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and ion @§changer aF%“u‘I‘ePﬁn &~ t eF BuC Pon and sa9in;§3quently washed

with water. The- wasﬁf,%gﬂe W)JZ ng of by pro&&%%s of :cal citonin
AL. The precipitated-calci tonr n M |s se tﬁeh of¥changer by
the 20 rrateral!moﬂl@&”@’?f:&%ﬁr E% gcetic acid
each ti rre30 and bei n F Pt easdh suct | on The conhined Rcetic

acid extracts areyy (508 mcem)ammzumlm calcitonin Min the form-:
of acetic acid salt - The: product gr ves ‘the water content according to KarI
Fischer: . 8% aceti ¢ acid cont ent

(gas- chr onat ographl cal I\y) Pure &M-tﬁhydmchlma .. 25..peptide content :
89.0% fluorine . omm(m oacaiate t(croded.) -0 (0204 o0 aci d anal ysi's .

(6-N-"-HO, 24h, 1100) aII a-rds in g@gg&&g{‘)_aaw{mﬁle exc_aep_t."-_-:_
tm -7

Ser,. Thr, 35(,ys \{\hi% : -) Gl

IyS|s) o "< Phe - pm' Gln Tht(tBu) = Ile - Gly -

30 W specuuwmmo%ﬁ‘a“’ .m;? %&*ﬂ“
Q

calcitoniin Mt mdry&i%)c'ﬁhmqi

58.09 of Boc- Omscey S %

3B mﬂuoroaoetate of ealclmm Masa oolourless powder '

& sgof crudgw :}nﬂuomfc}t'eme of calcitonin M obtamed under 1. i s dissolved i

. . i -
acid, ﬁlteted through a G4 glass suctioni ﬁlter, and’ precipita’
.4 5 .:nl&:ueammom"f l%aa:u‘;om " “The solution is' stirred undef nitrogen .at room 'I%m- -
ture, with the pH' value being contmuously measured with a glass electrode. etI_tlz
ly added dropwise approx. 1N ammonia- solution so that after 1,25 hours a p!
S value o?S is attairied, Within about one further hour, the pH value is raised 3 6by o
5o~ .~ the uniform addition of a further amount of -thé approx. IN' ammonia s uluglla,e
0. " whereupon the inner salt of calcitonin M commences to precxpxtate out as an insolul e
- powder.. The slow. addition of ammonia solution is ‘continued' until, in the cti»urse |
' l);;[:oroa: one further hout, the pH value has’ reached 7.6. Stirring is subsequently maTxgg )
. tained’ for 3 hours with scarcely no further change in the pH value oocu:drmg gt -
55 whole is then ‘filtered, washed with diluted ammonia of pH 7.6 and dri mlncal . 55,
vacuum, The yield is 18.9'g of a water-insoluble powder. The ‘gas-chromatograp. : o
" determination of acetic acid in a'sample thus obtained gives alvalue of 0.3 per eent‘

by welght of aeenc acxd (oorrespondmg to approx '0.17 mol%)



Gy - Thr(tBu)-Tyr(tBu) - Thr(tBu) - dn- Asp(QBu) - Phe - Asn - Lys(Boc)
- phe - H's- Thr(tBu) - Phe - Pro - dn - Thr(tBu) - Ala - Ile -3y-
Val-Ay-_Ala - Pro - NHerr]l (14 3 nm\bl) s dissolved under nitrogen in 7OIL
m of trifluoroacetic cid (85% This solution is allowed to stand for 2
hours at 30[err]. It is subsequendy 40 - stirred into 6 litres ,of o
per oxi ree ether, with good ice-coolifng. The preci prtate S 4@ firltered "
of f, h¢d with ether and dried in high vacuum There is obtained crude”
trifl acetate of calcitonin Mas a col oue powder. 2. Calcitoni n“Minner
salt 43.5¢ of crude trifluoroacet at el,rmﬁ,o;galcrtom n-M obt ai ned undergl. is

di ssol vm T r| [SMKS) cerlc acrda, TTrered [llruugllTU4 .

gl ass suction f| ?%l%m "F:E . d@ﬂﬂ%bﬁ:l@ﬁtﬁ jons: Thew

solution is stqrhuaagt ddauaenso INThydeoeRladcLbicid (3 ) t he pH val ue
bei ng contr nuGusin xsrmasdr@dfmscﬂmh' "'usanélﬂvcctloudmleolugghg sibequehip. y added :

dr opwi se Sappr 5 raefa pH Yal ue
of 5is attai aﬁgﬂb
M4l

& raised.to
6 by 50 thﬂcxht

g0
oru‘hefp:aucfttyreldbare ﬁmugtanﬂfnmtdhe appr ox. N
amoni a sol uti on gy, M ~sal t of calcitonin M comences

%W%Q&uﬁ
to precipitate out "as an rrtsol ubl-e powder ifheosll RiesiFidi 1008 °0f anmmbi a
solution is conti nued untit,;>in ‘thecourse of - GiZpinghe sy fifirt her hour, the

lue h b i
PH val ye has- reag, °§&‘ Hﬂl@ﬁé ?ﬂ’e‘ﬁrrp)Hs\e/grue'occ:Ezra_r: : ’_'-f--:.

ned for 3 hours :

with scarcely no, 'ur -.'.-'er NG whol e -
Is then fdlter )Py EE ‘&E‘ in_high
. 95 vacuLm Tfil’sc‘%nﬁsk Lrughid 1 vtla‘_’f'er-l ‘ﬁﬁ‘i‘*‘% AC &Y %

gas- chronatographlqal etérnrna .cltrc ‘acid in a'sahple t hus
obt ai ned gi ves a ye 3 :

polo) g ' ’(Rrer ght oﬁgagf.glrc acrd
(correspondlng to approx ’ .

1,490,079 - chlormecoment_ LR - O 1 cz\s&%wumm
Mtri hyd?‘bchl oride 27.3 g, 8.0 mwbl ) “of “cal ci toni n. drewp Wn) s suszﬁended
in 7000 M of t-butanoL There are added 250 m of wat 60 of O IN

hydrochl ori c aci dn(@ﬁwl%\&&ﬁc,aq&jt |)tu‘4=agmﬁsemo| ed out: tor: several inu, . d
5

the cloudy solution is: subsequentl y fittered throu.h a,G4 glass
suction filtery SEUPE A A_
of water, andm@a{,p Ispadificd 9

t'i on of

s AR £ 20 o

| yophi I sed. After equl |brat|on V\A’t h"the hum di ty Fn the at rrosphere there -
i s obtained 27.0 g of calgi Exanpled3 ochl ‘The product yi el ds the:’
f ol .owi ng anal*ycql Jortrs eI | ul ose (Merck): 10 -

Rf =0. 61 in the system ) ' T the system
114 on a¥uni n| umsm(délde)cB%c _Asn Leu S&(tBﬂ)-rThrtthe -yst¢em 30. In
t hi-n- 1 ayer. X hg(By) < g tion

di stance 15 Gl - al - el 1 ul ose

pl ates (%/St;rck) ted_» ,andltﬁe o L ﬁ;usth@Izp.ﬂ.glO I me. acetic .
aci d con¥ent (Thesolutivn e §90ingd af ice-poole andpemﬁdeﬁ%evbatmtnmment 35 '
according to R??ﬁnsﬂefemﬂmmﬂm“ﬁmﬂman%w“&. nercontent:
2.80% cal . on 2@ A Thee'-calcitonin
anhydrous tri- . The dried precxpmiﬂ obfﬁiéd)ﬁﬂaluor deﬁsmlibd@ﬂ%amlbf"__'mﬁﬁlt&% acet i C
aci d): %r] = @P&hnm >4 elass] friy spad Wmdam _ tﬁh oliow
Exanpl es. : Sy W
O fenl egungss
Pat ent Specrflmtnemwh of8];rﬂ . it 13
Mtri hydrgchl oelugj f § is- ot s;f]‘-bt

--.-t- o0 '.m'.'e.s

889(1 lﬁfsol Ill}l
30 Met - Leu s Vattaine stinded (forcd  further
- Asn - Lys(B am&msidoemvfélhm@ ridiPirger-oP : -
Thr (t Bu) -- ducmﬁb?qmﬂxﬁwd“{%; R, ()] ssol ved under ni. trogen in 70
m  of 85% 3:. Asn“—’['hr”-calc:tonm M-tiihydrochle Id"e.' 50
" The water-insoluble inner salt obtined under 2. is suspended in 80 ml ofwawr/
t-butanol (1:1). -An addition is made of 39.0 ‘ml of 0.IN.hydrochloric ‘acid, the
- whole nssntredforseveralmmutesundermmgenandﬁltered.Washm is subse- - .
_ uently repeatedly performed with a total amount of 120 ml of waner/t-bumnol '
55 ? 1:1), and lyophilisation is effected. ‘There is obtained & colourless Iyophilisate;” which 55

uilibrated with the humidity in the atmosphere. Y1e1d 3.13.g. The product elds :
e%ollcwmg analytical values af d



trifluoroacetic acid at 0, and the solution is then stirred for two hours
at 29-31. 35 The solution is poured into 600 m of ice-cooled and
peroxi-de-free—sether—wthvigorous— 35 stirring; the forned filtrate is
filtered off and dried in high vacuum 2. Asn[err]-Thr[err]-calcitonin M
inner salt The dried precipitate obtained under 1. is dissolved in 130
of water, fllteredthroughaGélgIassfrlt and precipitated with di d
amonia as follows: the 40 sol'ution is stirred under nitrogen at
tenperature,; with appr ox. 1IN anmmonia 40 solution being slowy adde .
dropwi se. The pH vilue' is eontinuougbgomred wth a gl ass el ectrode. 7The
dropwi se “addrt 1.0 £ nnner that the pH assunes a

val ueMef 5 wit hi M%&Et%@%rs% gﬁ“@meamqﬁmasm ar hour, a pH
val ue of 6 is obtained by"the ‘continued- addItIO.Bgd!fthe |4§A During this
period of _45 = 't t he,.i nper. salt cormencgé s;g% The dropwi se
addi tion 3f dilut mﬂ%%ﬁﬁ’?é"%ﬂpﬂ'ﬁonls tm that witin a
further. one hour 'mxemhi ﬁlnl&tﬁéexzdﬁn-hierak&gﬂaﬁdsoﬂeﬂtﬂtfséﬁlatbﬁ(M‘eMIdtnued
StirriRg is c opHli Iuuimicaridpacétisratiil dnfierk) P Si/cth @ud 3,5 Houis troneing dime; is 48hen per -

formed and the®esidue is well washed with water of pH 7.5 (adj usted. by
anmoni a). ;- The.residueis. s%&e f MGEeeded) i ghvacuum. 50 10
3. [err]-cal C|tonsohg/bﬁm&mtw&ltltﬁﬁﬂﬂemucaudsalt,:sd:ssolvedms mlofwater,

The wat er - i nsokbawllethmn@pd mqnwabtmhrmdnﬂnm aaﬂountsf foy 80 ni of
wat er/ t-butan . P . - ! 51 B

hydr ochl orgc a -,-ﬁ ) j ° ) ﬁ ; -- -

nltrgenané fi bf the . selatiin"gios a Yalgel 6.1 i tca Bmmimtis\n a tot aI
amount of 120 BH alue:y e @refipitin g q‘%‘ﬁtlon i s
ef fectd. Ther e - ¥ ;

equi | i braped Wi X ' ; The 20

product yiel dydplwsab@i Eg r&%aanﬁd:lgst T ag al‘hyé-salcxwmn 'M-acemte havmg a
1, 490, 079 very high degree -of purity gf"al“g with thin-layer GEEB{?P P@?‘Fﬂ%‘hromat ogr am
on cel lul ose ( *‘“ﬁ%“i’r?ﬁ’t‘ﬁg ’3?@?6%% 4 e ﬁgF'gm 45 0 55
in.the syssem TR tioayer clectrophSiisRbHisH O] W%ha&),w&o&&
Wam-

0.49 in the s snmwnrdEﬂ:ccathnde.Aceucacxdc&x t hin- Iayer

el ectrophor esi BFF céTsl |(Bast Fisehar gga oRe i ea@ntqsﬂ 17‘9% (G ®¢i d) acetic
acid buffer), 3? ; 23 X rrple 4 10
Pure Thr[eer] - cmﬁ‘&&%tvaﬁeembmkem) Lys 093 (1), Hls 095 (1), NH,10 80 3y of
crude Thr[err]34m(4¢ ); Bhet 523 46); Sers all17, (1); & 2yeProi 306 n  of

water; there |§F§§B’§dﬁéd ?%,f{%légm 4;;(% %rY’FnQ (W@tw)armunt of -
1.2 nl .of Merc Fh B4 free amine form and
t he pH val'ue of - t he s0l utlon mcreae&ﬁmemthe OI’IgI nal . 4.6t0 6.1."

Stirring j_s mai ntfal ned for _a fur]ther roomtenperature

in the collrse o Tﬁ-?he- A%m e. pH ¥15 of
the solution attalns a Vva ug_egx_A Br 30 minutes
at this pH value: the preC|p|_aean : '-
filtered of f wthi?

peptide if® th\gt;f}

m xture, whil sgist 5 G, Af ¢ '
heating at 60[mluu'pn :sd:ftjwfatdnd Mt%cmnumde%%tbstpn : ) istpmxpam d

oo 20, B ﬁﬁ%mmﬁ%%mﬁ@%ﬁy vl

with thin-I ayeélm&\_ mm:tgpgr 'me:eseinhy O iPpuif &Bby ﬁy:smm
Rf =0.49 on al gfrmmem

n
of b In
thin-layer ele oggml nsegﬂ‘ ’whgﬁx . g"ﬁ'ﬂl: o grates
4.4 25 om t oVge ghout msttsmng it-for & 50

(gas- chromat ogtoathﬂz;h nmeltparmueat Bﬁ’meaéﬂ@ﬁhelﬁr&:ﬁwfanﬂl tration);
pepti de cont enthe igm cabsequently Waghed with76 nm
[err]=1560 (c—gzm % eRRAgET of 87.4%.
Mol ar ‘amisfo ac st IwWRh @ egceﬁcqha - 98 2.Asn?e.24 hasirs,
110[err]) (ted'I'haHahmnim"M thefiont of e hlglﬂplﬁﬁ./(l); 0.95 (1); NHerr]:

30 3.40 (4); Asp %&0?1 =0133; - 523(6) Ser: 1.17 (1); An: 2.02 (2):
Pro: 2.06 (2);d yP*3 2147A|a--2n,gg,g%) 1/2(q/s)[err]- 2.13 (2); Val:

1 (refer ®oce val ue) Pure calmomn M (acetate) 60
_ 110 mg of crude calcitonin M-acetate is dissolved in § ml of water, and to



Met: 1.07(1); Leu: 1.82(2); Tyr: 0.99 (1; Phe: 3.06(3). Exanple 5 35
Cys-Ad y- Asn- Leu- Ser - Thr - Cys- Met - Leu- @ y- Thr - Leu- Thr - A n- Asp- PheAsn- Lys-
35- Phe-Hi-s~Fhr - Phe- Pr ow-G-n-Thr-Asn-Thr-G y-Val -G y- Al a- Pro- NH,_ Acetate
Leu[err]-Asn[err]-Thr[err]- cal tonin Macetate) 170 ng of '

Boc- Cys-@ y-Asn-Leu - Ser(tBu) -Thr(tBu) -Cys - Met- Leu- Ay Thr(tBu)
r(tBu)-A@n- Asp(Q:Bu) - Phe-Asn -Lys(Boc)y - 40 ° ° Phe- His.
) - Phe-Pro - Gn -.Thr(tBu) -Asn - Thr(tBu) - dy - Val -
. a- Pro-NH2 is dissolved in 5 m of 90% tri f | uor oaceti-cacid,
and t selution js left t O stand f 490079 i nutes at - 250 t he : -'8;.-
peptide-trifl Ut Galtih dliett is SddRl 6rciBtiwi t e S0 ea 1T 1
filtered of f witMerckion exglmnger NosHI mﬁ&nﬁnﬁl&gﬁf YH Chiive S ged in 1%/
acetic acid. Tj _Pﬁ?%n@%‘:f‘ﬂ E‘@r@%ﬁﬂ%u@bﬂlm commmena$. Afer edn-i on 45 -
cher (weakly R¥3dnd Tar afg. P Pﬂ'tee?f%t‘#mfe%eftlmamd “and -

t he 45 eluate'(‘hb ' : rlfléd by

di ssolving it Y ction; the \esiduy is( mbbeqientyhea &Q
portionw se, Wetlleot: 'f . 10f: gxchanger Sy _ad@pothmem @O%I\mmd(aadan exchdn

No. || (w@akly;:gsgda Wit & GRE X &y YN@ of the Tﬂ,
sol ution sl ow ' of codieipaid ¥ "?,beme bout 1%6. 7.
the free.pepti : Stlrrtngls carried out for:a

50tota| of2ho:-'"-- , htlrreapHvaIueof71|sreached The -
% & o1 iscﬂf f&mi: o u&& heriB SH S Ll b suct on,

t he i on exchan' pudet i 'fpreapitaddheaeﬁﬂertsﬁltf err}'C o
Filtration un (TS A Squou aglurion of @ selt yi M&Pﬁ%%aﬂlum;sf'thashed W|th '
90% acetic acid anmdogéb' §aﬂl"‘ _"aﬁ I usef BBk Asn[err]
55 Thr[erf] - ot A gh, purt: ;;DC
(10 A) =0. 33; -t%§£~ : '._ msn = .
Pure cal citoni : | el ng of . cr ude :
cal ci tonin Ma:gpaera‘hgffmdeﬁnasol vegl i ?ﬁ‘P“?”W caletogin, o "ol ut i on
there i s?hdded pdrF FUhaterk 'isbdrstdmtloflg 2. 0. -

of Merck-ion ggCh idsrhgve; tiognsreplaced, - t he pH

val ue of the dodeisb isd, €ases 10 0.0, - arrdthe: > 8 } H# cal ci'tonin
cormence?ﬂ Aiter SCBmes dceondily. tclaint 1 Nohefin the Sl W{,ﬂ g,a &ige pH val ue of:
the m xtUre fou d&ﬁ._ ey 8t the. calcitonin pepHdes mentidaetbin phind @ 4Nt t herg. -

subsequerit|y

5 The ion- exc AT e hithe o ol Sha i iratt et Lr-SeArting anagerial use ..‘.'asal;g’éa:her fil tered
of f with suction 'pmsraas'-:%;% @ﬁ% Sttt dodh-ter, and the
peptide js di s%@mmmmmmemwnmmﬁw Re AaHITTON S © warm -90%
acetic atld. FEj t?;r ""W. ' {08 of Elaims i~ pbctﬁorthaethrﬁngndau&hb reggdue

-is then.washed @ 0 ".‘iﬂeg‘l@

e - sﬁuel I'i sed _There is thus
obt ai ned cal mmdmtheihbmpepﬁaﬁnd}:m Firifluoroacehits ariing o

ical data

t her eof @orreSJO esarding fto et |Clapiol B-t-s,cvﬂneﬁhdhd HlarfiigomEonl usdd  VWHAT VIE -
CLAIM mn 't“”fﬁ't."lj’g; "peation of S’ ,”nt hetically. 'producqal -
peptides Of t Ipel th Wehokbledtiic banes is attained DY oF | e'__' hs15Y; fd®€ having.. .an
i solectric powntnong:nx:hadaabe@wset hé. pH". ' s...oP-5 ter 10, where| n
the cal cjst oni - PW g ekl médsnis &s-m,mmmadﬁﬁnh(tfomﬁpaeptl de) from
an aqueous sol Py Jpcanscof an iasacig or hﬂgﬂf.- of whe pH

to the isoel eﬁerplfﬁoﬂﬁmc&ﬁ“"'j@&' '- B e T frdacrel tgyadjustraeat of - - o1 (J ng to .
claim 1, whereinl4 Roces accoiding tﬂaﬁyaﬁnea?" lJ-SO,GEv__ th@ﬁd;&gnmtof cal eitonin
M thepls to the isoelectric }'angelsattamedbymeqp.sqfanmexchanger .
20 3 . Proce5§,n' %% g1t i 13, b '_FFetH‘iEPdSt’h#PM from dhsi al iosed i's

asalt of a hybrldmfces SUREREN of Faliobind] agﬂg hg.amno acids .
have been rep ehthb Oﬂggl ds pr esent in the corres’]oonés ng- posi tions -

of porcisge calci: %F ﬁﬁ&mmgmﬂmmmm 4. Process - -
according to claim PFFPYTHEnS onpipmg, g calcktpnin pe-glaited dyClai 16. sal t &f 25 a

hybrid of _cal citonin- i n-whi chasmegoiMpay e of the-anmino acid have: been o
repaced by am no- aci: ds present @:rterthumtrAgmmndl ng pOS{tl ons of sal mon
cal ci ton| n as herei nbefore def LERE ngh Holl R I S

“London WC1V 7LH | b
Printed for Her Majesty’s Stationery Office; b 'hg'-'Couner Press, Leamt ton Spa, 1977 .

Publlshed by The Patent Office, 25 Southamp{tm Buildings, London, WC IAY from .
", which copies may be obtamed .




5. Procegs~according to claim1, wherein the star material used is a salt
of a 30 --)_ desam no[err] deri vat ive of any of the calcitonin peptides-
ment i one cd ai ns, 2 to 4. ' 30 6. Proh&®graccording to claiml, wheregn

the start n mat e | e any of
he cal ci Loni 1 popNa ears Aaad ﬁ‘%"nﬁﬁ‘*mﬂ%&n IS o ng @

to any one-of cl ai spiutdn Ggcrenseerocé.6) dnhehesprgaipna Afterhednd npur e

peptide in th forﬁﬂ‘o';ﬂ; /2% FORf myar%am@uaef the “!!g“fe increases further 5
Process accor@ing ,ﬁ%ﬁﬂ% RieNart Men SRk BitkddBéee" | @l
35 used is the inpuwhk spciph; G resiub %Pkﬂgm% o&ﬂu@,rmaeme tdé GCESS

according to any odlewmd @ltalwﬁexmm tbmedd!ﬁoamﬁ? aggided i s

the inmpure pept i deF! mgﬁg“d d| nglo

to one of Cains 1; lthbse b5
i npure peptide in k‘hﬁ:pieOImo

40 11. Process accordj CI ains 1-10, wherein the adust ment of

the or an organl c aC| rod

T2 Processisacco M m%maaﬁmwxw% of 15

t he pH 45 to w someel()guhcmmthmgmmna:epﬁdbéammtw :

i norganic acid or %) fFpm-anAqueous so ‘ﬂlﬁ?& %@MM&‘I‘E’B‘”&hV%e of
nge s m A

Cdains 1-11, whereP tg |m1emhq;,ﬁrwe S

acet ate

attai ned by means eﬂm@ahlmus a oNi a. 147 "Process accordr n of20
d ains 1-10, wherei n BhBroastj Obimtlhvhwm fiebe i s
attai ned by neans Bf hy one or more ""gg ‘; bttt ng to
Claim 13, wherei n s separa e&“f“%"““"? I on exchanger by
conversion i o a V\g;e.r e iot;llm:ﬁa wmﬁnm rhdnezialpused fsiacaliobn of25
calcitonins, as chpaybrdopfi @Mll\ﬁ?ﬂlw ebrmeas pmise Y

17. Cal ci tonins puEIZ’f dﬁ@‘gg&_ mﬁ@swn’ %mﬂg"@cmaal ns.
55 ak.Brocess do&admg%ew atwm&mmwmwmmmmm as
clainmed in CIiQr m 1@esamino® derivative of any &f5the\Bilkiir g m&(ﬁ":\ gent®
Northunberl and Hou Her
R, %ﬁm ”’m“f”‘“ﬁ”‘""m i
Publ i shed by The Pat%p@e@qmd London, WC2A 1AY,
from 8 . Process accordidg Oy (}mgofCla:ms 1—6, w theslarungmamal 35

8 the solutlonther“ﬁdss‘h%t’a’aé‘a F“t Q
stirring, 1.0 m o ,Em lﬂ’“&ﬂ%@%w rlng

this tinme, the pH val mmmﬁodsh&o b loxenofi Cladihe 356, SwHeminGthé starsing mbtiardal used
pr eci pltatIOI’mef C 3 th¢ imppyic peptiderimyhe e@‘)&ﬁ cop- u i room40
femperature! the okl SIS b i i B bl
and renai ns consta mwdo,mmc

5 The ion exchanger amz Mspeeetdingltéadeeﬁcbmqstlr-elo whemﬁendmsogeatﬁehepﬂl tered
of f with suct¥on; thehed %’% of, g8 dppsgan ¢t he 45
peptide is di ssol % “8 warm 90%

acetic acid. Flltrathnm&e fodbedin dn?oﬁg maﬁﬁr mﬂmxamstdhmaafdue is
t hen washed w th QGMﬂDmmemdwiqmgauam exghangener e |ﬁ°&’a{hgs

obt ai ned cal Pt oni n_M&c %‘P‘E% g{z P%deaﬁml
thereof correspond ‘¥67E T“’iﬁﬁ““g” Eﬁ g:@m&&@‘aﬂﬂlﬁaﬂdas\%-r VE
CLAIMIS. - 1. Pr OC&ﬁBedf@&hetmemﬂ&rl ficat | on of synt heti cal | y produced

peptides of the cal ci t1rGaisitdrins purified gaoerdipgto gws. havj ng an
i soel ectric pdint whi ¢f FharopespsabpreRaptions cputaingug ‘\/‘éﬁlﬁ‘e’é"% iﬁger ei >

the cal citonin-peptide is precipitatedaggrtdgmMrayer salt (free pept I de)
from an aqueous solution of a salt vm(mhrtmmhﬁenm\gdnases by adj ustnent of the

pH to the isoelectric range as herei . 2. Process according
to claim1, wherein the starting nate (ﬁon ?ﬁ&salt of 20
calcitonin M

20 3. Process accor diif 5&35ﬁh’éﬁ@ﬂ&%‘c@”ﬁ%ﬁhﬁn&ﬁéﬁ“@I”ﬁiﬁ.&% KA abmused is a

salt of a hybrid of calcitonin M i mhiythiogiéds mant obsinedpr e of the ani no aci ds
have been replaced by am no acids present—in the correspondi ng positions of

i al ot an N




as hereinbefore defined. 25 4. Process according to claim1
wherein the starting material used Is a salt of 25 a hybrid of calcitonin
Min which one or nore of the am no acids have been replaced by am no acids
present in the correspondi ng positions of salnon cacitonin as herei nbefore
defined. 5. Process according to claim1, wherein the starting materi al
used is a salt of a 30 desam no[err] derivative of any of the
calcitonin peptides nmentioned in claims 2 to 4. 30 6. Process according to
claim1l1, wherein the starting material used is a salt of an N acyl
derivative of any of the calcitonin peptides nentioned in claim 2 to 4. 7.
Process according to any one of clains 1-6, wherein the starting materi al
used is the inpure peptide in the formof a salt with a hydrohalic acid. 35
8. Process according to any one of Clainms 1-6, wherein the starting

mat eri al 35 used is the inpure peptide in the formof a hydrochloride. 9.
Process according to any one of Clains 1-6, wherein the starting materi al
used is the inmpure peptide in the formof trifluoroacetate. 10. Process
according to one of Clains 1-6, wherein the starting material used 40

is the inpure peptide in the formof acetate.

40 11. Process according to one of Clains 1-10, wherein the adjustnent of
the pHto the isoelectric range is attained by nmeans of an inorganic acid
or inorganic base, or an organic acid or an organic base. 12. Process
according to one of clainms 1-10, wherein the adjustnment of the pH 45

to the isoelectric range is attained by neans of an inorganic acid or

i norgani c base. 45 13. Process according to any one of Clains 1-11,
wherein the adjustnment of the pHto the isoelectric range is attai ned by
means of aqueous ammoni a. 14. Process according to any one of Cains 1-10,
wherein the adjustnent of the pHto the isoelectric range is attained by
means of an ion exchanger. 50 15. Process according to Claim13,
wherein the peptide is separated fromthe 50 ion exchanger by conversion
into a water-soluble salt. 16. Process for the purification of calcitonins,
as clainmed in claiml, and as des- cribed in the Exanples. 17. Calcitonins
purified according to the process of the preceding Cains. 55 18.
Phar maceuti cal preparations containing a calcitonin as clained in C aim16.
55 ABEL & | MRAY Chartered Patent Agents Northunberl and House 303/306 High
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