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5 oral foute of adm nistration nay be enployed. [err], [err] or [err],

and X i S4Hydro- For oral dosage, a suitable quantity of a gen, cyano, C‘\
optionallfy substituted phenyl, pharmaceutically-acceptable salt of a &)
base carboxyl, carbo ([err]) alkoxy or carbox- according to Fornula I

except tdose in whicte am de wher ei n [err] 1s146x37p ([err])-al kyl - 5 R 12
I's NH[ egr] or [er r] foil;)s certa Rurr‘; O las %Ptgr;lo:ﬁ ! %hgre{nlle"{id{' alllﬁlmpq\!((‘H Y2 ﬂ
where- 1Q toxic aci d 5;‘;3 “}éll sgt,@g or ot he NH-kd&-EX, NH QWAL Qg@dikyl, NH=

[err]) al kyI fornyl or nex;amzmgam amidél :Inbﬂ)y(ﬂ?aﬁ{dckll’ae pkadad Nﬂ-t—elk-ezéeﬁp).lng or Ny §

([err])-al kyl -0O and soigeapiasticometsofitherethe pirentesdh 9 sun{ggﬂg ‘Scé 1 Qi # ,oﬁm is

7.5-50 F'' and R'" Si sOMyRHOY MR, abmgw‘grféa P;ﬁg cﬁ; o

Simlarlyg:the anti- ﬁffah%ﬁ@ung 1%,_’,;& Lut ;aﬁ epe t§f base carboxyl carbo (C1 ﬁm&

salt can- be m xed W t hacedrdifigCtd, Formulall exfep€ €hiogeGhlblicla s araidal \chtml R’ isllal &@—C;)-—l:ﬂk 1— 5

a binder,§and a | ubri cBrit NéthHher Ntxft"mcqlz Wﬂhhem%v m o € ﬂé %ﬁlzlkg?:o where-
-—% ya

NH- (C, - chrpressed Pnt "‘gg}g:d ilﬁ Jf_g' BT o
is ([err]y alkyl-CO Ofelafin smﬁ co,ﬁﬁp{a@c,, e }l"’bﬁdeR’O’r ECh)Ulfox»l(h Qliéoodx:r (:s
([err]) ajkyl-CO R' i mg hyﬁhn@cgmgrpdnémmsrmnl@ﬂy, dllu:vandede glessh desoft 0 be used. 6

Wth ([efr]) al kyI oneo:(l seqr {m (%DW“I’G? dy gpm  SEia |‘%gf"g L
the intrgvenous RS §ou prcqne 20 1 i elﬁl??l)' R (?Lte)a(;:lk 0o o
this purppse, Isotonl C7.5—$ mg asmsce, b@aﬁo}cy -ipCaps abl-eC,$alk ; R” is hydrogen,
sol uti onsjare enpl Oyeldwermﬂﬂtvided’lddsnges aie—ti:(be uedrifoun{Cacadr dehgort éCe-lI-@h) melkyle£O; 6

hcn)l

2. mg/m &f a salt of Eaenicrdopdmin: ¢ ofhpdigpravenous 4R7A8 Q I“Pdceuncsa‘ﬂe ‘
conpound gccording ¥ FARPE t—d[g éfcjl‘fpﬁofggés T ogomtp AR 1S Bl p Elﬁ St of

1, 2 or 3‘ mg/ml of a salt of ahOinddddiiRdioh@de THEA GEfiRGAN &c&ﬁ@und accorclmg to
adni ni st efled 5 4- Demascdtryshnuh hbiqpstorne h@ir&ldeca?thxL 2253. at the rate of 70
fromo0.1 to %““dsb m g & RstE Vinblespeen drmy bR
both /6. 4- Desace?syl r;(bi,ﬁ epeq, [ﬁ he @qtmgggcgtyi @n6lastifle C—3 carbox-

t oxi ci ty df the drug. Q&ivitAdiAd i) x@ haite.d aBes ghidcalppoands according to
Formula'1i{ 7. Vinbl abadsvé conpognds rabcmétnayb (Ealmybxl 75 i Winblkstineh (-3 sNE-etmﬂ]ylcerOX- 75
[err] ar e Com am’\g e. gL Bgﬂ@‘gg;f dosa ill-;ﬁs - for n -—methylcarbox_

\f! n,bl astl Wf &é (}?Qﬁularqggmmﬁhtss ar§1h pﬂzrte ‘as On at
simlar.dojse am de sukwBate. |evels. 9. 4-Desacetyl leurocristine C—3 N-methyl-

9. 4-Desacgtyl |eurocri Nhilnano@- & e rortpwyids av ndeful mshtoxaoﬂdq he corrpounds are 80
usef ul ca¥ boxanmi de. a.ri ar:’u -neoplastic or anménral drugs, t;zo types thq Dg@a %ﬂj a ﬂ!“as‘f‘l’% N-

of ant I virhl drugs, 3§V\%}: envauves‘;f n d:y rﬁ S _an flzu'fes me y car Oxami eQrfnb t;S'le (N:-S 35pox.

of deri vati ves, the hyﬁHa.NHLe& IanﬂareaZsb ahexful aETEitd‘iy hyaaa&xbaxam de sul

(conpounds} of Fornul a medxgngraecilm been %sfonh E*J_OVC,Z&n é acé? yy #-Desaeebl a@biawee @@ carbox- 85
carbox- NHiNH2 or [ YERECE [ XSk % r“z’ °h i
has been set forth E(E)OQ(, de bg' reactjon \g;thb; rog gg_ﬁ@ ty Ade\éﬁl %%éé'?%mbf%g%%—e? c&tBox
carbox- -85/the hydrazi gfdecan :beruxtnr&n ade e deatrowithe mzndlasaceﬁﬂ) vighlasithe Oy-s N-(2-

reaction with a nitrosprimagy pdaryopmines tp3yield %sw FhYK)lc {dFm 90
carbox- tolthe sinple ¥HiQet g%m‘gfﬁ?%genol ysis. The,

nnally
can in turp be madess o nemet weidLaim 4— 4- Desacet i o\'féf;f @-ﬁ;i'e'gél ﬁﬁe 5
pri mary or jsecondary aninédscompoupd efl die fdmpula hydr oxyet IA pmarsbfmxarrpdeg the compound

90 ami des ¢f this invention. uh&neéfm a’h:ﬁh 95
|, substantiially as hereinbefore degeribed with ref°§:§§jjj; ‘ R S

CLAIM | S: 4 4,;4 g ly ope of the fge@lggﬁrmr amf g@' ard .as ﬁned
conmpound of the formula | 6. A procesi €Claim prvepasmmegial imethylamine or
compound off Formula | as?f v Caim | whi chhyd%‘" pinscamp L}ﬁ X 1109
conpound of] Formul a [err¥\J ! | wher Bif '"fg %fﬁ: desgrgd o forrs
hydrogen or“ acetyl and R', af e as defma,d,pwad xaunﬁma whreit R’ is acetyl,
anmoni a, mqt hyI am ne or hydrazinggtQ h a conpadnd d;fsnreﬁovhmlh l# NIEGG\'Hz (a)

wherein Rijsl [err], [err] or [eruhBiat t@.c[ngzrr achipgy said A £3 nitrosating 105
desi red, ta forma conpound oMoP&( i) & gent fo (o "“ ‘TH’Q h'c f:‘s N, and

™ \MREI‘ ern erJ Tealtin %s i ’azﬂp monia, an
desired, n Ris NHNH (a) r e&Ct | Hg: sai d conpoimigk Wot ﬁc.nlﬁofnﬁﬁaat | CHL ).,
105 agent tloi form an azide in which RS | @rRerr] ancNHhe«#nkﬂ*&adﬁ{ﬁ@ﬂ(‘s-apd—&ml@&ﬂ .
with ammoni@, an anine of the forrﬁJIa [err]“hercm ﬁ‘{l‘&l ArKEL s 1
[err]-al k- Am or - NH -alk-[err] 110 wwmilnial K, liSy G e;sr q gmg{,mm
AmForrruIa';; and X are as defined in Claim 1, to obtain
i
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Thao cmtmd;dniim aviabla ddessge s foeme chnd
25 at emdenaﬂdrrrf&mowatﬁ%r ﬂ“ﬁglﬂk am de. body
fomct% §P‘P‘r%‘tN3n‘ﬂ‘Y“
%e.xm». o ¥ e resmcapi dersHhibhates N.
‘conpoundss adcdcri}mgs t the thdm:wa ind azides Miedhiyl| carbbyaiiide sélphdre.
car box- 75 i |FS"?'!£F§N lierlri] ﬂemetylawnbusmc%—?' carbox-
into suita
car box- adni g wﬂ 'c%é?xu fo ﬁ&:&%& @9 ﬁchl = fl?etylgm%lastme 0_53 carbox-
. | evel s. 40 azide by reaction with a nitrosating agent, or 13, 4-Dcﬁcety4 ﬁimametcy-l—s carbox-
stine C 3 N-# P“ \mrqegv Pgﬁﬂ?lysfshé'h&o bat'a us f
de. n in ‘turn e to react ﬁ@ &—3 N-(2-
| : nmary or secondary amines to yield
. drugs, twoaanlidep @6 this invkfkiond- Desacetyl e r1 m,l}l-mgsanum;
es t he ydrazrdes and azrdes met hyl aahdzmbaﬂtmdess lwith ereference to
s of For M Fimgs 11 4- DEggepefyhe ar'wlss C 3
NH- NH, or [err]? nd, pf e formla) " as |nt m T°P‘$;""%§
set forth above, in that 12. 4- Desac&tny‘ixseyrraangs,th f Formula
5 the hydrazide can begt¥ansfornmed to thevhcrazlade O-4QH,, 2R slehy cn or
with a nitrosatj yetipi--op™  13. 4- "' B‘Fdagf"' ﬁned
o the sinple gu \ m ogenol ysi s. m, %ﬂl[ 100
tn be made t gy 14. 4- DesacCefietin m m,stumen
r’ secondary am és, hydroxgnétﬂ‘\yﬂl} aothatbbmamfdesrred to form
of this inventiort ! deompoune. ghBsamslal whe
mtially as hereinbefqr W th fQhigs egml;f mmaﬁ 105
o | ‘bTC“% eag&ﬁnegah lga AWhRB R it N And
f the formula S A proc'és\sr':ﬁ@ng panépa t dgemonia, an
f Formula | as defi ned Igﬂ Im 1 whi (%ryh A )‘a -
{of Fornula [err] | wherei n%gls [err] N r_‘;,ﬁ_ﬁy rgﬁélﬁ ﬂbﬁ)._, 110
i and R'" are as defined in mﬁl Wi siHareRN@RN 8C,—AE,)-bBylkdik Aed Wm
lto obtain a conpound of For °5'"1"‘ 00 aphe¥ eieras Refingd [ire Clajm 1] @ ebrain
nand R is [err] and acylating, if desired, to forma conpound of
‘wherein R ﬂli”wum“mﬂ f desired, when Ris [err] (a)
sal d conpoun ing 105 agent to forman azide in
S [err] andthen reactln(f,; sald azrde wrtha n|
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[er_r]'-'al.k-X,:ﬁ[err]-([err]) cycloal kyl, [err]-al k-Am or
[err]-alk-[efr] 110 wherein alk is-([err])-alkylene and Am Formul a | O
S

and X are asidefined in Caim 1, to obtain 13 : -
1, 463, 575 : 13 the correspondi ng conpound
1, 18ristine and nethanol with #%38Bus hydrogen or (b) 13

NHy d¥{6dlenol yzi NG sm Ebre@omieignempound mhllbnmde Lat criativeethd avthabo? Wi rgadeolss eydrogen
‘C'a%{‘l“bv& whi ch R or S(bHhyigogen @S&Y: ﬂﬁ’fe é‘l and‘r éaet’F‘b‘Fth tomppr %sweeﬁloams

Al R | Wperat cdh e soh,'i? A 5 ¥ ﬁ&:@fﬁgﬂ sxdu S?gﬂﬂib

and [Xeis Ihﬁﬁd;,l.l ting giig: 1 Bnodad Rris N hyd nmJ ng a hifrh SHydko allili 16
’thydr @\‘;?f i ng zfmwadeqmandﬁly'd Rxdnd R"Y are fapdefineda n insdidoizl |bas6’ 0 mfactaigeta}d bagn@itkR'

Wthh C

CRIIERG are an el ERg L RSEhYRL SulPog, SRR LN S ‘“““’gf’“ﬁi”” "
T TOC! a
yl-E‘-tBl me - prises thep additional ste of acyl hél llviq esf (?crﬁ p to
alkely !mﬂﬂ&rto 17. 1A BRA0G &% i 16 WhGbim RS ro ummyxa L2 pe eesaeﬁthy o 75
"’ ¢ fnyl | eur QE I produce) ahe pbmsmdnngwar@ddl tnl oanadn mg @fnpa ,amdngactumedle
a?: Sy %Odesaceth}ch ﬁ*’desfé@ ) J@ﬂ s#hi n 5“ E)é&ol 'E‘Y‘ (‘,H?CZ‘ <
d \ﬁheraﬁ-} n,R”is hyd m o L e %&di ’lﬂfﬁ ot LI 78 ¢
or fbd(me-the COfs 8% ung.s cal - an ezﬁvat cESEl'me;EréHaﬂﬁgEA dadactryl 80
i L]d rgl Ay t he | Cth'loroi(C,-l—Gs r -al kyl - CO vinbastine arfz-}siutatbo‘1 xdclwdlelsmslognb
| eur ocH: s inmesese Pr 2k 'Ieacw 4-ggippety} yinhlastine fe—3 carbox-
R m%F "*“’""":af“ il R s
fa%wahagen I n, n@&@gl x@a» Qé I prélfact &g'l a W hlonk @cd.([erT r
A roae@smérgnmcpmépalolgmgc aci esacet yI ZBOAcbrbmsoio( ;ucpm]u)g- 4al|e5k bl CO
1d ccorgxln ég’t ' e C3 (il%}%@\z(ar{] oru. ac ntnc agg \8nblagm r%téS\S'c %éceq \lrcllgbl:st:;t
C-p8 eqaibnl I n of a or %ﬁ&é a .a ?\ﬁﬁﬁ h!Yl ). Y | ag—g Iférb E@Fﬁ) ydrous eth}lamme

har maceut i cal 3gy Ml Roiadid xdaddnoﬁsl nm &al ih thelp y&r@m thweﬁe ichlafideli M
?t‘r"i"t”b at a redlplmp.hombs tcile product of |m 2!6 Ar pracesswhor ahepamermdpsactecrte

20
midyihfiy Presence of 2t PIETTHI S TR LAY o? s “’*“%Cs?.% i A PPRPRICEDUE TS a
non- ydrochl ori ﬁb@?l'ic acnd phenyl-substxtutc.d alkanoic blastme [30%4rboxhZi rgﬁlma%h qugi or
meghylrahie aci d. 30 acid, hydr3g. alk&aopra@d,elgreromquroepaﬁdpng,lﬁmﬁbeﬁxametp;elsen&e%f n‘x\etmeacess
n claimil8 V\he#.elamﬂtdh‘e Carho’r}’b acid, n aliptatig CN:hefh | car boxam de whi ch

—N-mle
| NOrOani g acid | ul PEE I 8 PRHcaUIORC # iy ic Rityr Is R %
e 0 omeeBy bl e AT . e P, S bl
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