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‘N-CYANO- N - A e &% GUANIDI NES (71) - |
‘BRI STQOL- M{E S PBn %of %Or?l sed and exi sting ungaeatn
‘of "the :Staté i i . t8t§9 @6 Anerica, of 345 Parff :]»’

, °EJ 'St Gfe ;

State of N]e, America, ~do her eby [dEZ AeEH
i ‘nvent i:on_ f:br may be granted to usy¥

et hod by o A‘g"}f? ‘faHP‘?TgI @35536 particul arly descr NQUGN 55
by the 5 Sl L ow ‘{e t The present invention rel ates t

- ‘cyano =--Nj - al( n pited Syptes of America L) i get hyI% - guani di nes vvhr o7 are
“i'ntermedi atds usd “Flép é‘b‘éﬂ"a&‘ﬁbﬁ'?e £3 Sent ln‘_N --cyano - N. --12 -
[(4 - methyf - 5(5’| Tdﬁ&ol géﬁé?’f’?ylthr ol - ethyll - N - 10 alkynyl

~ guani‘di nes: phi ch @PcInfpsrgraceeg or bl ockin ents V\lm ch inhibit. ‘gastri c
'10.aci-d secheti on andCHhi &R 0YSONIRD 836 I7H 3?%847%,75@8&%& of ul cers. |
Aceordinglyi the ‘present ‘invention provides a conpound of the fornula:

TERR]" wheregn R is a strafSghh- QYANQ-HhAhKMNUMN h(ZeMElyﬁ@rPT@EmpL)eont ai ni ng
from3:.to o315 - "carbon at ons.
15 1'n-a- preerred errbdd!)rre e; E’HV%)WYE% QQMﬂ@UMda @brpbmlwbmamkdd anﬂ [ERR]

TERR] -t whrch[err "g,‘vb F a EP‘% iment -
=[err] is- [err] heﬂheir&erﬁfén'f ay;%afizhﬁvI PS ry oé nﬁzgc? EY égen or
20-. " met hy#l; aﬁrd |meﬁmd by whinbithieto qerpefferrree mmln ecﬂlSd’d]mlaﬁd by the

-20° lerr] [edr] . n wht Eﬁ'“fé‘rar"']“ef"g‘hydrogen or nmethyl. In a m)re preferred _
.;errbodl nment’ _['err of tﬁah? Fﬁ*ﬂ!fom!tl relﬂmsmmtﬂtalenrlm M@na -N' -lky Y %H

8- b“ty” 1-y§ 4 pe”mﬁlﬁﬂ?cym glﬁ@@w [(4@'&?@’?% pn Qf)rr%uw#gﬁ fé?hy?

-gr OUp 3 alkilnyl guanidines which are H, receptor blocking agents, which inhibit gastnc SRS | B
25 .The’ corrpd unds of a¢itheecpatios end whialv eretusefl iartke tredunemmiukées i n t he. S

' pr epar at |_ on:of corrpounrsl&onﬁngmﬂaefpaesaml ifivention provndes a compound of the formula
- HSCH2CH,NHCNH—-R‘ . am

o wherem R‘ isa stralght or branched cham alkynyl group contammg from 3 to 9 ._ o ,
. ~carbon atoms. - _ Y

ln a preferred embodlment R? of the compound of formula HI i is

. —-CHC=CR‘ :

|
CH:, '

i wl'uch R' is hydrogen or, methyl in another sreferred embodiment R? rs. o
- —(CH,),C=CR* in which n is an integer of from 1 to 6 and R‘ is hydrogen or ol
methyl and in Stl“ another preferred embodlment R' s . 20

-f—C=C'R.‘ .
CH, :

_ m whrch Rtis hydrogen or methyl _ - . _
~ In a more preferred embodiment, R‘ of the compound of Formula lll isa 2- '
o bulyn I-yl, " 3- butyn !-yl 4-pentyn l-yl 2-methyl 3 butyn-2-yl or 3 butyn-Z-yl, -
. group. 25 .
¢ D The compounds of the presem mvent-on are mtermedlates in the prcparatron_ -
o of compounds of the formula: :
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: 1,598, 630 . - o
-r]* wherein 'Rl is a straight or “branched chain al kynyl ‘group cont ai ni ng
3 to @ carbagn atons. The conpoundssgfgesornula | are descrl bed and- 5
ed in aur co- pendr ng 5 pateni appl 1 catrrom No- 2861 —1-78;—5e++at—No~
. 628, - 5 The ggnpounds of- formula | may be
red by reactrng a- corrpound OE f.8r mul a: [err] [err] or an acid.

[

i)

on salt thereof, in WhICh XJii s droxy or gyl eaV| ng group with a 10

Bound of the for rruI a: L . |

err] wher ei n err] is as above d‘efrné‘ ?I"ﬁs process |s |Ilustrated by

qof exanpl e, n&“ﬁ'ﬂé"floh mmmgr baaatcumm..smhﬁryegm{.,ewddumrmm 309 :
[err] [err rFln 5 L0 he present invention nay be prepared by'

@it ng a sorrpopmd:t% lic 1660 l /78 S’eﬁ%‘%@%@d cl.unu.d in our co-pending : v
ein Pis a rrerc'ﬂpueompomﬂeatnoﬁgurglﬁaupbamrs,grﬁ bgtp&rlp qu:o Eﬂm 2rfhgr mul a’

20 formula: [err] I's a leaving

3D, and thereafter rem)V| ng .t he protectl ng group P fromthe resul ti ng

ound to produce the conpound -of the i entlon Th|s process |s

strated by the scheme given bel rv ' 2. -3
8.630 NCN [err] 1) Heat 2) Deprdlect [er%] [err] 5 11 .
present invention will. befurther ed wi'th referencetothe'

Jowi ng Exanpl es. 5 ' B EXAI\/PLE I

Jano- N- pr opar gyl- N- ( 2- rrercapt oet hyI) guani d| ne ) .

ano- N - pr opak @i laciSulti il Wi gtjon of dimetnyl
odi t-hi @9 ni n&oaplggﬁgira\ %5;1%5& qug @%B "r%r"é‘}m’é’nd aF Vp"érgé‘i}‘lpa’mthr% (6 93 g,

9 rrole) |n acetonltrlle(320 rr1) vvastCtbl‘rred at relux . _

I B .
HSCH,CH,NHCNH—R1 S o m
wherem R‘ is as above defined. ' T o .
- This process is 1llustrated by way of example by the f‘ollowmg reactron ' '
scheme _
15 S | ..+ HSCH,CH,NHCNHCH.C=CH L
1 o : l\n I _ 272 2 S L 15 _
. H -CHOH/H \L | R
L ;n ;cazscuzcnzuncunou_zcECH. : B T R BT
The compounds of the préseut invontion 'm'uy be prepared by reacting a.- -. -' -__. |

L oompound of the formula

P—SCH,CH,NH e w R
' 3 wherem P isa mercapto protcctmg group with a_ compound of lhc formula '
‘Aq . 0 .. CRSCNHRYL e
. o o whcrem —SR i isa Icavmg group, dnd thereafter removin thc rotect ' '
R/ from the resulting compound to produce the compoundgof thg 1nv::'nlt’:§ngmup d

: 7 Thl‘i process is |Iiustrdtcd by the schemc gnvu\ bt.low
e 'I £f - s . ) . . ) :




10 for 4 hours and then at [err] for 12 hours.. The m xture was cooI ed
-and i I‘tered to 10 yield N-cyano-N -propargyl - S nethylisot hi our ea. _
N- Cyano- N - propar.gyl - N'-{ 2- mer capt oet hyl )~ guani dine (B) A mxture of 1.136 \"
_& (10 mnol es)3 of cysteani ne hydrochl oride, .3988¥ g (10 10
“m nol.es) of the product. of.step (A) .above, ange- 055g of hydroqui none 1n 10"
m- 15" - DW was slightly warmed to dissolveg the conpounds therein. To . -
thi s<$ol ution was 15 added 10 nPSEH.GHhNHgtR¥INHEBM=GH hydroxi de and
nitrogen was bubbl es through the sol ution. Affydfcastanding at room
_terrperature for 17 hours. the reaction. mxtur’é%@“’&/aporat ed to dryness to
give a mxture of the title productN(éhhd sodium chloride. The title product

‘was extracted fromthrs n}{gt:“r@{WthN _ef hanol . 20
EXAI\/PLE 2 Pil@H@ C%'t 20 N-Cyano- N -(2- butyn-

5-yl)-N'-(2- rrer Capt oet hl;lie)prﬁuﬂmvéitmﬁwﬁ*@fm N:sc:ﬁl%d%h)‘éférehce to the following
-yl)- S-net hyl i sot hi. obxeawles.A) A sol ut | on of- di met yl
cyanodi t hi oi m nocar bonate (10.00 g, %%3 and 2- but yn- 1- yl am ne
ES-

(4:73 g, 0.068% nvle) in acenaBjahbn- 25 [err]' 5
for 0.5 hour, and then at refl u):\lthEE’é pti%&)ﬁ{g&%g&i&\%s cool ed and

5515 agd y(A) A solutlorp pf d%lg;g{?ﬁpqym |lh;b|qtjun(:caltrlzgggte I()16 00 g, 0(;09 mgle)
N cyano N' (2- t] tyn- ledig acetonitrile ml) was stirred at reflux :
N- Cyano-'N - ( 2- bgt yn-ylel r 635?2 BB iy Flhlou o mlﬁ""&“ s <psd "I'ﬁ@"@‘@ﬂe? al .10

pr ocedur e of Exarrple I(B was re eated exce t. that the N

cyano- N"- pr opar gyl - ( -&:Im'eﬂqen@qthvl)rggamdapﬂ aced by an
caui ol ar 50 arouil J?tta %@“ S uni’éne‘tﬁf@‘tea’
Qnd the title pBOdUClDMIFSvasshgh s lg thrssoluuonwas - 15

S
N- Cyano- N - (3- butyn- ad -ONM c@emrs xdwasebu brenghrthd
procedur es of Exarrpls§ f wea P a}&é "%Urewat he
propargyl amne utili nlb r&gtu xureo égé h Frlﬂ?’adre
amount 35 of.. 3-butyn-1- yI am ne, and t e trt e conp oun |s t ere _

produced. EXAVABE 4 N-Cya &Jﬁ p -EKAMPLE 2 0'.. .
yl)-N'- (2- mer capt oet hyl ) - gUar3§ &% 'ﬁz'bn §%P’%}l)- _m9m3§“wd'5<anpl el
Steps. A and*B are: repeaf & doleud ithiciao uapa?é’ﬁfb@grmwtlbterzed |

in step A ther eof |samdé hanéd'l e(h72g umm able)armuabmtr #0200 ml) was stirred at S
14-pentyn-1-yl af? r% rglaéd btfﬁlél" {051 #g\ g}modm:‘e@ coglgd and - 25
MPLE 5 N-Cyano N f ty'ﬁyl STV I Y 'm(“ﬁ‘-y fhie4foet hyl ) -.guan - -
i di ne The ‘general - procedures-CQinoEMazmﬁtﬁn I-y5-NepBméeaiistiBnaumidigneat ed except
that 145  the propa "ﬂ%ﬂ jFtiegenanl iprdceduge pﬁ@wﬁzlwxmrweﬁted excegphadiedNby an

Opdl' is a imolar ~ - - .
equi ol ar anounp %&%E} yE % sot rouree?gnd ?hq/P%tlg E:!:dlgct is ' 30

conpound.i s thereby lpdrr .
N- Cyano- N - ( 3- but yn- 2- yI) N"- (2 nercapt oet hyl)guanr di ne The- general o

procedures of Exanpl e | stepa ap 33d exce t that
, ] yano-N’- -butyn l-y] -(2- g .
1,598,630 - The genera! rocedures ofExam le | te g% 'gwdé'@excep%' l ' Zed C
i e step At hel"eOf [ Shd’lﬂ’ tﬂiﬁhdﬁﬁ]hlb]ﬂ'ﬁ ﬁJreo'I y. an equimolar amount 35 -

1- et hyl - propar gyl ar?fﬂé?“tya-ndldm@ id the tido nproponad lsshtrhl:yrlsbgucpd oduced. OJI’
copendr ng patent appl I catron No. 27637/7QXA§ﬁ;ﬂEaJ No. 1,598,629

N-Cyano-N'-(4-pentyn- -yI)-N"-(Z-mercaptoethyl) -guanidine '
. The general procedures of Example | steps A and B are repeated except that
- 40 the propargylamine utilized in step A thereof is replaced by an equimolar amount 40
: - of 4-pentyn l-ylamme and the title compound is thereby produced -

20 A _ " EXAMPLE 5. -
T N-Cyano-N'-(Z-methyI 3-butyn-2-yl)- N"-(2—mercaptoethyl)—guamdme
S The general procedures of Example | steps A and B are repeated except that T
‘45 . the propargylamine utilized in step A thereof is replaced by an equimolar amount 45
o of 1L .- dlmethylpropargylamlne and the title compound is thereby produccd

‘ : EXAMPLE 6
: ' N-Cy.mo-N'-(3 butyn-2-y|) N¥. (2-merc.1ptoethyl)guan|d|ne
C Thc general procedures of Example 1 steps A and B are repc.ued except lhdt



Clermll s - 5 wherein“[err] is as above

"-_{ed and R2 IS jerr] al kyl aryI substL$wesed aryl, aral kyl, -:[err]

gin R S [er rdle J».Qiiﬁéylz@x\:@/&uuzéﬁﬁ\fm}l\ﬁ t%l Jcﬁdwﬁ hyAnQQ&ﬂRQszq“(Rt it t'he
generfal formul a: 1 I-methyl- propargylamine, and the title conpﬁﬁtfd] is thereby produced. - -

' erein [err] is QUStqanghlB piteribr anphittidn cNeri AT6a1/R8y.ndrialy Now pl 198.62%i i ng
3 to 9 car borfesriBgigand slaims ?RB‘?PBB‘%ﬂ‘Td’ the eTf%fll‘ffed inclaim| wherein [err]

."-d-ESC_I’!I bes and e:l a| ns corrpounds of t he forrrulae 5 o C : @
4

: NCN . o
-15-3.1'A conpound as clained in claim| wherin err-] is -[er-_r] wherein R4 |s
‘{lerr] antt n is an-integer of fromRStC¥I—Riclusive. 4. A conpound a

' .d in cl a' m lwhm%{ ﬁ{ @aL %o(/l défﬁe% I@‘Qsc s alk ryl, subsuluted aryl, aralkyl, _
: - —CH,CN, —CH,COOH or —CH,COOR’ wheabn eknd, whaskalkgl.[efrr] is H
. 5. Acorrpound as clalrred |n cla|m2 or- claim3 "Wher ei n [err] is H.
tconpound as clal‘%ﬁ AT WE GLA; r ﬁ rp3 wherein [err] is CH3. 7. A
ss for the preparat CTROGE A ceo‘ffﬂerd FBE% ¢l aj med in claiml whi ch 25
gss conpri. ses reactl ng a corrpound of "t hecior nul a: BRI

re] . 1V re|n Plls a rrercapto pr.otectlng grouR,
a corrpodﬂd of the fornula [gg f”[:'émc erein SRis a leavi ng group,

“and thereafter rermetdngrt Ba RaBhESUriHEnE HfA dikyAf) groupfcb&mntn errohfe§w§ ing
conmpound. carbon atoms. . A process

_ preparing a conp@uﬂoF°§'§°'éldaﬂsr?Bd“qdﬂ“GF“aF rhwhegsith B #nt i al I y as _
-~ hereiinbefore described with reference to ok of t he Exanpl es. 9. A -
'.conp yund as clainmed in claiml whenever ', red by a process a_s'.'cl ainmed in
cl aim7 or chgm m 8\'%}[3ng 1. l{\ADgl-% TENNANT, Furnival Street, London EC4A
1°PQ{ Printedfor 3, d éooqecqay Q‘J,H e RPY% the Cour i er Press,.

_Leam ngton Spa. 1981 - gﬁbnlshed ma ent d{f |}éce 25 Sout hanpt on
. Bui bdi ngs, London, WC2A | AY, from Whl d'l(C(!’th%gR‘nay be obt ai ned. 4
1,598, 630 o opar gyl ami-nc ut| | i zed
in S‘L‘ep A t her eof Ihs?x:rmgﬁj‘ is H&r&l and n is anféaﬁaer of from PE:) € htsive B
1 mothyl - propar gyI am ne, and the ti tI e C@m:)ound | s t her eby produced e

_ , : o |
20 '- | . —C—C=CR* . -
CH, .
wherem R*is H or CH,. : '
- 5. A compound as clatmed in c]alm 2 or claim 3 wherem R*is H.
6. A compound as claimed in claim 2 or claim 3 wherein R* is CH,.
~ 7. A process for the preparation of a compound as claimed in C|dlm K| which

. _25' . process compnses reacting a compound of the formula: .25 '
P—SCH,CH,NH, T \ 2
: wherem P is a mercapto protectmg group with a compound of the formuld .
NCN. -
|
'RSCNHR! : . _
g wherem SRisa leavmg group, and thereafter removmg the protectmg group p _ N
30 from the resulting compound. .30 .

: 8. A process for preparing a compound as claimed in claim | substantully as
* hereinbefore described with reference to any one of the Examples. '
: 9. A compound as claimed in claim | whencver prep.xrcd hy a4 process us
: cldlmcd in clalm 7 or claim 8 - _ _

' BOULT WADE & TENNANT
o 27 Furnival Street,
London EC4A lPQ

" Printed for Her Majesty’s Stationery Office, by the Courler Press, Leamington Spa, 1981
Pubhshcd by The Patent Office, 25 Southampton Buildings, London, WC2A [AY, from
: . . which copics may be oblained. j




Qur,, opendi hg 'pat ent application No. 27637/79. Serial No. 1.598, 629 : @
descyi bes add cI ai ns conpounds of .the forisskam NCN 5 4
[err]: T

defihed and R2 i tl;_rlgroépl]l1 ;ﬁr[gcé;l;m?m :r:lztgsm u‘{é‘{ﬂ S e lk\{%u%({iﬁ\‘u.xln arﬁﬁfxrax

wheriein R is [err] Odromnahgyiatcnll\ﬂﬁ onCLbM M21631/79L. Sdmtmq)oumk&zﬁ t he
geperal forml a: q_qgcnbes and claims compounds of the formulysy | 10
in[err]is a straight or branched chaiyr cl.@l kynyl group containing from
9 carbon atoms. 2. A conpound as clained in claim- wherein [err] is
4 [err§ 15 wherein [err] is HRS—QHS—R!' 5

15 3t A conpound ) C I n r nf[err]
2 dor ey dg%raw @P&ia\,&edeﬁh@émgée al i drh { &igthg\égrl. wyﬁl:xﬁmgg n et
as claimed in claiml whereln err] is [err] 20

-[ery] WHAT WE CL ’Mh' [err] wherein [err] is Hor
CH3.| 5. A conpound a% A FurReEnd Pht EI%T?W'ZWB?""(‘:I aim3 wherein [err] is H-6. .
A coppound as claimed in claim2 or claimXaerein [err] is CH. 7. A
process for the preparation of a con}éound ds cla| rred in claiml which 25 10
prockss co i ses reacting a compddrd-St

25 [err] wherein R Lebaigt @F 8tanctiedi chaift aGhH JehQlndEl frdid 336 UP V\Hh
a coEpound of theca‘rbxrrlur%albn;:aNCl\Fm HRi emhe?elarrllasﬁ%lpiuga Ieans{léng group, and

t herpafter renovipg % Hecymroued ey Figmtgﬁcmslam Bovherefn Birist he resul ti ng

conmppund —CHC=CR* . 30 8. A process
for preparing a corrpound as clained in-clailgy!l substantially as

her e nbefor descr [ e ence to any one of the Exanples. 9. A
conpound as 181 ai ¥ re'ﬂ\‘ﬁ j@@m@gqﬁ cﬂfn?ﬁ%?h%@ D} @ process as claimed ¥n
ctai-m 7 or claim8; BOULT, V\ADE & T Fur ni vaI Street, London EC4A

| PQ Printed for Her Maicgty's St atlm{GHy)..@“ﬁRte by the Couri er Press.

Le.arr ngt on Spa 1&§W$ﬁ&%ﬁy Thnelslz%tl%\te;erqf o%ebtozéb?qys%\}aanpt on

Bui r'_fl ngs, London nd BOBMELGA clagivh GsheFERY R arned
CH *
20 - _};:CEcw | 20
CH |
3

wherein R* is H or CH,.
5. A compound as cla:med in claim 2 or claim 3 wherein R* is H.
i 6. A compound as claimed in claim 2 or claim 3 wherein R* is CH,.
: 7. A process for the preparation of a compound as claimed in claim "l which

25 process comprises reacting a compound of the formula: 25
]
] P—SCH,CH,NH, : v
wherein P is a mercapto protecting group with a compound of the formula:
NCN N
i ' '
RSCNHR' ~
wherein SR is a leaving group, and thereafter removing the protecting group P
30 from the resulting compound. 30

8. A process for preparing a compound as claimed in claim | substantially as
hereinbefore described with reference to any one of the Examples.

9, A compound as claimed in claim | whenever prepared by it process is
claimed in claim 7 or cl:um 8

BOULT, WADE & TENNANT,
27 Furnival Street,
London EC4A IPQ.
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