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Val - adidsSé s hydro c md Vior ex -salt with hea mgmicdhwe \stich | aism&hﬂg of pr ot ect ed

di ﬁz@phydtodﬂonc or hydrobromic adid, pu'Chﬁ'IBU amine; procain, dlbenzylanune, or anothu' ter- - tjde ester

hydr o&cdr it @ywwﬁ _sglph aﬁsrpho%; “”Y“mgenb“se' 25 M||1P5rm|f; of BOC
T

.'pD.P oncams,oro hlb@ ?fﬂlca 70
Al a - 2“55’ : mmc’ ) byl::h'ﬂtSdescubed by M. ma AI n thexsystem
10245dms ta terasmc,h dﬂw 1¢ryChemGS 80@ﬂ3lands@5( SR val ue

of 0. déyg e%thb zoic, cphe :g% ple, glutamic d-a-cali:p;qvhq_y.gq Bm) - Pro

= Val roxybmzmc, amhc, e—y—benst& ée‘;g@l ﬂf\r g - Pro:- Val

, sahcyhc, 4-anunosah-
.pH%ﬁ ybRtigicPr DadeloBbenzoic, ammonia or anl yhipd e.Tyr . Pr 0 -

a éﬁsgﬁlﬁ é‘%hanes h ﬁg s;r;%) ofculgr, Tatig f@fex@: e (515

under €4} i “g‘ﬁ yit E Vg a gfén and 6 8 n

of 2.3 P eﬁﬂﬁ,ﬁ rgﬂexed *‘fvmth 80

ng of - The_p ofctﬂeqmsmtauvenhonsorh mh;edmdnuhy bomide :in

di &y cHhsinenbys mcomplmg?d‘%ge:ﬁt@hﬂé u'ﬁld and %gﬁgy tgrdaay becyloey (r!ﬁqnutses in the
B B0 of utical m fgﬁ%o mde gy

: s*'. comﬁa&ﬂﬁcgam%ladﬂ- the Glymers -can' be @ynth he. bat his

al | ows:dctxonmth aaqrgamcmnnorgm nﬂay@t— imgthpdschmorfn intneptakl cbdnfxsua rbhe fr I tr ate

odiimid od

20 o e renaior Bl - GUpe i mog‘_ é&léb@ﬁh‘tde@ dryness
underoel’%'t"dmn 4 Swith the ypeptldes, - The <once: Hafl %19,
d| cycfoﬁhﬂxﬁpleu:caﬁe, gmcofsa, sodium ' chiofigd, d pRarmicegiedl I"prcpawjdnb eﬁdsgmp Z Ar g C]—l is

starches (naghepium tﬂ% ‘lb!lt'mo ﬂlsragletconcsﬂed anddprsghel ved in 17 m
of G%I ?Pé"tﬂ’;‘?’lwlnﬂ?ﬂ‘ﬂse g“ms’ poly °‘éc?”5‘i"’f"§t°§6hevﬁ YRen e, p yphodldet-ate. . Yiel d:
mxed with 17 ml of chloroform and cool ed 880 ng of crude protected
t etracosapepti de to O[err] C 4.5 g of Dicyclohexyl carbodiimn de
ester which is still contamnated with starting are stirred. in and then 52

m of chloroform 85 maiierlal |t |s purlfled by counter - current als-

o |____ o e - o, ~r- a1



chl orof orm + carbon tetrachl ori de+net hanol vacuum The residue is
triturated with 100 +buffer. (5:2:8:4) over 550 stages. (Buffer ni
of water, and the insoluble urea deriva- = 28.5 m of glacial acid
+ 19. 750 _of fTve suctrtoned off and washed with water and 90 ~
sodi um dcetate per litre of water) . chl orof orm The aqueous phase
S separated 30 Fromfractions 69-90 there are obtained washed
three tires with chloroformand con- 400 ng of pure protected D -
Ala[err] centrated under vacuum - Thglsgsgentrat ed 5

corticot I’,;‘.Opl nter FI ary DUT%fhl est er. [err = olSOI utron 1S T I ] tetroed 10
e aratxons I
t hrough 300 ni. ofbe in the prep i tf rif ( % mgﬁm’ 4] THES

ultra- litd® lv Jﬁe&ﬂﬂ :%%Sea Sl
RetiCeOIEPHd

aT wr th a carrier suf - for: veteri-
vi ol et specfr UM Of cats -n&ﬁﬁshat e-of the peptide

derivativesds: &l (paston ®5wms,rfertdxm,|1@—§@mtm it Gotlowies FakualtsSETR the s

with watér.: The ’éliﬁé‘tpres xlr:n(?elnl ected fract ogi’:;&m%ﬁ%%an%w ﬁé% 283

[err] veterinary - Prep &hﬁ'ﬁ doflprist

(=9600) . « peptides of the present invention er- their gramin the system 102, - T _
pure fractions (Rf=0. 35) are conbi ned and evaporated into to .- 100 6'.
D- Ala- Tyr -- Ser - -du.- Hs -, dryness under vaicuum ~ Yield.

10. 29 (=97% Phe W"@m“#ry HwWater o f theory)
poyr at edof heojy . 101g(0 , 403c \éﬂm‘y ama mcdholLl-Ys%pmpa&ﬁg-wat&A‘rg - :

Pro - Val - Lys =-Val - Tyr . Pro - (100:40:553. H Ar g- Ar g- Pr o-. QtBu
OH, 6. CH err].CQoH (D - Alas[errfj2 ?W;%glacmwwecwmmz Arg- Ar g- Pr.o- at Bu
diacetate are corticotropin = ;4  ethy! ace )+ yridine + glaciak acedlYgllqagenated in 25

m of nmethanolgg n'the =~ 105 ™ water (62: :pyre protected 24 peptide-
derivative 1is presence,,of 820 mgbtudnol]iﬁ%x +gledielinacerivaracid45  convert ed
into the pure tetracosapepti de haxa- Wat“ (30: 3 él’z’f)lt at st filtered off
the filtrate acetat e wirh 9% t L EFES -

evaporat €d to siryness and the raai dLHﬁxyl E@tate+n—butanol+pyrﬁlﬁﬁﬂ-bﬁda1l n Exarrpl e 1;
its thin-layer chromato- get her wiaottic Jacidit-weter (80148t Hyl2mfPne, di ssol ved.

gram on & um na di [ in 28 m of
di et hyl f or mam delrﬁelo eélsa%{]’;uthlg%n&i%l ‘)‘%é g&mmgfn the Saffran test: the

pepti de ’dISp| ays is kept at’ O[err]C ancZ-*erelwb@m as it is for the

50 a hi gh ACT ctivity. . tBu_teﬂ W of the o
nonapepti de defivative. - EXAMPLE 3 m?’ - Pro- a Bu .

4. Z:Lys$(BOC) - Pro- Val --dy - Lys - 5 35 g of Z-Arg-OH and 5 g of
proline (BOCO) - Lys(BOC) MLQ 1+ Arg - Pro 2 tmlat-yemhtymkyﬁarbdmﬁyl Destseryl <
hydrochl eri de areg Butgfngrt’m L - tyrosyl - L - seryl - metluomne 115
55 pended at roonh er Th 7(})n1 i abg & ‘hyl’e“er Qe Qf 7 2o

Lys(BOC) + Pro - VR'solunon of 10.5 bwtnencotalmgeﬂt@rm LA > i
Ay - Lys( BOC) 40- l.iL)BQ( ZN-s hgrlrds de| @uﬁen 70°c in laonixmmdasmm oaddelaehdtramd
: w to

the mixture is h e@’cPf %‘E’&hﬁf?ﬂﬁﬂql‘h A
50[err] C* the st @ m ”g?ﬁlpf%ﬁ? % 2 fAG18are
di ssol ved in 44- Gn 36UTRI Bﬂxﬁ&haaom&\/\tnﬁ-ryb nmepsroxaﬁ¢ <ooled to —5°C 75
absol ut e «di netﬁylrédua;gwcth?;mchﬁngﬂw @%r;ﬁeg:lczgggg;nof eg(ﬂbmttnnlsmf ﬂggloég
hours the batch g visiy (;‘1%50 rrj
oot ou € SSRGS IR AR ] B
N-sodiumnitrite aHﬁthEN-m?drMbﬂc add adofreed from TS 1 oft Glicial @éeticlncid) are @dded and 80

are added, andot m,etlt@mlewet wcyupprag. h‘bﬁ Ibq BF ffbﬁr reacmh de
is dried . extract E‘m Is cov H’iﬂxfg} Z%L&C 5@%&%

H Arg- Arg- Pro-Q tb%stzi na%éﬂ 1&6‘ @ethyll 1 ram Hg pressure. The residue is taken up
1,119, 358 acetate phase is quickly separated repeatedly  in ethyBacetate, the solution wavﬂad)laeo‘lfs 85

kept over ni ght f’at"’*’@’[e W’F‘?@at“fﬂ% s?ﬁ“gﬁ%"ﬂ soljg i i a5idd N-tedivpy picgrat e
evaporated to The r&tmg oi ga v@“ﬁle' | ?ﬁia%il nf@d&‘ﬁn@v@ﬁr&m& :Fl

dryness. The evaphunsHyliai dnCbdidgUpnsted with|d il edthier the res1due nnnsaﬁﬂdttliem'r %eflue
triturated wit h agpime rof tvaatef o OFC. \Witlh: elﬁﬁ stulhtmeﬂgn ethar n Qi r 90

l:gugtSer current (ﬁféiée%i%”mﬂ:irmm “§ c&'fﬂ ]QM%@;? ”ﬁg@j %56_ :

acet at e and accci&]da°ﬁg-9tlo+(i:r eu=g ldneznterl.?m:ccsd-agass iha mltmzmg Rf values: Rf-ml9<ed

with "Amberl i tg' llll&RAﬂa E&?}f%@  rpAueth | gh ! bpagbn (O s r a@ht‘-‘&ﬂ?de”
(5:2) - BN it %ne i ons Tar "I'onger be:
+met hanol +0. 5 rml ar aqueous anmoni um identified. The i on

exchange,resin is then acetate solution (2: 1)= 1.1; phase volune 70

suctioned off, the filtrate extracted with 2X 3 m. The crude product is
di ssolved in 15 10 100 m of ethyl acetate, and the organic phase
m of ‘upper and Iower phase and the soI utlon |s extract ed twr ce

o o " 4 — o Y



The conbi ned aqueous solutions are evaporated tribution apparatus.

Fractions 46 to 55 con- to dryness under vacuum the residue

di ssolved tain the pure protected nonadecapeptide ester 75 in
7.3 chlorof ormFmethanol',” chromat 6-  (di STribution nunber K=0.7), accgrdrng
to 15 graphed on 200 g of silica gel, and eluted its thin-1ayer
chromatogramon-silica gel it is with 600 mM of the above
chloroform+r wunitary (Rf[err]=0.42). met hanol mi xture and“with
4006 M of netha- : nb,ll1,9,3153) yi el d 4. 56 g of the protected nonapep-
7. H -aD- Ser_ - J!yéréwser - yl - du iyl L ylalantgldl? Trlvatlve (as t he
di acet te}f“%ﬁi ; “Phe L - ro -

20 tarylg.g,éﬁf:_lng tsew?"{s t'ﬁﬁﬁrﬁmyer 1 Ti% I 1;, 1- L‘{/D Lys -
AKg - Pr selutioh,of 12 g (20 millimolsyysfas-( Rf =L 35y1| n gtykye -

hexdac g@rat l@tyloxycarbonyl -'D-s'---sayl =L - . carbonyl: -_.-L--- lysyl - temary butyloxy— el

sol ut i gly - g'é gf' “ Qﬁgd noi?gl’;‘l’nyl - L- lgfyl - a’gﬁylm%s(ﬁoc) Pro -
nyl: - y) =yl

Val - &t (. %ofh m ath ﬂiﬁﬁter byl iS.

(BOC?’ to myﬂ(aB temprggure. A)ﬂt ‘3 hoRrso - Lactytosyd -abl-dprolmek&ﬁaryfboﬂyl one houy at

22| | % itated crystalline hy e “Aé tat ester : t hen

725 g of terti Butyl ]t
evapor dtﬁz .B%g%h Vi |18n ofs 600 ng of
t he abawe482013 a%a ? MEllation %Ina &ﬁylaq+ Qv Iég | I giutaugr-O- ¥

pept i detigel atalshve 1531012::]11‘:‘\— of.3tret Hanbbtidyk- L ag@ﬂtlaayl -ohs agingl + enoved on a

| dPm1ofc=l in methanol). Acco akl
basi ¢ 1 %@%ﬁe bm} ni?,lbo?yl&_ PRRLS 1@{;:&;{’5' 1‘152‘7&{?_mﬁha?‘§oa| Y

rC - lyevl
When the’ absorp>’. in’the acetate fosm- g'[;hﬁ 2 l-zed 90 #ion

of hydﬂoag #ngyllg@ - sﬁ%l y%ygsyh smm%ﬁ%my%mghmge I%Of ‘the free.
nonggeca - P rrated to ,tide
in f m;&iﬂ”% cg‘fpgﬁénﬁﬁgﬂ POl Satyt -?‘Iy 3}03 it ergsvacuum
Yield: 5 e glyclaper - eltamt bmjlkme r()thdu &r, stiHEH0

96% of tm@%ri(gr)lv_uﬁqg ”Fg%m@u %fm?g,ﬁégﬂ of/§0 % spyridin (SQ}T efe hopmyptati.on) rieveal s
thepr bining, @Ay B e hﬂ%ﬁgﬁt’ﬁ% A ram to be

uni tar yendddr av “chngn dISthHlaﬂﬂinhyB fve hours later Q8 gon t he
yst emnfo n;le and mixed at this tempey andemtot disyclobexplckatbodiimsde| xelaga corticot rop| n

6 allowed t t
t r avel q %@ 1c§ic 5 sﬁdrgm &Eol r?lgoﬁta;g ?ﬁ Wspr 1tateg iC 101'@
Hydl‘36)C pped in at —~8°C and the batchis uera is filt@EH @u&ﬂg ﬁﬁ X Rf [er r] =0. 50)
t he pr smbuat to react for 25 mmum3ﬁo—lrgoofreatﬂm pamaﬁe@tdmﬂmﬁiemmvaua:gee %ce- is

| i kews F8°€.odmnthe ts @n‘?ﬂms l}: et of ethyl acemte (1 77 g) tBe dyddt ai ned dhder

(a) ar v, é‘T a ong €ft*t | :"_" ” ﬁln the 100 -
m aj %ﬁ%ﬁ*@ﬁyl b%ﬁ@ Y{sea irfi0 Tedd MazRY ER -—KE oegzg tivity of

D Ser | glggls}x -Ragent 1%;5}@ No. d292 957] mrg (didmeey rmgtépmh%igtph;mbm)edcﬁor gheri- TOe sol uti on
is tropnoiy i) gtion ty gF the grotected cosapepy ey apor.at ed
oo Bl O e LA TR TP St (o

L- au nﬂmeOC—tetrapepnde ‘azide! i© fikroduigdd dllenQd: as ean&;ymgﬁlmgmplsy fend 6fr  aci ds,

E."*‘

sever atvhcﬂmsnrsd Lfmdeme bpuhl - 193€ LAt @0%4 Efrtiary_[b@anol contalmng increasliige 105 enpvie t he

excess r’% 3% : a;r overnight ag propmﬂfc;x;sm cracid. é\:tp:lrt from - 105
. 0 .. -

chl ori ggiet ﬂ QJnQ eadtion ts‘ﬁﬁrﬁn, el Ur r'\ﬁ?lth %l = Lys(BOC) -

Val 45 filyfed-off and the reshfiing aeteiion r&mcemhemwpobuthmzma@ﬁcepﬁddje@b ro- Pro -

Ot Bu trated to a small yolymeyi %v i Weﬁ aﬁn% which i .14 g

(6. 75 ipita I‘ﬁﬁm i nmm}: the sysy&l% s. tgﬁe ne o

pept i diyde xid€ lsolifion, _oﬁeﬂ ﬁiﬁ 3&& Pauly, Remdel—Hoppe or nmh ydrin re- - .

Tyr 59 httugral - witk Batex["pﬁ:f , tlfer;r arexagmt, f—fpilﬁi) [a]n=49°:t2° (c—0626in BOC - D - Ser

G u(@:%ﬁ)} n°n gf}m '283 ser%gug\lglu % sgge di ssoﬁ’/ed in
decap eptxde tmg at ﬁssc ﬁéi: Ranc 3&' Try :

d| rrsi heftidaoTheahincleyer chrpgha lga 15 (BOC) “x

Lys( Bcﬁe mpt(l))tgr :Egmsm anf’laullm 1 6:.ltld Herﬁéﬁusgy& -Cér t&:ﬂ% 1- -L J’ Ol :
Pro - u%él-Hoppe reagents,  Rf;,=0.2 and - _ PO ]gst er are é’;ldded
After ﬁﬂ°1£b5 {alp=—16°+1°. (c—oiﬁﬂsovg of &jpe»phybevgydybnapeplpsyne Tester’ hours at

r oof9 t pymidiselat ur e the reaction mix- .prolyl - L valyhéfbgéhllorga% -are di ssol ved

|n22n1 el d. by -di sl ute 7
pyridi ne La.nagdg;l qucﬁ%ngpﬂ?e el yof of- %ﬁwylx, QG

eran gl ution is
washed  (y - tertiary butylBOC - glﬁiamylSeE -- Tyacetate Ser -

olini
t - u- wth 50 nk of

water, then with 4X25 m of (&Bu) - Hs - Phe - Arg - Try -
Ay - OH nolar potassium carbonate solution and with 120 «(see
Exanple 1). The mixture is stirred 2X25 m of water. The ethyl acet ate
| ayer under nitrogen until all has dissolved. 100 is then :

cool ed to O[err] C and extract ed with 60 ng of Dicyclohexyl
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The protected hexapeptide ester is obtained acetone, dinethylfornmam de and

I nsol uble in I n powder formby diluting the concentrated ethyl

acetate, ether and petrol eum et her. 65, solution with dry ethyl

ether. Yi e|a 97% of "~ theory. Accor di n ng to its thin-layer chromato-

(b) I\/bnoacetate*S gramon silica gel the product is unitary in 2.5 ¢
(2.52 MIlinols) of the above pro-- the foll owi ng solvent systens:
tected hexapépude ester are hydrogenated in Met hanol

Rf =0. 97 gl aci al acetic aci d+wat er (4 1)111&3i3ne pres- 7

chl or of or m+methano| 95 = ce of ?ueg ad| u
if
charcoal . The 70,505 & %é:g T ool s S o o

of hydroqen Qease&nﬂ@ 30 oﬁfe@ a high Rk umand the resi-

crystalline; rrehmtsesadt roo’dheampa'ataiey%e trifluérod ttmeexbstamieﬁ frdne mthiriol. Jliedd: 2.01
evapor - ih a 5 off Rrotacteg ok ‘ﬂﬁkﬂz\fﬂ? fium
at a bath teﬁ’per at aﬁ%;mo WI’ 5‘ m}ﬁ%et%ﬂ) in- om:to-
40[err] C and the petr dmrm &{ussr& Ll 18 gramlasE ﬂfu@ﬁﬂ Bgﬂgelconmms
hydr oxi de under a diss duammmddmmﬂmdachta?e&d- gthe fplowing Rf values: -

(=100% of t heorlf) Yeredgito column (b) 7.61 g (10 _g.

M1 linols) of the 55&@093,9,% ﬁ;ordlchﬂ&of&rm. thin-layer” |
chromato- 15 pepteetheos@dpeide; HRis, Luﬁﬂxmlc) - "ValmethanoD9 :ajn T#M- Pr e

- OBu are dissol \Iﬁéq-rﬁiﬁlﬁd (C-Olmenc oetird re:‘/real S vhe foI I ovm N Remdel
of di net hyl f &r n¥mi nd_l1.4 Nt -
Rei ndel - Hoppe reagﬁﬁg lm e hy N ne zli’Fug ;g% m%%%q%ﬂ fure s I(’:O(t)al(%

on silica gek pl at)e.§283m$ys:t=83m)aﬂhissr 0 -10[err]C-and m xed. W|th
4.73 g (12 mII|-

3 et gse & or &ggé 50“&2@ Twol E -oMet -
car bobenzoxy - r

accord- 3. Nerr ]trapmg %ﬂ b bs%lﬂg* E% I'thie es lhier%b&l; §wthheanE§\lgz€E§’
Rec. Chim Trav. Fﬂagleguﬁaswﬁdmspm}gged - oxycar behyf methanol, the rmlhtmnns cooled B83
(1962)]. The*reaction mxturg sgon turns - 2680 (FAPsTalE Py 073 ml
N[ err]-tertiary,out Ygocss BRI | od and i s YoREA %@ﬁ °‘f§a§r°°m
passed oxycar bonyl 5 Lg- oo mm (' RaiRdinasr o5l g rﬂﬁk, vIrHiItE reiii@itdﬂé. K08 batcﬂhe
di ssol ution of t henleqftvener ateomm wlﬂshz I@dﬁ%nﬁﬂx-Spedhlﬁtfpdcmﬂﬁ BrmiNg wa@@h Tur8eostirr

and the coupling tZke ? ogz,f W I%EIHQ%m €go
usual manner. g chﬂﬂalyu fﬁ‘g&j"ﬂgﬁ@ @%ﬁ@' S I:io?v?f |

aci di fy the ‘al kal itaeh rxeaMwemrto&edcutférom @ours at plﬁsphdrasCI:dntbﬂldHMa
water to rendve- tIﬂé°CtV~1héstbw wlltwned HEre zedstion Hmhm 8 atl‘@ !’@t

i ety for mam do ST ARSI R L +eﬁé‘f°1f& gt o
nore extracted %0 is trafed !l 4f & eﬁffx ac&e cmm
et her, washed w't Wammerrharudncehuaedi soluuon Isrﬁmt | @ siligat aﬂm&%llowixgrki: valgds Clare

sol ution and, and ‘ﬂ'i‘yéﬁqeiawe@ lic ti?“%ﬁ’l eld 37.8 g washi ng
until neutral . The, % ﬁgﬁh@ ue(:us f t cﬁ of a col our L_%% 0|I
dried with sodlw*ngw etsel is & tea rofbrhe- above oi | 100

di ssolved in®5 m Pyith 10%fqth<t$caltseluvnngmdahnsl y stl myethginol At 1/ 2 I |=t0r2e of
et her and caused t %1 &Wg?&’]i‘é;g ﬁ? Qemrol eum el eh
vy dce te pos reacuon wil
resul ting suSpensiyibhed zﬁ%lﬁe ]a REiﬁ Pauly rea
diluted with 1/4 |tiohI‘&xedfovaeiodlmhaulﬂ’la&tdiﬂreyapo-l Sand@stasid t&h er YI el

1.28 g (=85% ” 99% o ry)
Mel ting at 133[err’£ edzzct ‘g g@t‘bg ﬁ %f‘y 105
The bul k of } he pr 100(;1y IS |den ica

with the producso chgrem I‘Decklhcs(gélutRfQEPDBﬁ,]lﬁQo, ofThevaderapehitis ise trfamufac4 0

as described under075(a) . _ ??Féfggoﬁ‘m ﬂgaﬂé
. Ser - eandl ofH-llO
obtai ned white crystghg f ve-Ser-Met-OCH, Glu(OtBu) - His - Phe - Arg - Try - Gly -

melting at 99[err] Cs gl lﬂlﬁﬁls)r(ﬂCH)LSTﬁ"J s&adt i oﬁ(as desaﬁ:edHExaBﬁl@ 1(4) ld 1o
Lys(BOC) - \Val - et --OCH ssqm@mrtm@turhqftﬂdlssbpméwB auon _
Pro - O Bu 55 ml of d1methylformam1de and 50 nigsha?)b fﬂqmslég -
acetonitrile; Q‘i %{ 7.2 lhmolsg ft €rival °C 115
acetate, at 105 D--- alanink 3hd ke Gt ecmnposnmn, accompamed b 720 mg
101[err] C. [err] =-millifoB) bf- dicydobasz 45bddﬂmia S udsfemd:lssolved amophbus ting at

MIlinols) of prot9é ea'hh Om‘ggs G- décce@zlérm Prinyla:
Lys(BOO) - * qu b o %ﬁ%ﬁg’ p@? ﬁ&vgé) 120
fita

Benzyl oxycar bonyl i B lester the re- n%loq onBi g&ﬁzﬂn ¥ =—8°+1°

m

hydr ogenat ed for 2@tids solution. They pacifiamryib filterdd off o«cmlmhmw%pypm - hours
in the presence of 1.3 g of palladium nitrophenyl ester

110 char,coal (10% Pd). A solution of 14.6
g (40 mllinols) of 50 The nethanollc solution is then filtered and
Nerr] - Z - Nerr] - BOC- On - OH and 6.72 g the filtrate

concentr at ed under vacuum of ~para- mtrophenol (48 m I I [ rml S) |n 75 m
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ing point 174 to 176[err]C. [err =1-91[err]0.5 of ethanol and 25 ml of

di i sopropyl ether are (c=I.87 in methanol).
added. When the reaction m e is kept The peptide ester is soluble
in methanol, for several hours in an ice

1,119, 353 1 “Tof the ™
above para-nitrophenyl ester form The product is soluble in ~
dimet Byl form - (11.9 g=61.5% of the theoretical yield), melt-
ami de, acet T act—alecohal s andl,é%?éﬁbne rmre 65 ~ ing at¥
102[err] eﬂDtheuarmt r g q . |s spar... oHy~sekuble jn _acetonitrile and
i nsol ubl e ?ﬁ u) - His: egﬂze:e et gr]et;” 8 g oammhge&at& teSindpd2 Y 1 ethyl

% derivative fored) e.
acet ate Gy'og % r'aﬁdfapetcs@l.eumte eva 8 sugfiored) T 40 - t@j‘" hgs ester.
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