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isomeric diesters of the diterpene parent alcohol Biologically Active Guanidines and 
Related Compounds. 111.’ Some phorbol, C20Hzs06,213 with acetic and myristic acids. 

In  agreement with chemical and physical data accumu- 
lated in our laboratory structure I has been proposed Aryloxyalkylurea Derivatives 
for p l lo rb~ l ,~  and an entirely different formula discussed 

111 the above mentioned paper’ “from the infrared, 
nmr, ultraviolet, and other evidence a t  hand” the Il‘elwyn Garden C i t y ,  Hertfordshire, England 
authors noTy suggest structure I1 for phorbol, but they 
do not relate this structure to retene which they claini 
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to have obtained as a product of dehydrogenation of 
phorbol,8 nor do they give any detailed account for 
cweritial structural features of I1 (e .g . ,  the cyclopropane 
ring, ditertiary glycol). Xevertheless, I1 contains 
all structural units from our earlier proposal’ but the 
hequerices C-2, -3, and -4 arid C-14, -13, arid -12 of 
I are being exchanged. From our detailed iinir data7 
(in pyridine-&) this exchange of sequences clearly is 
excluded : spin-decoupling technique definitely estnb- 
lishes the sequence H-9 (1.34 ppm, doublet Jg,lo = 
.i..i-(i.O cps), H-10 (3.93 ppni, tripIet J ~ J O  = 5.5-6.0, 
.I1 I 4  = 3.5-6.0 cps), and H-14 (6.17 ppni, doublet 
.J1 = 3..5-6.0 cps) as suggested for I. H-2 (7.88 
1q)m, multiplet, J ~ , z  = O..i-l.O, J 2 p  = 1-2 cps) shows 
coupling with H-1 arid long-range coupling with H-15 
but 110 coupling with H-10. Also H-2 and H-14 can 
be differentiated: after reduction of the carbonyl 
group in phorbol with LiAlH4,7 H-2 is shifted approxi- 
mately 2 ppm toward higher field. Furthermore the 
sequence H-9, -10, and -14 can be extended including 
C-13 and C-20 as in I ;  after oxidation of the allylic 
hydroxyl group to the aldehyde in appropriate esters 
of phorbol, H-14 is being shifted approximately 1 
p p 7  toward lower field. Also a singlet (3.10 p ~ r n ) ~  
1w.s recorded for H-12 contrary to its position in I1 
but i n  accordance with its position in I. Also the 
sequence H-12 and -5 as suggested in I1 would result 
in a multiplet for H-5 since we find a doublet (5.03 
ppni, J = 10.5-11.0 ~ p s ) ~  for H-5 indicating coupling 
only with H-6, whereas in the case of I1 at  least one addi- 
tional coupling would be expected. 
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Previously we have described series of aryloxyalkyl- 
guanidines2 (I, R2 = H) and aminoguanidines’ (I, 
Rz = SH2) which are compounds displaying marked 
activity in blocking the sympathetic nervous systeni 
arid are aiitiinflamniatory agents particularly when the 
aryl group is 2,6-xylyl [I, RI = 2,6-(CH&]. Extend- 
ing this work, we have investigated the effect of re- 
placing the qtrongly basic guanidiriium residue of these 
compounds by the weakly basic urea function. -4c- 
cordingly we report the preparation arid biologica1 
activity of a series of aryloxyalkylureas (11) and re- 
lated structures. 

2-Phenoxyethylurea (11, R = H ;  n = 2 )  mas syn- 
thesized by Gabriel3 from 2-phenoxyethylaniine hy- 
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drochloride arid potassium cyanate, and this method 
was used in the preparation of 2-(2,6-~ylyloxy)ethyl- 
urea [11, R = 2,(i-(CHa)z; n = 21 arid the higher homo- 
logs (n = 3 or 4). 

Reaction of 2-(2,6-xylyloxy)ethylhydrazirie hydro- 
chloride’ with potassiuni cyanate occurred at  the second- 
ary nitrogen atom yielding the seniicarbazide 111. 
This reaction is in accord with the known reactiori of 
niethylhydrazirie hydrochloride n-ith potassium pya- 
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19) Melting points uere recorded using an Electrothermal apparatus com- 
prising a gas-heated block and a thermometer calibrated for stem exposure. 


