (n-butyl)am no-
1-propyl 65 aziridi nonethyl
2-t hi onor phol i no- 1- pr opyl

22 9 1,229,670 9

9 24

Rl err] 60 2- (i m dazolino)-1-propyl

3-isopropyl phenyl 3-(1,4,5,6-tetrahy@spyri n di no) - 2- propyl 9
2- di met hyl am noet hyl 3 t hi omor phol i no- 2- propyl

R 60
2-di butyl ang_k g;%b fl m dazol i di no-2¢ env 2

2- (2-1 M ezl ARG )L kopyrimidids) BLrp9PT OPYA- L BEAPY

2- pi peri di réeiviaypholino- 2-propy\1 2- dlbutylaﬁﬁnoethyl

3- (et hyﬁpr%ﬁ?@aml 2-(2-im Jstl i nopr opyl|

3-(ethylisdp (jﬂl yI :pmlgrcgl lincptib@NOT Phol i nopr opy! 6

3- (et hyl etiig1 %;Eo }Ia nd3h 3-thiomerpkbYih pQJpjldl noet hyl 10

3- (et hyl but (]mamlct lania mp il 2-pyrrol@liro@byli m dazol i no) et hyl

2- (et hy}oet gggﬁ )?2?%;01 gl(fy Sémm?ﬁ‘*‘ Pbet hyl 70

70 X 7. 4-dimethylamino-2-methylphenyl

4-di met hyI BPyOto-2= pmglhyl phenyl 3- pmiﬁiidlﬁﬁ‘é’é’m‘b‘eyﬂ” o

2-di et hyl sarﬁ-@bletmblperazmoa-}f(rmlrret hyl ) pi r?emnmlntm-\@m b@d}yyl

2- (rret hyfe Bigtiolienty| 15 2- nor phol llb 5-1 5

2- (et hyl but3y m[i anéh "/r pyl 3-(2-imdag % m 7

2- (et hyl i Som- mﬁWlaaﬂlihd)Q);ﬁdple 3-(ethylisapPopylamino)propyl

3- (N rret I%g 3 blmdinpl%m rr1r0py11 %—gizii@m(fhrbt hyI propyl ami no) pr opy!

3-(N-ne 1 °‘§:" propyl ani no) ppopy|

3- (N n- bu tyg]fetﬁo,@{ﬂ@’ftr A rOoCt Zgé“ Er n e§101 20

2- (N-n-pr oply amixy-2,0,0, mfmezpethypyl 2- (\I etlﬁriahilﬁnd)dmyt I noet hyl

1- met hoxy, 2 y—@,ﬂ,ﬁerpﬂu '6’@11 hyl 2-methogy- &wﬁtﬁ,‘tﬂﬁ 1p| peri di no) et hyI

80 1= Kﬂ hlo o‘éﬁlhor oethyl 3o .i-m?&°?y§§° i

3-(2, 6-di nmet. blt mgtgﬁopyl 1mty y P nyurlfluoroethyl

2- (N-et hyl ?qmimphm)rﬁt hyl 1- but oxy- 2 @qhgswz-méthmcnylat hyl

2- met hox HeEWwRe phenyl 25 car bet hox

2 chl ool ;ﬁi’tﬁyg R T
t y 5-chloro- imethylphenyl

1-t-butoxy-2,2,2-trichl orqgethyl 4- Chlorozﬂ-mdmﬁym*ﬁhvmhwyl phenyl

2-ni tropheny he followxn]gixsgll:;lflxgsllire prepared by (2):31:3:1); o 81)' -met hyl phenyl

3-nitrop m{ procedure of Example 1 from the appro- o-di-n- nhﬁ 5;5};@13;5 met hyl phenyl 430

4-ni t r ophengtlate aryl malonic acid half esters and 6- m-di- n-ﬁm oiiopkedyl | Sopr opyl phenyl

2- met hyl - 5-aminopapjsiienisy heid. p methylklﬂn’hmt?rf’ riey! 3- di met hyl phenyl

90 3- et hyl p-methyhsopro;;y aminopheny!

S chl o o- 2,4 o et RySERaRgT R 2 QL methylaninoe!

4-chl oro-6-1i sopropyl c@omat hyl phenyl 3- dxethylammopropyl WEXAI\/PLE VI

2- chl or o- 6- pr op r]% ;&% 'giiyl giégﬁ‘i’%f Arogt z are prepared by

s 1
o- di et g gk %sﬁg@i HE 3, o e gty o DY BRARRE R B oy e appr o-
o-di - n- but y -z@ p’clmcﬂlamc acid residue. -pyrroﬁ mopyl priate ar yI mal onosc aci d

hal f esters and 6- mdl n- propyl am nopﬁﬁ enidakolopropylami nopeni ci |l | ani ¢ aci d.

p- et hyl et hly 999 - Z-gl—(ﬂ-propylammo)~2-1propy1

p- et hyl i sopfRl ‘ﬂ ,mtxﬁ;ﬂﬂz ‘°§§>ﬁ "

2- (N- et !l amtdxy-n,a’)z&ﬁ toethyl 3- plperxdﬂe—d-lptoﬂilpl’ opyl am noet hyli1o

100 §-m;th0¥.V-222 I;%fluswg”lzsét hyl am nopr?o )lammfg-pgﬂyl

2- (N- et hyl ggi Al iigt For R ] values listed,
Rlerr] =2- 3 S%; ﬂ&l)pl perazi nopr 0py|3- ethl 1W]5mpy§5’t hienyl, 2-pyri dyl

2-furyl, 508 1R6- didethylphényb, 6- tetrahydropyrmmdom)rlahin ropyl  0-t ol yI anid
Rl err] penllsi ﬂlFtb)fﬂ}i’heny ci d resi due. pyi‘PIqu'ﬁ nop??gyl

~n- Iroll
105 S-etlcli;l 3?I;zggy?p§gyl -p1y,4 5,6- tetrahydropyx%n"dm)dﬁgﬁh opropy!|
Rlerr] 4-isopropyl-3-methylphérydi - (n- pr opyl aleﬁiﬂl ylanfin6)pippy!
1- met hox§5 23- ﬁ;tﬁﬂ%mbcdyllpmmet hyl 3. (methglemylammyﬂampmlo 1- propyl 120
1- et hoxy- 2? (f':EFhl th } 3_(“%%_%3“‘? 12iP39Po- 2- propyl 45
1 but oxy- 2, 25 35F §mm§ i s o0~ 2 o1 opyl
110 -Bioidrophe 1 | fl uoroethyl 3- 1m1dazolo-2-propy13 di et hyl am no- 2- pr opyl
1- et hoxy- 2 2 2 trifluoroethyl 3-nor phol i no- 2- pr opyl
2-1 sopropyl phenyl 3-di - (n-butyl)am no- 2- propyl
2, 2- di met hyl phenyl 3-di et hyl am no- 2- propyl 50
2, 6-di met hyl phenyl 3-di i sopropyl am nopr opyl

115 2, 5-di et hyl phenyl 3- pi peri di nopropyl

~ et



4, 5-di met hyl - 2-i sopr opyl phenyl 3- pyrrol o- 2- propyl

2, 4- di met hyl - 3- et hyl phenyl 3-(2-im dazol i no) - 2- pr opyl

2, 6-di chl or ophenyl 3-im dazol o- 2- propyl 10
1 229 670 2T 16 .

R err] 2-di net hyl am no- 1-propyl 2- (4, 4-di nct hyl -
1, 2,3, 4-tetrahydronapht hyl) 2-di - (n-butyl)am no-1- propyl

2- (1,1,4,4 - tetranethyl - 1,2,3,4 - tetra-

2- N- et hy|1$I per azi 2oy 1- propyl 1.229.670 hydronaphthyl) 5 ,,

2- py P np\ll e

2- (1 3 4- tetrahydronapmhyl) 70 R,2- (2-'i mi dazol i no) -
1- pr op 2- dxmethylammo 1-propyl 1 (3 mat hyl Zﬁ,ﬁdlhtﬂy‘l{léﬁrmbt?aﬂ ?th ).
2-(2,5 dI ITE q me;qx(:di Ef 2 1-1 Ell 1,44 t- tetramethyl - 1,2,3 tetra-

2- (1-met hyﬂ #5: PERYP ”apht hy| ) 2 (1y2r3%?fﬂh$&r9rﬁ DithyY | 70

2- (4- et hyl - da&ﬂ&@lltpﬁ&];yﬁl’onapht hyl ) 1-(3 m@hek78iaamidayhthyl)

1 -(4,8-di maﬂ-lﬁm d@etﬁylm’r@h@eﬁ t-atepdr onapht Ryl-netliyd-5,6(7 B-terrshydleorenhibplp) net hyl

2. gS -tetrahydronaphthyl)

(1, 6- di met %’P‘ gl‘i’g‘S‘ 8-t et r ahydr onapht h§1( 'g‘gthylf 8t A
N- et hyl pi pgr i) mic?)&éthyl 216 et 50 78 2e %ghﬁ;gg: &Et hyd -
5,6,7,8 - teNalypiheazinomethyl( 4- met hyl pi peri |(a,@ b etk yt’hyl - 5,6,7,8 - tetrahydro-

napht hyI ) (4- hﬂmeummlbyl naplhthyl) ,6 -
trinethyl - g{?‘ ,ja%‘%@jldr 0- 3- ¢ %’%@Br‘b‘ﬁ‘fr‘f‘%mﬁﬂﬁ) |5€r“6?¥91°‘

napht hyl ) 1853. -(N- i no) - 2- pr Opyl (3:4,7 - trimethyl - 5,6,7,8 - tctrZhydro( 3gt, 7 -
trinmethyl - 5-(16-@$h81amhxto}at papwydr o- 80 n2phityd) et hyl ani i no)- 1- propyl
napht hyl ) 2-2%2 2@311 ophenyl 2 - (5588 - tctramcthyl - 5,6, ,8 2wua5 5 8 8
- tetranet hyg meth ﬁr’mZopﬁen p tetra- 3-ni th'y?fﬁrﬁglﬁv ExampLE IX

hydr onapht2by h)xncthyl-z-ﬁn@inél}” -2-ni trophenyl The follo\ung penicillins, wherein R, is 85
EXAMPLE | X 2@icardethysstethyplymgthydi t r ophenyl 3-furyl, 3-pyridyl, 4-pyridyl, p-tolyl, Phe

fol | owi ng pg‘ﬁ‘i’e&:‘1°’§y]°ﬁh?i’§me‘*}%ere| n Rlerr] i &ecthggphenyl, pyp s RifY! ?’é b)?gfé@“l‘iq;(ynet hyl

eth 1,
3-furyl, 3-gyihdyl, 4-pyridyl, p-tol yle e e xRl ioky et hyl

met hoxyphezayLs-memymmammyphenyl p-trifl uedklkof the R, 4alued tig hare prepared by 90

met hyl phenyl 1-me dphenyl, o-di net h ¢ -method OSEFW ffom the appro-
am nophenyl , ﬁﬁﬁ thyI am nophenyl ‘f‘m ;’él iy Egvﬁr {%Mm‘zj
each of the fhﬁ es listed, are prep Vire ’
1- et hyl - £0j ndal Ithyl-S mdanyl the rret hod of Exanple |V

fromthe app d‘methyl' - 4-i ndanyl pfi at e

ol ot onr il SHROL - 20 %-;]iﬁﬁsai@hmm@ew

am nopeni ci | |1,3J3J6&etﬁﬁxh 1-4Emany¢onven| ence oR yxyzzz.mamdmth 1 5-i ndanyl
t hr R[err]35vé+Chiels-4ambnw| sted. 30 4, 6-di fwtethyty-22,3-mifleomgethyl

Jpromed= 1-butoxy-2,2,2~trifluoroethyl
1, 1-di met hyl -C (lglrﬁ-(ix dlcarbethoxyethoxymethﬂ JR? err]

95 175 ﬁmdgnyi ndany| carbethoxycthoxymethyl 2 i sopropyl phenyl
1, 1,2, 3 t et Bam.‘ﬂfylhlyindaﬁyll ndanyl 1-isopropoxy-2,2,2-trichloroethyl
1-

met hoxy42 g-nzrhv!ri;@ﬁﬁnﬂr oet hyl 1,1 15-b6mt>e%?r?atnxe*t1¢19ﬁthyl4 i ndanyl|

1- et hoxy- 2, 2,24 11; raﬁlﬂﬁ thyl 35 5- chl ofj’g‘:x’n ?}Jclﬁm&‘l?ﬁety 105

1- met hoxy- 2, 2,3&mcﬂiy M@z{n et hyl 7- br 0gRcthylbREHM1
1- but oxy- 2 222hlbm+1thdmrloet hyl o-di-n-butyl lﬁbphenyl 6 chl or o- 4-i ndanyl

di car bet hdRy L544is79 I 1,1, 7-tri mBrdiptoropyipmig
car bet hoxyct %me’yr Sﬁ%ﬁw 3-methyl - 1-| nfgli g’fggﬁgﬂ%o Thenyl 110
1-i sopr opoxyidndpyP-tri chI oroethyl 40 5-ppid thyl bhdnf) da npf

1-t - but Xy 229ndgnyt r j chl Or oet hyl 7- rretl,ﬁ Imeﬂlyllphndﬂnyl

di car bonet ﬂo%ﬁ{ Bk gAY hy | 23 Clethylphey

2, 2-di net hyl 2 ih %ya %1 ﬁitg;',“zf_’; 2 £ hyl ani nopheny!®

3, 3-di net hyl 415,6 T)S:languydronaphrhyl) 2-methyl-4- 8] nbyyl ami nophenyl

2-chl or o- 5% retrahydronaphthyl) 3-methyl-4- thdiphnwlbut yl ani nophenyl 45

{2 I 1,2,3,4-tetrahydronaphthyl) 2,3,4-trimcthy
3-brono-1 “‘}’ Wbty Fiy11.234. ~tetrahydronaphthyl) 26 dimethyl-4 ropyl am nophgayl

ny
4- chl or o- 1-i m@amyhyl-1,2,3,4-tetrahydronaphthyl) 4,6- dxmcth)l-ﬁtn{{%il;h gt hyl am nophenyl
110 1- chllm,bd@eth)mjgﬁ I—tetrahydtonaphthyl) 4,5-dimethyl-2- 1sopropylphen)l

_ hvl i ahydrona né-pbutyl-5-isopropyl-2-methylphenyl
e Iy %gp igg: -di ﬁﬂqé %ﬂ; :Qld ,6-dichlorophenyl
|
|

net hyl 1methyl- ronaphth 4-dimethylamino-2-methylphenyl 125
me Hﬂéﬁ}ny '

thy||D-h€3'Wn yll

-mtrophenyl
et hyl phéln‘yﬂ tnmethylg]_l mwh d_’tonn;pmia]’) | 3-methyl -S-nitrophenyl
4- $£:3:4-tetrahydronaphthyl) S-methyl-2-nitgophenyl 2-met hyl - 2-i ndanyl

p- met
2,3-d

2, 5-di

2, 3-di

2 di-n o]

6- et hyl - P ?ﬁ ﬁmn&?ﬂ23"‘"%”{‘5"“@”’?‘“@ t ef F’&?ﬁ%&“ﬁ%é?&%ﬂ‘t%l)
2- met hyI 4- sec- but yl phenyl 2-(5,6,7,8-tetrahydronapht hyl)

3- et hyl - 4-t - butyl phenyl 55 1-(2- et hyI -1, 2, 3, 4-tetrahydronapht hyl)
2,3,4-trinet hyI phenyl 1 -(4-methyl- 1,2, 3,4-tetrahydronaphthyl)

2, 6-di net hyI et hyI phenyl 120 | -(7-methyl -

ya

)
A a2 a2 A ~ N T 1 ~



1-(1,2,7-trinmethyl -1, 2, 3, 4-t et rahydr onapht hyl )

4- di met hyl am no- 2- net hyl phenyl 125 1-(4,5,7-trimethyl -
1, 2, 3, 4-tetrahydronapht hyl) 4-ni trophenyl B
1-(1,5,8-trinmethyl-1,2, 3, 4-tetrahydronapht hyl) 3-pipt hyl - 5- ni t rophenyl
2-(1-methyl -1, 2, 3, 4- tet r ahydr onapht hyl ) 5-met hyl - 2- ni trophenyl 65
2- (2, 6-di net hyI 1, 2,3, 4-tetrahydronapht hyl) 2- chl or o- 6- net hoxyphenyl
11 1,229, 670

é[le 1] g et hoxy—2_methyl r'?[hﬁrz]lmmo 1
3-(2, 5- d|nethylpyrrolldnpo)propyl 2- met hoxy- 6- pRprIphenyI

3-aziri di ng @pysi -2-methylghensih| or 0- 2- net hy | 3s@&nljrhethylpyrrolidono)propyl

3- pyr r ol opragpi= _geﬁ W 6- net hyl phe@ﬂz"“jll‘n"l’f°l’yl

aziridi n@m 0-6- methylphen))’/l azuﬁfﬁoﬁzgﬁgﬁ 70

2- br ono- 4- t2-1bdthﬁo)’4 phgyiphknyl pyrrolidinomed@y I Ol i di nonet hyl

2-chl or o- 4-2r°é19{9r tﬁﬁéﬂ‘%ﬂ morpholinomethgdr phol i nonet hyl

2-i sobut y| 2% O_Kb‘%&c;”éﬂ " %‘égﬁggﬁggﬁ‘;ﬁ di met hyl phenyl

6- br ormo- i, o iy 34-dimethylphéayp- di MEt hyl pheny! 18

4 chl or o 2 433rd1ld=|39ts p Icsemgﬂl:ylphenyl 3,5- dlmethylph&yn di net hyl phenyl
70??% %&ﬁ%ﬁﬁ%@ - et hyl pherﬂll’f 5 6- tetrahydmpyrlmld@)m%hYéj|Hﬁ’éﬁlPryI phenyl
2 chI oro 3 1 -
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gSp ht ylz):. 2 l-]ygs Sn?@ %] ﬂ-w};trameth?[flh- 5,6,7,8 - tetra7- 832(4 rrgth%}gr‘;ér ;}ﬁl}pﬂ‘omw ani | i no)gr opyl
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phenyl, o - diethylam nophenyl, p - di - (n- 125

3-di i sopropyl am nopr opyl . . propyl ) am nophenyl, o -

di but yl am nophenyl , 3-1i m dazol opropyl and
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progr@sseeisr (8, ml) méi'allyt hreasqs@errawmfat 4.69 a. R—-C C=0 col our from
dar k yecaurm tthe:g'? r;";rie%“ En o Repet i tborbo this procedure but

usi ng & dt Ieé I'n vacuo to give the product: b.p. 80 of
phenyl mal oni ¢ acr d |nstead of 20 g. pro- 83-86 C. at 1.5 mm as a yellow
l'i quid. duces a | ess vigorous reaction on addition of The procedure
of Preparation B-3 is re- 55 the phosphorous pentachloride. The sane

peat ed but using the appropriate malonic acid product is obtained.
derivative in place of phenylnmalonic acid to (2) Phosphorous
pentachloride (23 g.) is produce the foll ow ng conpounds. 85

added over a five-mnute period to a stirred



solution of phenylmalonic acid (10 g.) in ethyl 60 ether (50 m.)

initially at a tenperature of [err] 0-5 C. The tenperature
rised to 13[err] C during the addition. _The mixture is then re-
15 . 1, 229, 670
15 Rl er r] R err]
2-t hi enyl 3-furyl 3-thi enyl 2R
2-pyridyl 2-furyl ¢ d pyridyl 5
o-tolyl 15 4-pyridyl 1,229,670 mtolyl is
0- br onoptenyt _ p-tof yr
o- chl_or ophenyl ' , R, 0- oxyBInenyI
p- chlior ophenyl g:ﬁ;ﬁgﬁ m Toxypheny!
m chl-or ophenyl 10 2-furyl p- et yphenyl
0- butfoxyplﬁenyl o-tolyl 0- #pydidylior onet hyl phenyl
o- di et hyl am nophenyl m_‘tgiliil g‘g;?;‘;" ‘!Ysr f | uor onet hyl phenyl
o- di et hyl ani nophenyl o-methoxypheny] p-chlorbnedyt f | uor onet hyl phenyl
m di et hyl am nopheny!l m-methoxyphenyl m-chloro@heh@opr opy| phenyl
p- di met hyl@&mn nophenyl  Imethoxyphenyl oEnteyyplirentli on C
n- ct hyl pi per azi no °'“‘ﬁ“°r°m°‘hylphe“1q0 o-dimethlamigppbenyt  Ar y| car boxy
Ket enes- Gencr al -trifiuoromethylpheny o-drethylammopheny eparation Met hod
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pyrrolidino To a S(Qﬂsdpfdpﬁﬁheﬁ);ﬁ t he apphifgtiylaaineptatyy! hal o- pyrrol o
car bonyl ketene (0 1 nDIe |n met hyl ene mor pholino 20 chl oride
(sufficieht Or o) k OX % T ‘? | thiongk ll‘l’ie‘ﬁ%jno 60
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pro dL!Ct S tirred for a perio m %er &’Jﬂﬁv -ammopr%w élavub,y 70

Or.

three hours care being
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am no or ﬁleilhﬁQ:YtG |d€sc@fed)lh&cmar e pr epa\k’rtﬁﬂm NR,R, represents a dilower Bli@par ation D
by the pr ocedur e of Moffett, Org. Syn., s@)rid qr 375eterocychc group, are prepared
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The 1 ol | oy ngraurie) BELE R WA Bie- o iy e BB Fed i on of
the appro- paredpafii@tedotiontoh ropRae bri@ it ;ﬁraemr C&Etﬁ etiofitedrinfla priate
precur sor es@erapmopr!alfﬁe ame.rrifhe procedugehé approprj at e ami pe. The procedure in
gener al co%ﬁiﬁgtﬁ&?g PREBHBAPTEe oxi deHCOOC“CH" R

Herr] J enqs] anreh tube. TM4 t h an aqueous @QI ution of the am ne
in a 40 1. Cseflal fubel isngbhlan andatalloyed mo ataxsieal ed tube. The

CH err] ayergis dﬂrea atE% g erT(e(Fr BA i é’d‘%@dfst sing t ppRgred as vequr t8 t hen

heated to 8031&51 he cool the'%fa ents @ﬁxo&eae der cf}iomﬂ'x%) ed by

80 hows Sthe t ﬁfx\m&iprog molC. sah@ 51U withO Ud-Brom mn yn., Coll.

Vol . |V, p. pb@Siugy carbonate, ube i s then cool ed, the contents rem)ved and

reaction of tH& ﬁr Such db g, desearanh diitly| 45 (HE—G WpRopanol  sal t ed

out wth [ﬁagj"g f %) Het, if sothOt assi um car bogat e. The

product, B¢ i ifijeredloff bmi sepadlbe thom Ar suipd HO CH err] =-C]¢RJ}:R[ err] R{@rr]

W th soI i d pdleasséngm hydr oxi de, then distill ed under reduced pressure.

The product, if so i cHCHNR.R, CH er (ffp vl al§"°frltered of f and

recryltal |ized froma $uit- diisopfopVtinéthd ] RI €r 1]

85 abl e solvent. OH 14,5,6-tetrahydropyrimidino

di (n- propyl )amn no —NR.Ref err] C- CH -seihylpi zt{lr’r]R[err] 90

di (n-butyl)am no gemolamino [er r] -n-bul lp‘P“ Zno

di i sopropgs anm no diethylamino 1, 4, -,ﬁ@ﬁmﬁﬂaydr opyrim di no

N- et hyl pi per azi mid-n-propylamino 90 thiomorpholino

N- n- but yl pi per azrg‘fd’l’mwlamm" di met hyl ami n@yrolo 95
i-n-butylamino mmidazolino

pi per i dino 1,4,5,6-tetrahydropyrimidino imidazolidino



55 di et hyl am no
di - n- propyl am no
di i sopropyl am no

di

mor phol i no
t hi onor phol i no
pyrrolo

-n-butyl am no T ——""Tmdazol i no

1,4,5,6-tetrahydropyrim dino i m dazol i di no 16
1,229,670 24 . 16 VWHAT WVE CLAIM IS -
1- (1 ower) al koxy-2, 2, 2-trichl oroet hyl, 1. A process for the
preparati g of 1- (|OMBr)a|kOﬁMQQm8 2-trifluoroethyl, 16
peni ci | | rms—of—the—fornmut=a [ﬁarbU\.umc1,a.kexy} ower
al koxynet hyl , WHAT WE CLAIM 1S;:— 1-(lower)alkoxy-2,2,2-trichloroethyl,
[ di car bo(| ower ?11} glgggm for| (ifbﬁe rPrepaitiasx gt 4Q01-(lower)alkoxy-2,2,2- tnﬂuoroethyl
met hyl pcn cilling ﬁ formu ( |%§ /10 gm( (g g}fg ; ethy1,
45 5 wherein R[errJ and R[err] are as her@h O“ mﬁ%reln m:s
an integer of 2 or tPER err] is Iis, RpgQenN, sodlum
potassium or tri- *g” o M_F:jﬁcf\cn;m kyl ) ami ne; T@HEE??%‘}? Ir%%ctﬁn g a
(1 ower al kyl) c@ﬂpdu —GFwWhe formul a —(lower alkylene)—Y [egsr ]
or different; and -N-(lower al kyl)anilino; '
and 5 wherein R, and R. arc as hereinafter defined, ®@rcin m is an integer of 2 or 3; —NR R, is
Wew]lsldehf?m Ry tHORyiu ﬂWWﬁthefmmﬂ% o
azeti di no gogggu;d ylamine, ~comprising - xeicliig, 4, | O Y aziridino
pyrrolidino pi peri di no —N 55
nor phol i no " thlonDrphollnd\
N- (1 ower al kyl) pi per@znnﬁi\< wherein X is chloro, W5a or - oCORerr]
pyrrolo  wherein RErr}/ 1 benzyl or bl m@ldéd ilkyD groups may be alike
i m dazol o 60or differéR;ebuid —-S-(lower alkyl)anilino;
2-im dazol i no ¥f%
2, 5-di nmet hy!|.pyr |l 5 t i ‘enyl
1 4. 5, 6-t E'(%/r\gﬁ\ a{g?aoagfglgggeét of the formula EaEe
4- nethylpiperldlno and COX pyr i dyitidino
2, 6- dlnethylplperldlﬂowxr/ 65 pyrrolidine  pheny| | or 5
substituted phenyl and 20 mhereiniﬂﬁﬁ%&@stituent is
(Iower)al kyl, chloro, booxm (I ower ) al koxpemddsholisewer ) al kyl am no, or
trifluoronet hyI an(éi o \Ir(loilver alkihgippraypy| phenyl ,
and_subst i t QR gén; ﬁﬁ;@%ﬁm@fn e e ein oL, 60
Z is alkyleng err] 2-imidazolino
-(CH err] H}er r] -(CHerr])[er r] 2,5-dimethylpyolidino

and wheretn the subs ??@ent is nethyl, chlord456mﬂﬂwﬁqwﬂmﬁm°
or brono; wher ei N2 kgrr] is chloro, brorm,zﬁ’?;F%e]ﬁrf ;d‘ cg,?géi in a

. . ! ¥ pe1 65
reaction-inert sol vegtnyg¥st em as herein- , ower al koxy;
before defined at a ssnpedabaple of fromabdt o X[err] is |lower alkyl or

and a pHof from5 to 8.
2. The process of
y al kyl') am no;

chl oro; ch?‘

75 " O e amrzi&éwﬁ

claim 1, whemetomethil ,ean'a:i X[errﬁ%&l s nltro or di (I

acylating ademt is of the formul a ac i ndanyl an Ubstituted derivatives
t her eof wherei.n the K upstl tuent is nmethyl, chloro,
[err] moprop} phen

and substituted derivatives thereof, wherein
Z is alkylene and is

X L0
‘Q‘XZ ﬂ’—q ""(CH_;)_;— or —(CH2)4—- 70
25
ks 3 and wherein the substituent is methyl, chloro,
or bromo;
wherein X, is chloro, bromo, fluoro, lower in a reaction-inert solvent system as herein-
alkyl, or lower alkoxy; before defined at a temperature of from 0 to
X. is lower alkyl or chloro; 50° C. and a pH of from 5 to 8. 75
X, is hydrogen or methyl; and 2. The process of claim 1, wherein the
30 X, is nitro or di(lower alkyl) amino; acylating agenr is of the formula
ac indanyl and substituted derivatives thereof,
wherein the substituent is methyl, chloro, COCl
or bromo; 4
ac tetrahydronaphthyl and substituted deriva- R, ~—CH
35 tives thereof, wherein the substituent is
methyl, chloro, or bromo; COOR,

AR DR A



or bronp; ac tetrahydronapht hyl and substituted deriva- 35 tives

t hereof, wherein the substituent is nmet hyl, chloro, or brono;

17 1, 229, 670 30

17 3. The process of claim2, wherein the re- action is
conducted in a non-aqueous reaction- [err] inert solvent system
in the presence of a _ 25
tri(lower)al kyl amne. 5 4. The process of claim 2, wherein the
reactiign-inert solvent system i si,2a6Equeous 3ol vent systemi’
whereim X errj IS TOWer al Koxy, X[err] is Iower 5. The process of
claim 3, rPéq lmé&?( cin gipde-X[ err] is hydrogen. solvent is

met hyl e e °B 333 gg%ﬁd“’& Igéleﬁlﬁacé‘f"n;lo The procesgg’ of claim 4, wgerein
R[err] 10 ne is triethylam ne. i is phenyl and R err]
i 5 45 Tﬁléhgropssodeslsmoﬂ shegdinei#, wherein Rierrq i s phenyl and Rlerr]
|s 2-isd ‘6’ hiolgt, system is ary aquepis procesg of .cl ai )yvh rfal n Rlerr] is

hen | y&tg i wherein 1 1S lower a oxy, 1S lower
p y ]:ess of claim 3, wherein the alkyl, and X, is hydroge
30 solvent is methylene chloride and [tR fr]- 10. The process of c‘&ﬂ@“@lvdﬂeranllﬁ al kyl ene.

11. THe (bwg}a&slsanme @Itmthmlam?he wher ei nis eeyl ppd Rbis
is 2- metlﬂ I a Cﬁgsf?é Yiheffé’cﬁyls 12. The process
of clairh wﬂe m R, is
4- chl orq»ha]rglch [leﬁsr] |s 2 met hyl 35 7 30

13. The process of claim?9, V\,herei n X err] erein each of Xerr] and
Xerr] is lower alkyl and is 2-net hv%)%n d a&zledes 4- met hyl . X[err] is
hydr ogen. oy % REQCR SR 7, Ghakid x, 10, wherein Z
8. ThB process of xl m 4, wherein R%ﬁtﬁh andsxzf(s(}lﬁuahyﬂ ylerr]-. is

e CcessAo 11 1 @S

phenyl and Rerr] is 4_Cmom anggkz ?ﬁz_xmﬂeéey iy X l!he

preparation of 40

The pr of clalm 9, wherein X,
pent o1 | 1443354054 Witk kA d SYB3Herbily d KY i, 4-methy
as dESCI‘X (1 14. The proz#@l‘olf]clalm 10, wherein Z 16.

Penicilli &sTafs p@e&&s nédlaxm 4, whérgik R, Us —XOH:)s—.

rocess for the preparation of .
whenever's @Pt‘@ﬂa:fnédR blS? the process acc%tnghﬁsqag defined in claim 1, substantlﬁlly 490 claim

1 substantially as described 45 7 as described herein.
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