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COVPLETE SPECI FI CATI ON Car boxyl i ¢ aci d- N-net hyl - pi per azi des
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W, FARBWERETHGION Ok MNCESIC| ACID SEQUENCE OR ACHANGRIREREIN uci us &
Br[err]ning, a : [err] Body Corporate recogni sed under

Ger man Law, of 6230 Frankfurt (M -Hoechst, Cer-

(rrr) ny, do hereby declare the invention, for wth a nethylating
agentﬁdgpiuugﬁ 40 which we pray that a patent may be granted
c) selective catalytic hydrogenation of a carb- to us, and the nethod
by which it is to be oxylic acid- N—nethyl pi perazi de of the for-

performed, A geR&qR8F hétﬁéﬁx%i Qi)eg%dl ueBe!ifl alnlaterial is dR¥I0SOE

fol |l ow ng statenent ent ntion is concerned Wth new

[er '] The methGReRNES bpoRfighalt MRleRitl toFHnRﬁfg%ﬁhd&ﬁldé WintrtHaving a seqhdiRe’

manuf acture and use. (rvy,
The peempRincntiyid pm ob 64l ispeifi€ polpmiclddtide sbquents wherBirtdaid priger BEARtS an
unsaturated group 45 aci d- N- net hyl pi perazi des of the general for-
whi chpant of sgidlyotymileotide sequence wininopresent iy saitbmatetfal. PFrilmer boind to the

R by catalytic hydrogenation, and, if desired,

conve polynycleotidesseiuéncg if extendedswhereinany eptendsdoprimer includes a detectable[ e r ]
Ioglcally tolerable acid addition salt thereof

or coflggient wyi/gr a smatmgeim ARy extendled primexds then separated into a fraction
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but  OlfaSsrefRRE bF Ui 1%%!%%@&5 saﬁl rﬁa?er?al rahﬂ‘%e%s@&@ o?tsgﬁs whi ch

may contaln as exa S car boxy |c acid uori des, carb- wel | as
met hy ke@fddl sridss indsasd fthctiﬂhh@ ildiedive Of Yid dbséfded)flm&@edﬂié pobpfubRsHide ¢ aci d
esters, systens, ring nenbers and substituents selected carboxylic
aci d amﬂumbdﬁkmﬁdnmudmakyllc acid 25 from double bonds, endonethyl ene
groups, azides, mxed anhydrides with carbonic acid 60 oxygen or
sul phi#fig.alons, imino groups and semni-esters, or carboxylic acid

i m dazol i des met hyl groups, which bond systens, ring nrem nmay al so
be used. They are derived, for ber and substituents may be the sane
or exanple, frombutyric acid, isobutyric acid, different.

cycl opent ane-carboxylic acid, cyclohexane- 30 The present invention
al so provides a pro- carboxylic acid or cycl ohexene-carboxylic acid 65
cess for the manufacture of the aforesaid com and their

met hyl - substi t ut ed honol ogues, en- pounds, which conprises

donet hyl ene- cycl ohexane-carboxylic acid or a) reacting a reactive
derivative of a carb- tetrahydropyran-carboxylic acid. oxylic
acid of the forrmula I : When reacting acid chlorides with N

nmet hyl - pi perazi ne, the presence of a solvent is 70 35 [err]
(rn) preferred. As solvents there are used, for

exanpl e, aliphatic or aromatic hydrocarbons wi th N-net hyl - pi perazi ne,
or such as petrol eum et her, benzene or tol uene, b)

reacting a carboxylic acid-piperazi de of ethers such, for exanple, as

di et hyl ether, di- mhe@&@ﬂ

i sopropyl ether; ani sol e, tet 1i 2

1,127, 457 di oxan, esters nple as ethyl or but yl

acet ate, ketones such, for exanple, acetone or nethyl ethyl ketone,
am des such, [err] for exanple, as di net hyl f ormam de or
nitriles 5 such, for exanple, as acetonitrile. The reaction can be
carried out at a low as well as at an el evated tenperature, for exanple
at the boil- As nethylating agents, there may be enpl oyed, i ng
tenperature of the solvent. It is advan- for exanple, the nethyl esters of
strong in- ' tageously to start t he reactlon at room tenpera- organlc
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