
SYNTHESIS AND NMR ANALYSIS OF 
CYCLO48596 "C-ASP)-PRO: "C-"C VICINAL COUPLING 

CONSTANTS AND CONFORMATION 
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“C-NAfR chemkd shfjtc “C cbhcd shifts of all C 
8toQultEuundfortbcun-io~andtbc~form 
ta@erwithtbepH&ctxucunembkdiuTdkI.llw 
rcsoluacecuc~~thCbUi(Oftbo6cdtbcfree 
xminorcidr,by~tbepHhpdcacechctxon 
thecbcmicdshiftrxadbycompuirutbc”C-hbdkd 
xnd “c lmtunl 8bunhcc ‘zoqnnd apa (I%. 2). 
porpdincttlcyuexbouttbcsunctrthconafoond 
for my pdhe -diletopgarzinc.“Durml 
dqfowwhoftbc,idectt8in7~xyticgwpxll 
tbcaquticdcubaQxMstliftaJdownMd.Tbc 
dcct&crcua~yfromdKC,‘dtotbcC; 
l!ad.simptydacribia(r~meaoadtpeadent’mtbe 
chowrboxyibirtmce.xucbuittuui~becn 
&own for C-tammrl amino ackb in p&da. ’ Tbc 
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further - by tbc ‘Jcl,clr dxtx which emclp 
asPgoodcocwlsfor~ “^“p!gS (xec rotxnun in T&k 4). In rqsemn 
rrdts, the pH &pc&ncc of the HI-, HI* d HI- 
pmtcmcbcmicalahiftsyieldaofpKd4.25. 
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co~torrtr (T&k 3). The PaJnrl ‘JH’K~‘w cwptinl 
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cubxytic poop and thur &pctl thb pmcem in- 
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VW ‘H-‘H, “C-‘H cud “C-‘% i&wed&e 
coupihgcQ~odtkcupulirwldddrc~ 
~~Thevicid~caaUbmca8wcdin 
bothaulxdrkmdwe and ‘C CarkbaI cycb (Asp- 
Pm)arctiatcdinTabk4,ta@hcrwithtkfractimof 
tbemtamerpqahth.nKybrvebeeautimucdby 
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~Hmw.nccFPh*~~.~,~W 
paths (i.e. n -2 for dU+pamm 
w-4q.oacobCIlhrrvabAcffftkdibcdml~~,d 
&bout -39, -UP. cm tk twlmruk q.tcumt 
bctwecntbc~v~~bytktwodillercntscts 
of cou&s cmstm% itankmasoa&y~kdsd 
tkt tk d&et opiprnrziaetiry8ssumclabouttklune 

ommtAiatbctwosolvcnts. 
yH?opt 4 and H;-H~” poton~con- 
st8nts i~‘pGnc mmumd 8t the mprotm silprrl 8re 
103Hzund62Hzfot~btbenannlmdtkanionic 
f~in*H~~.~~t~~K~~~ 
curve. tksc v&M!s compond to torsbmai an&s of m 
or Q aad 3r or i3Y (Km&d to tk nmrcst five 
degeer). Tk vahies of ISP md 3Y cmvcqc to a quite 
fixed vah~ for tk dihedral aqk x1’ of -35’ (Fe I). 
Two intumidue “C-‘% vi&ml coup& constants arc 
$B re&xt~ t? pometry of te pyr&idinc: ring: on 

c,._c~ cw by a nhw of 
1.95 Hz &se&es tbc tonimal angle 4”‘: on tk other 
hmd. ‘Jlc,=c>r of 2.9 Hz ir r&ted to b”‘.= 

In tk absence of a suitab4c mfationrhip directly ap 
p&i&k to peptide side Ain% tk si&icam of tk 
interresidue “C-“C coup@ dnta in term of an&r 
dep&mcc is chcckd ag4inst tk cQu&Bgr&ic 
pmfIRtus of the an8bgom compound cycb(Lcu-Pm) 
reported by K&c.” We note fTabk 5) that protine 
containiql t.4 cyctic dipcptides rbow 8baut tk same 

canfomm&mal fmhuu tbruqbout, a f8ct wbicb 
~tbeprucnt~:tk~ 
ngassumsasi&aalbat-kmgrit~thc 

~~4~~~ofc~,~t~(c~~ 
CnvcJtIpc: C, m&x tk C, atom is &ove tbc pblnc 
f~by~~f~~of~~~~tk 
same side as tk CO grua@.- 7%~ va&iity of tk 

X‘ . however, quim tk amcrva& of tk 
~f~~in~~~~~i~ 

tioastati?s*Tbcfoibwia#~indiatctb8tposubk 
distortions occur+ in cyclotA@ro) kve rehtively 
small effects: tk vahm of ‘In+@ and ‘&_~ in 
pdinc hd to a unique vabe of yz’. in perfect 
agreement with tk X-my dm; tk 0, vab~ (Asp rcsi- 
due) determined by both ‘J”,a_-)l),n and ‘J,,,.+e fits well 
with tk crysulbenphic dru. 

fxbk 5. CO& d cycb(~Pm) X-y &J Id cycbMpf~o) NMR dun 




