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hatic, cycloaliphatic, aral-xphatlc, aromatic
or heterocyclic radicals which themselves can
bear further functional groups (e.g. methyl-
ureido, ésopropyl-ureido). 10y (alkyl-
sulphonyl}-amino groups [e.g. (methylsul-
phonyl)-amino]. 11) guanidino groups in
which the hydrogen atoms can be partly or
completely replaced !;y saturated or unsatur-
ated ahphat:c, : oahphanc, araliphatic,
aromatic Or | radicals which them-
selves can bear furthm' functional groups [e.g.
methyl - . guanidino, . isopropylguani
(hydmxy—ethyl)—guamdmo] 12) amidino
groups in which the hydrogen atoms can be
partly or completely replaced by saturated or

dino, methyl]-phenyl,

4-methyl-allphanoyl, 2—1sopropyl—allophanbyl)

16) sulphamoyl groups in which the hydrogen _

atoms can be substituted by alkyl grow
such as lower-akkyl groups
sulphamoyl), 17) nitro. 18) (2-methyl-hydra-
zino)-methyl. .19} acyl radicals of lower ali-
phatic carboxylic acids. such as formic, acetic
and propionic gcids and of aromatic carboxylic
acids such as benzoic acid. 20) a phenyl radical
which may bear ‘any of the foregoing
stituents, such as [(2-methyl-hydrazino)-
carbamoyl-phenyl,  [{5-
methyl - isoxazolyl - (3} - carbonyl} - ammo]-
phenyl and ureido-phenyl.
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obtained by reaction of the nitrile with alcoliol 51 of 1-methy1-l 2-d1benzoyl-hydrazme= 125
and mineral acid. By reaction of the imido were added to a solution of 4.6 g of sodium
_ether with ammonia or a primary or secondary in 150 ml of absolute ethanol. The solvents . -

65 ‘amine, the desned amidino compound is were removed: under: . rcduced pressure and



35 The major part of the N, N-dinethyl
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No. 5 sieve diately and after sonme tine a yellow precipi- (nesh
openi ng about 0.23 mm). The corn tate forned. After standing for 16
hours at starch was bdiled'with water to forma 10% cca. 20[err] C

the precipitate was filtered off paste wi%h258hich the (active subst ancep/
under suctlon sheo

flrstvmth IaC|aT nnj t ol re vvas m xed
until homo- 6§ R FHEn L h %%2; eﬁ’@‘bus
The slightly a Hfed ToATr $Giting (or 16, HoEd 21 | tadc mmpaﬁ%al
was thus grana 202dSude waésﬁﬁmd/eﬂ( reed withe which the (act[vers‘u

5-[ (2- met hylg hyRfes 5y m‘g VAt first ol shﬂmore@
o+ s M R D Rl cgt.,%@? %& ne

talc. The who e* euturse[(z-mthyl&gd:mm err]
C was pressedthi ithious| es

and 8.0 nm ¢ affEE P°Wd“ m"l‘f’ﬁ’;e"‘t t‘%f"l‘é%mnﬁ ;gggg?% bﬁ"‘l"’l"‘t‘fst“i“&tse"f ’c5ﬁéng 65
These kernels aembel rmus;rpceugiéal My Qner vvhl.ch t he, novel
hydr azihe deri ma:nernhtmgbamwg %@ﬁ‘@,ﬂ? Mend weight | V€S
may be nade upn‘feﬁt”& m{)‘??a%c’amqt ar@#“’@@@ %) 30@ Sngdvivds Sdrag

prepar at i ons. 7'0
EXAMPLE D 15 Exandl 415 .

Prepagati on of ZPoParptpncfagmelss ooninagni Ng: Preparati r epar att ongeesfcmétgﬁﬂsl%l es
cont agnj,ng: a) kernel

1 - mdthyl - 2 1 2- o -
carbar‘rDyI>/} - thew&mﬁﬁaﬂgﬁgﬁ- - SOmg (%aﬁ%]h &Faﬂ[zylbﬁre%ja/mg 2_50

g . yd%ﬂ“ﬂ’e hydrochl ori de145ms - - manitol - - 50mg

60.0 ng’ 75 mannitol "- T 7 m&45ng=0mstatél c-- - - - 100mg .

5.0 ny " talc - - - 210mgony rn SW - -
- - 10.0 Theacuve substancewashomogen::t%sl %Btr?gq‘“ el

wei ght ~ of - k GG °‘h€f mgfe v@) &oalnﬁg ance was hom)geneously

m xed W|ththe0 P oy casmdntnorS
si eve (resh openitha ﬁlia@liito gel |cspsele§tp¢ Iﬁzg'gch 80
0.23 mmy and m xed agai-n. The substance

ny. ~was th lIe El’ﬁ el a.tl N capsul es : These dr agees
were pr.eparsd |§Hﬁ{ e - g%" 1) Coff d?ZAIM )
nmanner as. descrlZJSedbxs[fz Emﬂsp!leh pom MMSEE‘“B 85
Preparation of ¢ + wethlb n fumnni ng 25mg WHAT \E-CHALNE-LNIT—CH, :

1) Compounds of i He forfula - 2,5 : bis[(2 - met hyl -
hydr a- | zino) - nethyl] - fu?é%% 2 amm"n“de‘“'""l"’l TR
manni t ol ‘590 . talc - - 1206my heteroé@ﬂ% :;’{v Weear or

pol ynucl ear 35_. fi- subsimes Hefe Homoasnegudly o af-ﬂﬁrmmnmbd%gdeﬁnedhm 9
120 ny het i ﬁﬁ,b&@s&ﬁ.t ! dcéﬁfg& ppdogeis addition salEhthersdlt | ve

subst ance was 0nmoERADHeY agddl, ThE Subetnck e 2 BrmPPUnds
m xed, wi th ‘tohé”%t%rﬂfpﬁgmedql@ntcspsul@l @ed). - é [ F&‘F"gal ts

eDf . through a nunber 5 sieve (meslacyoaﬁ nv./‘- 5 lsulph gsand
1 agai n. Therepathtfoh 360 mg dragées contaiding CEMADHPA srmd&o,f aminohiil,e aim
1, 40 was t hehe fallbwiegl ingrettientggel at i n capstl 1 4 i lhyl}'tfo, Vamh}’l-
mercapto al kyl <t.hi @, ami no, _ lg;:ups or
acyl - am no, 45ure|1 :Q‘l‘;‘thg,lalzk_y[gst{}sm;u[%wl ) -amn no;heﬁ Prepar at Ion o SQ&,
dr agees cont ai ni rearbardyPni chie di no, am - alMethyl-z 1-carbamoyl}-
hydrazine hydrochli:gde - W: 50mg thenyl—(Z)]-hydlyazm? hpyd‘?;’ci:';ligx{:r o
mannitel - - - 80mg 4)  2,5-Bis[(2-methyl-hydrazino)-methyl]-
talc - - - . e - Smg furan,
50 corn starch - - - - - 15mg - 5) 1 - Methyl - 2- [pyridyl](3) - - methyl]- 105
hydrazine,

total weight of the kernel 150mg 6) 1-Methyl-2-[furfuryl-(2)]-hydrazin
7) 1-Methy1-2-[thenu;l}:(-2()])-hydrazmee-

b) coating: 8)  2,5-Bis[(2-methyl-hydrazino)-methyl]~
This contained 90% sugar, 5% rice starch hydrazine, v > v 110
and 5% talc to a weight of 150 mg. 9) 1 - Methyl - 2 - [pyridyl - {4) - methyl]-

55 The active substance was mixed with hydrazine oxafate.




the follow ng ingredients: al I ophanoyl, sul phanoyl ,

nitro, (2-nethyl - hydr azi no) - met hyl , acyl or phenyl groups or

a) kernel . halogen atoms, and__acid_ . . .
addition salts 45 1 - m -2 - - {i sopropyl - T t her eof .

100 car banoyl } - then 3)

1- Met hyl - 2-[5-{i sopropyl thhw hydrazi ne hydrochloride - -
50ngy t henyl - (2)] hyd i de. manni t ol - - -

- 80 ny a 4) 2,5-Bis [(2 rret hyl - hydrazgg;g);grret hyI] talc - 9
- - - - ’Tng IUIdH ) L,Ul mstarch——= — % 45||g

5 1 - Methyl - 2- uqnd -zi ®p- 1@311: mannitol and s:eved through a No. 5 sieve

hydrazi ne. -

1- Met hyl - 2- [furfuryi“t -t
7) 1-Met hyl - 2- [thengdder(
8) 2,5-Bisf(2- rrét, ptichs

‘
Gl
Cl

; me_fl;h\-) g about @23 mm). The corn
@mm@ ours starc iled with water to form a 10%
i thée was filtered off paste 'wn:h which the (active substance)/

X Iart‘lﬁrst with Q,)cﬂboﬁamﬁtg mixture was maxed until’ homo- 60
, alzmnw’;h mbfr%ée lly re- gefidus cEhet oelightlyl 906
5% rice starch "hydrg¥ '

il was thus granu t? ngaNoa.?]
e e R e o 1948 e ﬂ%ﬂm:ﬁ

¢phene<(
The active subst ancalome pweteednemﬁﬂgm 19yo-7P @ wasabresbea to blconlvex kerneld Of 150 mg 65

989, 259 M&R@t)h I- oL Byridy! (zytwm gipeter. cont ai is such
a noiety as a substgqﬂ’m@ novelh 31 nelswmecoatedacoordmgtousml

such a substituted i |1 | mtospmaﬁmmal met ‘:% t‘ﬂ?‘l“m‘kwmght
-[{3,4 - dinethyl - pregamdidng. f urt her substituted ny protec |ng groups 40 -
i soxazolyl -(4)};5 methyl]- t‘ﬁ; azwe hydro- such as acyExamalgbDxycar bonyl , 70 .

benzyl oxycar - 5 Pﬁfu&ﬂﬂoﬂ%& capsules containing: Preparation: of 200 mg dra, gqxpwmngp
benzyl, and, in either case If neces- ]1%)11 1 - Methyl - 2 - [{5

- et hyI - sary, convemefhy g 2t-H, = Xerr] ; r1 thﬁmplroduct[pyndyl_ : '

i soxazol yl - (3)}- net hyl 3SR P%ﬂm X% ]at €50 i nt c1(3)¢nam1]-hyéjasm i f- 250 mg
necessary, split20 ngmek tany 2 13) 11¢sm§bth puapgjtol - - - 603 mg 75
[{indolyl-(3)}-nmethykje & prot ect | ng -gr eups ofyf eselgmgmh i £. desired, D85
hydrazi ne hydrochkiride. verting the re ng conmpound as formul 0
14) 1 - Methyl - 2 Ti:é%ﬁ@ % n clai m 1 weightoofakeraeti 100.0 mg
addition salt. E &dﬁ@geuigﬁs }

c@l Qoraﬁ&e : 22) A
process in accor%ﬁartb@ughatdmbﬁélsme(meshopemng alid) 3 This-coBbriRéd %op SRADY sice starch’ 80

hydrazino)- .21, w3 %ﬁ?%‘ﬁﬁ strgir $%nugfic to a weight of 100. mg.
met hyl | - 2, 5- di net hy™ ?Eﬂiﬁ%ﬁléo |°? o[ tethaSF mﬁ% enfthﬁmnef

an al kali- 50 hydrochlmmden mple C. et al
salt. 15 185) 1Prepauasionpf capsifes convt[@n& al | ophwmyrm CLAIM3S: A vari ation
of the process cTai nggl ,@sg ™ ylt -(2)] -hyd)é‘&mm@dﬂ;thkﬁhmﬂm de. 83

claim 21, wherein theggﬂl hng %& yl - 2
- [5 - {isopropyl- msmioli nst ead of -sa+d9ag@nt and tﬁ{ m%—ﬁ%i%

car banmoyl }-furfuryl - -B¥)]-hydrazine - hydfos reﬁﬁmﬁx @a(ad:u&ﬁxléaedﬂ@aﬁma&r
catal ytic hydro-as 55 chl ori de. 120me  LyEe, nitrogen- and/or sulphur-containing

genation. 20 18)1 - Théetliiwt subs@inee w4 hmﬁ@hﬁ‘ég@ygﬂmy% onmam one
variation of the priswdseith the othérhémgelliert) fievedny @glaa@)%ésm G ﬁ’é? %

claimed in claim?2 m%é{%“é:;ﬁ“% t 2) Compounds9s farm n
Met hyl - hydr-azi nojo ]?,,:gﬁ prss ﬁgm i nUhe?rtsn netm&mm%“m

methyl, cyano, ‘mercapto, alkyl-thio, amino,

: E EC. acyl-ammo, ureido, (alkylsulphonyl)}-amino, 95;
P ation of ‘300 mg dragées containing aguuamdmou amidino, ammo-alkyl, carbamoyl, -

the Ifepoum owing tents - ophanoyl, sul? nitro, {(2-methyl-
ingredi : ydrazino)}-methyl, acy} or phenyl groups or
2) kem el halogm atoms, and acid addition salts

45 methyl 3 - [5 - {#soprop; tht;r)eof 100
carbamoyl)} - thm'y'l - .(2)]_ lMethyl-Z-[S-{zsopn-opyl-carbam 1}-
hydrazme hyd - 50mg  thenyl{2)]-hydrazine hydrochlori o7
mannitol. - - - - 80mg 4 2,5-4Bis [(Z—methyl—hydrazmo)—methyl]-
talc - -~ - -« - < 5mg furan . '

50 comstarch - - - - - 15mg 5) 1 - Methyl - 2 - [pyridyl](3) -methyl]- 105

. . hydrazine,
total weight of the kemel 150mg 6) 1-Methyl—2-[fu1fm-yl-(2)]—hydmzme
7) 1-Methyl-2-[thenyl<(2)]-hydrazine,
b) coati 8) 2,5-«B1s[(2-methyl—hydrazmo)—methyl]-
g‘hsl‘syc?;ltamed 90% gls:ug(a:fr, 5% rice starch hydrazine, 110
an ? talc to a weight of 150 mg. 9} 1 - Methyl - 2 - dyl ~{4) - methyl]-
55 The active substance was mixed with hydrazine oxalate, Leyridyl -4 - A




t hi ophene- (2) - carbonyl -t hi or ea.
yields the noiety 60 20) A pharnmaceutical preparation conpris-
Xlerr] CHerr]- and the alkoxycarbonyl groups 25 1ing a derivative as

reacted with the agent which

‘claimed in claim1 in split off fifomthe product. ~ “association with
a conpati bl e pharmaceuti cal 25) A process for the manufécture of the
carrier. . . ~derivatives as clainmed in
claiml1, substantially 21) A process for<the manufacture of the
a8 descrl bed with refer encegsaggzsbhe exanpl es 65 derivatives clained
“-—ctarmm—t—whrch—process I VETI. SU COFTDH Ses elvr ner reacti ng
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: 3 g)d| tion salts
t ecting:
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, for
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#341
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claim: 21, wherein sheops

coplfb@ylﬁwhgﬁ%tdéh_ : R
989 1-- A : ead Of aﬂ A L
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thwphene—(Z)—ca.rbonyl ~thiourea.
20) A pharmaceutical preparation compns-
ing a derivative as climed in claim 1 in
association. with 2 compatible pharmaceutical
carrier.

21) A process for the manufacture of the

denvauves claimed in claim 1 which process
comprisés either reacting methyl-hydrazine, or

a, methyl—hydrazme in which the hydrazme
group is partially substituted by protecting
groups such 3s acyl, alkoxycarbonyl, benzyl-
oxycarbonyl or benzyl, with an agent which

.yields the moiety. - X‘—GH,——, wherein X*

has the same meaning as X or is convertible

“into X, or meﬂ:ylamg a hydramne which

reacted- -w1th the agent whlch. yxelds the mmety
X!'-CH,— and the alkoxycarbonyl. groups
split off from the product.

25) A ‘process for the manufacture of the
derivatives. as_claimed in claim:1; substantially
as described with reference to the: examplcs

gnven

manufactured by the process claimed in any
one of cla:ms 21 to 25 inclusive,
 W..D. WHEITAKER .
Patent Agent
for F. Hoffmann-la: Roche & Co., -
o Akﬁemgesiellséha& Do
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26) com@amds of the foimidz set forth in
claim 1, and acid addition salts of same; . when
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