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Absfmcf:The flmt short syntheds of the @eptIde mimetic (3s. 8S. SS)-8-amlnc-6-oxctndotiridiW-cafhoxyfk add 1 and 
its zpmtected dedvatlve 9 is described, empkyfng the Schoallkcpf bkkctim-ether methodokgy, folkwed by a highly 
specific lntramokcufar reductive afnfnatkn and spontaneous kctamizatlon. These W-fused bkycUc lactams may beviewed 
as conformationalty restdcted alanyl-pfotfne Q-turn mlmetks. 

Ccnsiderabk research efforts have been concentrated over the past yeam on the genemtlon d conformaticnally restricted 
peptkes and their utQizatkn in the synthesis d bkactive molecules. Studies have suggested, that the conformations of 
many paptkks bcund to their receptors (and possibly enzymes) contain ktums and some increases in potency and duration 
cf actkn have been observed for bkycWc k&am Q-turn-bearing anakguea 111. This ccmmunkatkn repents the synthesis 
cf 6.5fused bkycfk Warns. whkh may sense as sultable conformatknalty restrkted dlpeptide surrcgates of Ala-Pm. 
Oxygen- and wlfur-anakgues d the present molecule have been described in the past [2]; however, these mokcules have 
the Inherent cUsadvantaQa cf being N/O and NIS acetals with pctentiaHy low matabdk stabflty and possibly short in viva 
haff lives. 7,s and 7.6fused bkydk lactame have been recently prepared utlfking Kacyfiminium bn cyclizatkn chemistry 
[3]. which prompted us tc disckse cur own results. Our synthesis of W-fused bkyclk factam 1 provides an exceflent and 
shctt entry into this class cf compcunds and fs based on the reciudive amlnatkn-cyclimtlon ol dimethyl-(PS,BS)-2,3diamlnc- 
5-cxoncnanel,9-dkmboxylate 2. 
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2 was prepared by applying the Schoefkopt biakctim-ether melhodokgy [4] to control the conf&uation cf C(2) and C(8). 
For thir purpose, 2,2-bis(2-kdoethyt)-1.3-doxofane 3 [q was treated at -780 C wfth 26 equfvalenk cf the Uthium saft of 
(2R)-(-)2,5-dihydtWMdim&hoxy2-iwpropy@yrazlne 4 to provide in 81% yteki the de&red dlatkykted ketak (scheme r). 
The fatter #s-dthydmpymzi@-ketak were selectively hydrolzed tc a mlxtum cf diaminchetak 5.6.7 (In a ratlo of 84:32:4) 
under standard ccndhkms with 0.25 N HCI and 73% ylefd after chtomatcgraphic sepamtM from C-VaCOMe. Ketal 
hydmlysk and re&ctfve aminatkn fofkwed by fauamizatkn were performed In one pet, feadng tc the desired M-fused 
lactam 1 detlved from 6 and Its anakgues dedved from 6 and 7. Upon treatment with benzykhbmformate. the mixture of 
Z-protected esters was easily separated by flash chromatography. Hydmiysls cf the methyl esters with 0.4N NaOH in MeOH 
atr.t.pnMdsdthedesired ad~8.OcurdlOin~yieid.Stereochemistrydthema~productSwasaas~nedtobe 
SSS, based on an NOE (ROESY) between C-Q and C-8 pmtons (hukQzfne numbmlng). Nc NOE ccukf be cbserved in the 
3-membered dng between C-Q and C-3 pmtcns, which ls in agreement wfth the ffndln~8 d J.A.Fbbf in [3]. 8 is racer&, 
showednoNOrsbetweenthecruclalprotonsandwer,asrlgned~~~m#ry~bdan. 8[8]wascbtaked 
in uystallne fcrm, 9 m resisted crystallkatbn. however, together with its enantkmer 10 [8& it formed a crystafkre 
racemate. 
In spited the limitatkns d the bMactlm-ether methcddoQy - resulting in an unapedfk alkyktbn d 4 - we have used this 
syMheststopradu~mu~ram~d8,QandlO.Of~~ekthehigheelectMtydthereducthreamln~ 
prccess. OveraH, this method dfers an easy m to dtpapQde Q-turn type II mlmetka d the B.S-fumd bkyclic la&am 



class, whfch can pmbabfy be extended to the pmpamtbn of n,(n-l)-fused McycUc lactams (n>4). 

Scheme I 

5:6:7&4:32:4 
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8 (28%; racemate) 9 (34%; SW 
10 ( 4%; RRFi) 

a) 3, nBull. -7e. 81%. b) 0.2SN HCI CH&/H,O, r.t. 2 hrs., 75%. c) EtOWHCl_ PdlC, H,. r.t. 14 hrs. 
quant. d) Z-Cl. Na&Ow THFM,O, flash chromatography yields methyl eatars of 8 (32%) and 9/10 (39%). 
e) 3 eq 0.4 N NaOH in MeOH, 88%. 
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