1, 018, 381 5 part of the corn

starch and all the dical cium phosphate. A corn starch paste was then
made by, m . xi nﬂ_l.ﬂ_.T.h.E...LE.[lB.LD.d.E"_ nf_thn LOLo. starch and, as
described in Exanples A.and B, a - LR [err] 5 wet
granul ati on was prepared by granulatlng

55 ~ this paste with a dye sol ution. -The,wet granul ated conposition
was .then passed (wherein S and the broken |ines have the t hrough a

hamer ni'll and dried for R ATENEi SPEBCIFICATION n this clain,

or houﬁ at 43[err}C. The qlfd/mmbgs were . screened an ﬁ?c{

salt ther - W /—'\J 10 th h a suitable s%e sc g}d

cal ci um gk Wi i ad cgﬁ'fg’fﬁ"ﬁ ""él""f’&'@gF‘?é"P"tesPeé Tt e The

m xture wagat hid s i diNgd up and, if desired, caonverti nqgc F

wel | “and cldy % bt 5 Appijeationprde i Unled ‘“‘b‘?fdﬂtﬂ,‘f Ne; I77.2{8) ag Ml 62

addi ti-on Saht 4y APP"E@"W"E plnlsedSeates offimeriqa) Nb?"sé@?’\Pé‘ 18, 1962.

i ngredi ent '-ﬂ Vo anGerplete Steclfientianfablished dans 2, (965

if a base, v FoAi 1 i @hCraen Gopyright 1966, EXAMPLE F

2) A process N ace fice with claim 17—¥5—TFabl ets were prepared by

d| ssol-vi nghiflex gt mﬁpﬁnn%(mzmmmhmmam de is carried 65 of
-am di nomékzﬁéwﬁd//heglr@hydro - iso- out in‘the presence of a

non polar inert.sol--"" quinoli | ¢ h 15% vv/v) and absor bi ng
vent. ~ the solution on 150 Cg"fh HT%I (r)ﬁ q(ﬁ 3) A process in

accordance with cl aArpreess foﬂ'thfstmfahhn'enﬁdedpmnﬁnﬁg)@‘maﬁpes- wher ei n
sai d sol vent is gl yenBoRfmid £ ioch &k 2Eo. gehﬁ, I Rt @ R Bhesilng RE Gwoof
di cal ci um t heAklieg@ilisif,] & Sl | Ghpaly] @ m@d laskK tied MFHRfuRceut acceptable
phosphate and 9@4-gldf Gm@mmﬁaslemmm-x acidtadditen salts cab be gdmmsergraaim at ed

nt. \

by the additio dﬂjl hereby declp ’é"gs f9tn oA cershterallyCE e @ justed tg indi-
1o s er O o iy e AR SRR I s
formul a given Ipﬂlfdﬂﬂai, to be paddafl yt fcﬂughna ﬁMﬂyﬁ&iﬂxrﬁorﬁdr&ﬁg&&ﬁ@@amclﬂbﬁgbded
claimis used thh? fe i ni n zsacvuvemor@l@sazﬁfqnalsmhan@b@mg of
Cafchum st oot faﬁgmsﬂg T 5% dem e i anc
m xed wel | . thEs? e paktiduldl HentiBrSis coit! { colVentfdndl B ticH Ahiries onexéhhqo
fornmul a; - .. cerned with a process for the manufacture of pients, for example, corn starch, calcium .-

isoquinoline derivatives many of which are stearate, magnesium carbonate, calcium sili-
novel and with said movel derivatives per se. cate, dicalcium phosphate, talc or lactose.

15 ° The derivatives obtained by carrying out the Moreover, thev. can be administered in the
process. of the invention are compounds of presence of buffers or agents used to adjust 55
the general formula isotonicity and the pharmaceutical dosage
forms can, if desired, be subjected to conven-

tional pharmaceuncal practices such as, for

avd \- example, sterilization. As stated earlier, the
|k dosage can be adjusted to individual require-
X4 ﬁ _ ments, When administered to a higher
mammal in order -to produce a hypotensive

o effect, the average daily dose is -sutiably be-ls_uwl'mbb
' tween about 10 mg and 180 mg per- day,
wherein S “denotes 6- or (1 (lower alkoxy), preferably between about 40 mg and 80 mg 65
~ 6,7-di(lower alkoxy) or 6,7-(methylenedioxy or per day. The dosage can be taken at one
ethylenedioxy) substitution and the broken line time or in separate dosages at different times
denotes that the substitutents attached thereby during the day. On a body-weight basis a
are optional, and acid addition salts thereof. dosage of about 1 to .5 mg/kg per day is
Both the compounds of the foregoing formula  appropriate in lower mammals, whereas Jower 70
25 and their pharmaceutically acceptable acid body-weight dosages suffice in higher mam-
—addigion salts are useful as hypotensives. More mals. The foregoing dosages are given by -
-particilarly, they are useful as hypotemsive way of example since there cam, of course,
‘adrepergic blocking agents. They are especially  be individual cases where higher or lower
‘suitgble in that they they exhibit of low inci~ dosage ranges are required.
of side effects (e.g. diarrhoea) common It will be appreciated that the invention
4o other hypotensive adrenergic blocking also includes a process for providing economi-
.agerits. Moredver, they do not deplete catechol  cally useful animals fres from infections. of
;amines (e.g. epinephrine and norepinephrine). . Trichomonas vaginalis, which process com~
. .JThus, théy do not deplete endogenous catechol prises treating said animals suffering from or 80
35 'ammes from the adrenal glands or from peri- ~ subject to such infections with one or more
. Dheral. storage sites, They are also useful of the compounds formulated hereinbefore or
sinhibitors of Trichomonas vaginalis and one or more acid addition salts thereof or
gy Be used for treating infections caused by with a composition containing same. S
this" organism., The term “lower-alkoxy” is used in this 851 .

" [Price 4s5.6d.]
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20 g of the active

Tabl ets were prepared by dissolving

I ngredi ent.
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pre- pyrazolyl - (1)- group.. 1,018,381 . 80 35 ‘ :
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Thefaqresesi iyt teastingramanyiecof Wegsformula7 ) The spac c;ceslg: reanuoacsmr@mé@tm t h cl ai m 4,
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; 5-di (1 owner

8) A

process in accor da\/ t h any one Q@duoed or elevmwe‘s S?
of clains 1to7wh ne st sah °f &;ﬁ&‘&gﬁgj othe
manuf act ngﬁ 5%{1 a{n'ﬁj;d% i Rkl dbolO] | NE
pounds .0Ofgit ‘ﬁ@m a;}a d T8t With a com- room temperatumranﬁ 1(30°C (clrefemblycbx-y - 1,2, 3, 4
- tetr ahmdmm-contammg a labile amidino group and, tween about 50°C and 80°C). When using
i soqui I ed converting the product, if an acxd an acid addition salt of 2-amidino-pyrazole 9) A

q t, e or into g an alkyl substituted derivative thereof the
process f El m&t gﬁ}@s@ md 9 acuon is suitably carried out at atmospheric
conpoundsadm ont R first formu a gi.ven pressuzd between about room temperatgre and .
1, and aci dccandihz tto ore Subbdigent hvérﬂeafro- ﬁ%ﬁ&hly n“:ﬁeoﬁl;bg:tczl‘?ng ao‘:; s Lerrd
as des®r '%&jﬁmgﬁi@%ﬂéi éme' i&‘o% ?ﬁi foregomg iim which sérves as a solvent for the
6. formula, or an acid addition salt thereof, with réactants. Any suitable conventibfhl séf@Bpounds of

waterdmﬂreb t%s 6- v

e o o e, el £
v@llﬂi ﬁ%& ngi;’,i &gg@géiﬁ nedi cxayed eaﬂlegruyxyaaﬂ silblitiod aiins 1 to 9
! tomod E!mtherwrhmrx slubs f{é@ Mﬂm Vﬁthembr%)éém bage]) Acid
cg:apq_n ¢gted.c vent, uent s
s[fﬁh“fﬂﬂ, d’ﬁ” gﬁ‘}?@t’g‘?’% 1. &?Q%@& Vésg?ﬁr eby are
a adlbdmgetl ﬂas o 12)Thécinfhormtclésttheofitst Sarniita herkin2- ani di no-

carry out the reactxon at an elevated tempera-
ture (e.g. at the reflux temperature of the
solvent). Time is not critical, but it has been
found, for example, that when the components
are suspended in toluene and the mixture is
heated under reflux for 2 hours, a substanually
complets reaction - occurs.

Acoording to a further, and preferred,

-embodiment of the process, the derivatives

aforesaid are manufactured by reacting an
amine of the foregoing formula with an acid
addition -salt of a urea derivative of the
formula .

nl-cfm
NH,,

wherem R stands for an alkylmercapto,
alkoxy, pyrazolyl-(1) or alkyl-substituted pyra-
zolyl-(1) group, and, if desired, converting
the resulting acid addition salt into the free
base or into another acid addition salt.

The preferred acid addition salts of the:
urea derivatives are acid- addmon salts of
S - (lower alkyl) - isothioureas, O - (lower
alkyl) - pseudoureas, 2 -asmimo - pyrazole or

before are basic and form the acid addition
salts with both inorganic and organmic acids. ..
Thus, they form pharmaceutically acceptable - 95
acid addition salts with inorgamic acids suchi.

as hydrochloric acid, hydrobromic acid, hydro-*

jodic acid, hydroﬂuonc acid, su!phunc acid,

mitric acid and phosphoric acid and thh
organic acids such as alkanesulphonic acids
(e.g.  methanesulphonic acid), monoaryl sul-
phonic 4cids, (e.g. paratoluenesulphonic acid,
benzenesulphonic acid) acetic acid, tartaric
acid, maleic acid, citric acid, benzoic acid,
sahcychc acid and ascorbic ac1d B -

The novel isoquinoline derivatives referred
to earlier are the acid addition salts of‘th*ex

.....

and those compounds of the first formula

hereinbefore in which S is present, and xt--will 110

be apprecxated that these novel “deriva
also form part of the invention. The.

ferred novel derivatives are acid addmon' {5,
of 2 -amidino - 1,2,3,4 - tetrshydro -grt?ﬁﬂ -
quinoline  with pharmaceutically, acceptabl"___-
acids (especially the sulphate and the hydfp+
chloride) and 2 ~ amidino - 6,7 - diniethoxy- .-
1,2,3,4 - tetrahydro - zsoqumolme and 1ts-—aetd’
addmon salts,

The following Examples 1llustrate the pro- 120
cess of the invention;

100
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ceutically acceptable acids, e formila
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ool obromide melting at 170—  cooled with ice-wate etumaci d

ab i i : The resulti
2) A process Wg‘ngﬁm@ﬁy.tlon'salt. O~ foiroude added therew. The SR g
process accordance with claiml : '
: Z&mbined FHeS|

_ ' aikaline mixture was repeatedly exu%m%g

by di ssol vi . ther =y EF

of 2 ani \ézlﬂgA)ZiT% ‘\t/\che‘f"él"‘ FEt fie reaction &aﬁ;ﬁ%% eﬁ?ﬁmf@r%epar ed
non-pol ar in 27 GI,% _ i glahyakvy dis@uinoling o -dioxige, 835; ‘ﬁis uced il filiel fildred 65
vent f?l‘w re 2 ed a{)fa 20°C to a sejution 6f gﬁ.. L-§lr ﬂ;olt\%ﬁ%lq}aﬁ‘(_ Zﬁ)‘f ;@;‘g’mﬁ eﬁbﬁ, 5 80
: ' Ft s b of SE {sathiomea t drd 0 Qsoqu :
:/\E accof d%ﬂoeg\mag%& ing mg;ﬂllge lﬁpﬂ;_ 2l l(J’ﬁhe cirbqnatg ¢ Jacl X :.%3 2%15;%2;29
erei n €Al . ‘g8 : “with, occasjonal shaking. AfterT i S138%(S (v ). " ' : S
AT @ /0l BT T #EFSH xed with 29 g of pre-
e

0

starch, 56~4 Jt° € iyl fEbegdn R\ehceRfe oA, n .

70 , 5979 rﬂECﬁﬁlﬁx&dJMrmcd'he shighgh f%ﬁ » NOry,y conersiohintdQfbk adtiatai zed corn
Gip) ok @4 Gores, SUSRH fﬁfm . 16 @ i 126@midint -dt%ﬁ_s“ef.]lﬁé'y

ture was granuwat eﬁ(ljerggso%h d Jlith CRLEbIdS T Bbcinoling [y@phie,as 2 m added 1 &TP88 a-

With claim71, water Recrystd u%ttlioﬂ IppyiRoxirhately S ice-cold utl%{l r&é’é of potiséiam hydrox-

- ~' 100 ml of water yieldedz-amidino-l,z,a,4- ide in 10/ ml o £SThd miawGEBance
tet:ahydro—isoquinoline sulphate melting at then extracted repeatedly with ether and the
2780—280°C (uncorrected). resulting ether solution cautiously peut_rahzed
30 Another batch prepared in the same manner with nitric acid, whereupon ?.-anndmo—_l,.z, 4- 90

melted at 2840—285°C duc toa minute differ- tetrahydro - isoquinoline nitrate precipitated.
ence in moisture content. Tt melted at 146°—148°C (uncorrected).

B) The conversion into the free base EXAMPLE 3 . _
4485 g of 2 - amidino - 1,2,3,4 - tetra- - 3 g of 6,7 - dimethoxy - 1,2,3,4 - tetra-
35 hydro ~ isoquinoline sulphate were dissolved hydro—ianuinoline were d1§solved in 25 ml 95
at ca-20°C in 1000 ml of water and 1894 of methanol and a solution of 22 g of
g of finely ground barium hydroxide mono- S -methyl - #sothiourea sulphate in 15 ml of
hydrate were added thereto. The resulting water was added thereto. The mixture was
mixture was shaken on a shaking machine for allowed to stand at ce 20°C for 1 day and
40 24 hours. The precipitated barium sulphate  Was then warmed to 60°—70°C for 5 hours. 100
was filtered off and the clear filtrate distilled The solution was then evaporated i DaCu0
to dryness ir vacuo. There remained a colour- and-the solid residue triturated with absolute
" less viscous oil which slowly solidified to 2 alcohol and filtered, The crystals thus ob-
soft crystalline mass' of the free base, 2- tained were recrystallized from 902/, alcohol,
45 amidino - 1,2,3:4 - tetrahydro - #soquinoline. yielding 6,7 - dimethoxy - 1,2,3,4 - tetra- 105
It was very soluble in water and in alcohols. hydro-isoquinoline sulphate melting at 2599— .
It dissolved sparingly in ether and was in.  261°C (uncorrected).
. soluble to ligroin.  When left standing €x~ - :
- posed to the air, it took up carbon dioxide ExamPLE 4
50 .and formed the carbonate. - 13.5 g of 1,2,3,4 - tetrahydro - isoquinoline
e and 12 g of O - methyl - pseudourea sulphate 110
C). The congersion into the hydrochloride were dissolved in 100 ml -of water. After
.. "i0 g of 2 -amidino - 1,2,3,4 - tetrahydro- standing at ca 20°C for 24 hours, the solution
- #soquinoline sulphate -were dissolved in 200 was heated under reflux for 20- hours, and
ml of water o0 a steam-bath and a solution of then cooled in jce for several hours. Crystals
55 5.45 g of barium chloride dihydrate in 30 separated and were filtered off. The filtrate 115
. tal of water was added thereto, The mixture  Was distilled to dryness and the mixture
" was warmed for 0.5 hour and the precipitated stirred with alcohol and filtered. The crystals
- “patium sulphate fltered off. The clear filtrate  were recrystallized from water, yielding
Nas;;distilled to dryness, leaving 2 practically 2 - amidino - 1,2,34 - tetrahydro - is0-
60 -colofurless viscous residue which was dissolved quinoline sulphate melting at 266°—268°C. 120
in a small amount of absolute alcohol and ) :
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45

prepared as’ follows 26:11 g of - 2-amidino-
1,2,3,4 - tetrahydro - zsoqmnolme sulphate,
700 g. of pregelatinized corn starch, 32.00 g
of corn starch and-32.875 g of dicalcium
phosphate were - thoroughly- blended -~and

. passed through a suitable size screen. 0.015-
g of F.D. & C. Blue dye No. 1-dissolved .in

water was. used . 10 granulate the foregoing
screened composition - containing ‘the active

.r.: ingredient, The wet- granulated composmon

50

- ; tablets each containing 40 mg (base equwa-.

55

was then passed throtigh a suitable: size screen,
dried at 43°C and again:passed through:a

suitable size screen. 2 g of calcium stearate’

were then added to the mixture, the resulting
composition blended well and-compressed . to

lent) of the active mgredxent

' EXAMPLE B

A sohd pharmaceuueal composmon was.
o prepared as follows:. 17.406 .g of 2-amidino-
" 1,234 - tetrahydro - isoquinoline sulphate,

6. 667 g of pregelatinized corn starch, 36.667
g of. corn starch and 37.2597 g of dicalcium
phosphate were thoroughly blended and
passed through a suitable size screen. 0.0003
g of F.D. & C. Blue No. 1 dissolved in water

was used to granulate the screened composi~ -

calcium phosphat_e :

36 5g
Calcium stearate -

20g

The active xngredlent was blended with
part of .the corn starch ‘and. all the dicalcium
phosphate - A corn starch paste was then made

by mixing in the remainder of the'corn starch -
and, ds-described -in-Examples A and B, a.

wet granulation was :prepared by granulaung
this paste with a-dye solution. The wet granu-
lated composition .was ‘then passed through
~ a hammer mill and dried for ca 16 hours at
43°C. The dry granules weré screened through
a suitable size screen and the calciuf stearate

added. The mixture ‘was then ‘bleadéd well™~

and compressed to tablets each” conmmmg
20 mg (base equlvalent) of active mgredxent-«

' EXAMPLE F.
: Tablets were prepared contaxmng

' -2-am1dmo-1,2,3 4-ten‘ahydro-zsa-
quinoline hydrochlonde Y
‘Corn starch:

- Dicalcium phosphayc s

Calcmm stearate

The active mgredxent was . blended w1th

~
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€ ’F% ets were prepare? " by dissolving
of 2 - amidino - 1,2,3,4 - tetrahydro - iso-
quinoline in alcohol (15% w/v) and absorbing
the solution on 150 g of magnesium carbonate.
This was then mixed with 29 g of pre-
gelatinized corn starch, 50 g of dicalcium
phosphate and 50 g of corn starch. The mix-
ture was granulated by the addition of dis-
tilled water.” It was then dried at 37°C,
passed through a suitable size screen, blended
with 3 g of Talc and 3 g of calcium stearate
and mixed well. The resulting mixture was
then compressed to tablets each containing
20 mg of the active ingredient.

WHAT WE CLAIM IS:—
1) A process for the manufacture of com-
pounds of the general formula .

.y'\/\

K

NH,

wherein S denotes 6- or 7-(lower alkoxy),
6,7-di(lower alkoxy) or 6,7-(methylenedioxy

-or ethylenedioxy) substitution and the broken

line denotes that the substituents attached
thereby are optional, and acid addition salts
thereof, which process comprises reacting an
amine of the formula

(Lek

in which R® stands for an alkylmercapto,
atkoxy, pyrazolyl-(1) or alkyl-substituted

pyrazolyl-(1) group.

5) A process in accordance with claim 4,
wherein said urea derivative is an S-(lower

.alkyl)-isothiourea.

6) A process in accordance with claim 4,
wherein said urea derivative is an O-(lower
alkyl)-pseudourea,

7) A process in accordance with claim 4,

wherein said urea derivative is a Z-am.ldmo- .

3,5-di(lower alkyl)-pyrazole.
8) A process in accordance with any one

of claims 1 to 7 wherein the amine starting

material is 1,2,3,4 - tetrahydro - ésoquinoline
or 6,7 - d1methoxy - 1,234 - tetrahydro-
:soqumolme

9)- A process for the manufacture of the
compounds of the first formula given in claim
1, and acid addition salts thereof, substantially
as described with reference to Examples 1t
6.

10) Compounds of the first formula given
in claim 1, and acid addition salts thereof,
when manufactured by the process claimed
in any one of claims 1 to 9 inclusive.

11) Acid addition salts of the compounds
of the first formula given in claim 1.

12) Acid addition salts of 2-amidino-
1,2,34 - tetrahydro - ésequinoline with phar-
maceutically acceptable acids.
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15

part of the corn starch and all the dicalcium
phosphate. A. corn starch paste was then made

" by mixing in the remainder of the corn starch

and, as described in Examples A and B, a
wet granulation was prepared by granulating
this paste with a dye solution. The wet
_granulated ' composition was then passed
through a hammer mill and dried for ca 16
hours at 43°C. The dry granules were screened
through a suitable size screen and the calcium
stearate added. ‘The mixture was then blended
well and compressed to tablets each containing
20 mg (base equivalent) of active ingredient.
ExamPLE F

Tablets were prepared by dissolving 21 g
of 2 -amidino - 1,2,3,4 - tetrabydro . iso-
quinoline in alcohol (15%, w/v) and absorbing
the solution on 150 g of calcium silicate.
This was then mixed with 29 g of pre-
gelatinized corn starch, 50 g of dicalcium

* phosphdte and 50 g of corn starch. The mix-

25

30

35

~

ture was granulated by the addition of dis-
tilled water. It was then dried at 37°C,
passed through a suitable size screen, blended

with 3 g of talc and 3 g of calcium stearate

and mixed well. The resulting mixture was
then compressed to tablets each containing
20 g of the active ingredient.

ExaMPLE G

Tablets were prepared by dissolving 21 g
of 2 - amidino - 1,2,3,4 - tetrahydro - iso-
quinoline in alcohol (15%, w/v) and absorbing
the solution on 150 g of magnesium carbonate.
This was then mixed with 29 g of pre-
gelatinized corn starch, 50 g of dicalcium
phosphate and 50 g of corn starch. The mix-
ture was granulated by the addition of dis-
tilled water.” It was then dried at 37°C,
passed through a suitable size screen, blended
with 3 g of talc and 3 g of calcium stearate
and mixed well. The resulting mixture was
then compressed to tablets each containing
‘20 mg of the active ingredient.’

WHAT WE CLAIM IS:—
1) A process for the manufacture of com-
pounds of the general formula

. NN\
S - -
: ’\/ﬂ\/kizm
. i ) )

“whereit S denotes 6- or 7-(lower alkoxy),

. 6,7-diflower alkoxy) or 6,7-(methylenedioxy

' 50 oizethylenedioxy) substitution and the broken

N~

~Yine denotes that the substituents attached

_ ~.thereby are optional, and acid addition salts

thereof, which process comprises reacting an
amine of the formula '

203
S=t-{ &

NSNS
(wherein S and the broken lines h?,ve the
signficance given earlier in this claim), or
an acid addition salt thereof, with cyanamide
or with a compound containing a labile
amidino group and, if desired, converting the
product, if an acid addition salt, into the free
base or into another acid addition salt or,
if a base, into an acid addition salt.

2) A process in accordance ‘with claim 1,
wherein the reaction with cyanamide is carried
out in the presence of a non-polar ‘inert sol-
vent.

3) A process in accordance with claim 2,
wherein said solvent is toluene or xylene and
the reaction is carried out at reflux tempera-
ture.

4) A process in accordance with claim 1,
wherein an amine of the formula given in that

" claim is used and the compound containing

the labile amidino group is an acid addition
salt of a urea derivative of the formula

1 A"
RC\

in which R! stands for an alkylmercapto,
alkoxy, pyrazolyl-(1) or alkyl-substituted
pyrazolyl-(1) group. L

5) A process in accordance with claim 4,
wherein said urea derivative is an S-(lower
alkyl)-isothiourea. |

6) A process in accordance with claim 4,
wherein said urea derivative is an O-(lower
alkyl)-psendourea.

7) A process in accordance with claim 4,
wherein said urea derivative is a 2-amidino-
3,5-di(lower alkyl)-pyrazole.

8) A process i accordance with any one
of claims 1 to 7 wherein the amine starting
material is 1,2,3,4 - tetrahydro - #soquinoline
or 6,7 - dimethoxy - 1,2,3,4 - tetrahydro-
fsoquinoline.

9) A process for the manufacture of the
compounds of the first formula given in claim
1, and acid addition salts thereof, substantially
as described with reference to Examples 1 to

6..

10) Compounds of the first formula given
in claim 1, and acid addition salts thereof,
when manufactured by the process claimed
in any one of claims 1 to 9 inclusive.

11) Acid addition salts of the compounds
of the first formula given in claim 1.

12) Acid addition salts of 2-amidino-
1,2,3,4 - tetrahydro - isoquinoline with phar-
maceutically acceptable acids.
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Page 1, line 19, for "1-" read "7-" Page 1, |line 63, for "sutiably" read
"suitably" Page 2, line 55, for "am no" read "am di no" Page 4, line 66, for
"dired" read "dried" Page 4, line 88, after "25.0" |nsert 'nmg"  THE PATENT
OFFI CE  24th March 1966 L : - - ERRATA "~ - SPECIFI CA- ONL
No. 1,018, 381 Amendnment No. 1 Page 1, |i ne_19 for "1-" Taad
"7-" Page 1, line 63, for "sutiably" read "suitably" Page 2, |ine 55 for -
"anmino" read "ami dino" Page 4, line 66, for "dired" read "dri‘ed" Page 4,

24th I\/ar ch 1966

i ne 88, gfter "25.0" insert "

ng" Tf—lﬁsg’ﬁTEl\ﬂ' OFFI CE.

13) 2 - Amidino ~ 1,234 - tetrahydro-
isoquinoline sulphate. .

wherein. said: compound is 2—am1d1no—1,2,3,4-'7

tetrahydro - ‘#soquinoline -and said ‘salt'is

14) 2 - Amidino - 1,234 - tetrahydro- 2 - -amidino - 1, 234 - tetrahydto - zso-
isoquinoline hydrochloride. . - " quinoline sulphate, .

5 15) Acid “addition salts of 2-amidino- - 20) ‘A process. for rcndenng economlcally
6,7 - dimethoxy - 123,4 - tettahydro iso- - useful snimals free from infections of T¥i-
quinoline. . chomonas. -vaginalis, which process comprises

16) Compounds of the ﬁtst formula gwen - treating said animals suffering from or subject 25
in claim 1, wherein S is present. - ‘to- such infections with one or ‘more ‘of the

100 17n2- Amidino - 6,7 - d]methoxy 1,2,3,4_ conipounds of the first formula given in.claim
tetrahydto—z:aqumohne - 1-or one.or more acid addition- salt thereof

.18): A composition of matter compnsmg or with a composmon as set forth in- claxm‘
one or more of the compounds of the first 18. 30

: formula given in claim-1.or one or miore acid W D WHITAKER, 6&

15 addition salt thereof in association with a com- ' Patent: Agent

. patible pharmaceutical or veterinary carrier, for F HOFFMANN—LA RocHE & Co, .

- 19) . A composition .as claimed in cla1m 18 ' Aknengesellschaft _ =

Leamington Spa: Printed for Her Ma)esty's Stauonery Olﬁee, by the Couna' Pre;s -
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