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A&strut-Absolute co&oration of sebifcrinc has been determined. 

Dtning a sear& for b~~nsive and ne~rn~~ 
blocking agents from the alkaloidal fraction of the leaves 
of Cocculvs fanri~&s (Menispetmaceae ) in which those 
activities’ were concentrated led to the isolation of a 
morphhmndienone alkxloid. The structure 1 (without 
stereochemistry) for the base was arrived on the basis of 
NMR, mass, UV and IR spectral data. The physical 
constant and spectral data of the buse were almost 
identical with reported data of the ~~enone 
alkaloid, sebiferine isolated by Sivakumnran and 
Gopinath2 from the stem bark of Litsea sebt@u 
(~uraceae). Since the name scbiierine had the priority, 
the morphitmndienone alkaloid isolated by us from C. 
~u~~~ius was called sebiferine. ~Me~y~~~e3~ 
a ~~hin~~enone xlkaloid isohued from the bark of 
ffemuaron uieiilaniii (Monimiaceae) is shown to be 
identical with sebiierine. O-Methylftavinantine was 
isolated in (-)-form from IV. oicillaniii and in (*)-form 
and (-)-form from the roots of Rhigiocurya ra~ent@na’~ 
Miers (Menispermaceae). 

Recent tracer experiments have shown that sebiferine 
(1) is speci6cally biosyn~si~ from n&line (8) in C. 
fff~~fof~s~ Pnmllet feedings with (t)- and (+reti- 
culines showed that stereospecihcity is not meintained in 
the biosynthesis of sebiferine from l-benxylisoquino~me 
precursors. (+)_Reticuline (6) was incorporuted into 
sebiferine (1) almost as efficiently ns the (-)-enantiomer. 
The results were interpreted as showing that (-)-and 
(~~reti~~ines were unbar ~~~nve~ion in the 
phtnt by oxidation and reduction presumably via the 
l&dehydroderivative (4). (+)-Reticulum (6) was incor- 
porated into sebiferine (1) by way of the intermediate (4). 
The occurrence of the racemic form in plants is most 
probably due to the presence of en active oxidation- 
nduction system as is present in Poppies.” 

The structure 1 (flout stereochemistry) for sebi- 
ferine has been confhmed by syntheses.” The absolute 
configuration of the base, however, remained unsolved. 
We now present the results which Mine the co&wa- 
tion as shown in 1 for sebiferine. 
(+)-iIODibenxylreticuline (7) wns prepared by the usual 
route.” Resolution of the rxcemic mixture with (+)- and 
(-~,~~~yl~c acids* separxtely atforded (-)- 
and (tMthIiinxylreticuhnes respectively. Acid 
catalysed hydrogenolysis of the benxyl ethers fhmlly 
yielded (+ and (+)-reticuIines (3 and 6) respectively of 
known absolute configu&~. (&)-Rcticuline (8), (+)- 
ret&dine (6) and (-)-reticuline (3) were then sepnmtely 
fabehed with tritium or&+ and porn- to phenol& OH 
gMtiP*” 

Tritium labelled (+-, (+) and (-)-reticulines were then 

separately oxidised with potassium ferricyanide in a two 
phase system.” The product so obtxined in each cnse 
wxs treated with diaxomethnne to give O-Me derivntives. 
Sebiferine from the mixture was isolated by dilution 
technique. The radiochemical yields of sebiierine cor- 
rected for obhgxtory loss of tritium are recorded in Table 
1. 

Table 1. 

Reticulinc derivative 96 Yield of sebiftrine (1) 

(It)+z’,6’&‘H,]R&ulii 2.22 
(+)-f2’,6’$-‘H~]Reticuhe 0.005 
(-)#‘.6’,&‘H,]R&dinc 3.86 

Sebiferine (1) is obtained only from (“f- and f-HRF 
reticulines. The absolute configuration of the base is, 
therefore, that of (-HR)_reticuline (3). 

-AL 

unkss otberwisc stated uv speclrs refer to solns in EtGH, m 
spwtra to KBr discs and NMR spectra to solns in CDQ and 
opt&d rotations were dctcrmined in MeOH. TLC was carri#l 
out, unkss spccifkd to the contrary, on sib G,F-254. 

Exrmcth Air drkd leaves of coccuh latrrifdivs DC (20 kg) 
whkb were aAkcted from D&a Dun, Indin, in Septcmba 1976, 
were extracted with EtGH. The solvent from t& extract was 
removed k uocuo aad the dark mn viscous mass was extrac- 
ted with 5% HCI. The aquews acidic soln was &fatted with 

wascvaporatedtogivetbcahl&dmixturcwhkbwasdivided 
into E&G sohbk and Et@ in&Me fractions. The Et&I soolubh 
mat&i was further sqwated into pbenolic (US) and non- 
phenotic bpres (cog). 

Sef#&e (1). The wn-phcaolic alkabii mixture (4Og) was 
c~ on aeutml Al-p, @OOgl and the cofumn was 
&ted with sofvent of iacrcnsing pokrity. Etution with 
C&CHCl, (1: 1) (fr 151-163) gave 1 (2ODmgI m.p. 112-13*; 
[a]% + 17 (c, 1.02 ia McGH). (Four& C, 70.24; H, 6.6g; N, 3.92. 
C&&O, rcqui~~: C, 70.38; H, 6.74: N. 4.10%). A, 239 and 
2KiMl. v, 2910.2820, 1450, 1666, 1642, 1620 (dknone) sod 
1250 (GCH3 cm-‘. I 755 (s. 3H. N-CHA 6.20 (s. 3H. aromatic 
GCHj. 6.ij (s, 3H, aro&tic -.- OCH,), 6.12 & 3H. aromatic 
GCH&3.70 (8. IH. 0.3.65 (II. lH, aromatic HI. 3.37 Is. 1H. 
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0 bR 

1 2: R = -cH&Hs 
3: R-H 

OH 

5: R = -CH&Hs 
6: R=H 

OR 

7: R = -CHnCeHs 
8: R-H 

d salt was cn’stanizcd (IS times) from &OH-EbO to 
give ti Wtara!e salt of (t)-O&diiylreticulinc m.p. 13tW”; 
rain tu” (c. 1.2. CHCM (tit? 1W lain 4-m io CHCI.). The salt 
& dca&o&l with ?fi NaOH; -& libented &~extrstcd 
with CHCl, and chromptoqrphed on aeubal A&O,. The purifkd 
productayatalhdfromC&petrokumethcrtogive(+)S 
(1lMml) m.p. 9o-92”; [I& t4y (c, 1.4 in CHCls) (iii‘ 89”; [&, 
t44’ in CHCI,). 

(+)-R&huh (6). Compound S (150 mg) in MeOH (5 ml) was 
~luedwithlZNHCI(4~for2hrto~ord(t)6(100me)ae 
an amorpbcus powder; [a]0 tW (c, 1.04 in CHCl,). Base 
l~ydrochloridc [& t 75.5’ (c, 1.4 in Ha) (lit’ [& t 73’ in H@). 

(-~&lx4nzy~ufine (2). Compwad 2 (7sOme) emicbed 
with (-kaantiomer was &atcd witb (tM.O&cazoykarbric 
acid (sob& and cryhllized from Me&&O (10 &es) to 
give tbc salt (roOmp) m.p. lu”, [a]~ -2.V (c, 1.20 io CHCl3. The 
snlt m decomposed with 4N NaOH to give (-) 2 (190 mg), m.p. 
90-92”; [& -49 (c, 1.04 ia CHCl,) (lit’ W, [a),, -44’ ia 
CHCl,). 

(+Reh/he (3). Compound (3 2 (145 me) in MeOH (Iml) 
was rclluxcd with 12N HCI (35 ml) for 2lu to afford (-)_ 
rdicuhe hydmchlode (lams), [ah -75.5” (c, 0.88 in HP) 
(lit.‘ [ah, -73’ in Ha). 

Tdiatkm of rdicuiine 
Tritium in 8 was intn.xiuced by the tccbniquc published car- 

tier.” (*~Reticulinc (120 mg) in Tfi (0.5 ml, 200 q Ci) contain@ 
t-BuOK (18omg) was heated under N2 (scaled tube) for 1lOhr at 
loo” to give (*~g,6’$3HJ--rcricwlinc; spccillc activity= 
0.018 q Ci/ms. 

(+~2’.6’,&‘H~Ref&&e (t)- 6 (86 mg), TzO (0.4 ml, 175 mCi) 
and t-BuOK (14Omg) were beated for 130 hr. Tbc rcsultin# 
mixture was worked up aa above to give (+)-(2’,6’&‘H&tfch 
(55 mg): Specillc activity = 0.02 mCi/mg. 

(-~2’,6’,8-3H&Wicu/ine (-) 3 (100 m&, T&I (0.4 ml, 175 mCi) 
and t-BuOK (15Omg) were heated for 12Shr. The resulting 
mixture was worked up as above to #he (-HY,6’+‘H&rcti- 
culine (70 mg); S&c activity = 0.024 mCihg. 

oxi&hon o/ (+~[YPJ-3HlWculi 
(*~Y,6~~3HJR&uiinc (13 mg) diluted with (*> 8 (40 mg) in 

8% NH&O (3ml), was added dropwise to a mixture of 
K#e(C& (350 mg), 28% NH,OH (0.8 ml) and CHCC (25 ml) at 
00 with vjgoro~ a under N2. Sthiq~ was contiaucd for 
3hr.l(58mp)wastbeDadded,tbeCHCl,LaycrcoIIectedMdthe 
aqueous layer cxtmctd with CHCl, (4 x 30 ml). The combined 
CHCl, extract was washed with sat NaCl a$ dried Wyd 
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K#O,) and solvent rcmovod. Tbc rcaiduc in McOH (2ml) was 
trcatcd with an cxccas of e&real diazomehnc and kft for 
2Obr.Tllcrc8ultingproductwaspasscdtbroughrhortcolumn 
ofneutral~andtbenwbjectedtoprrperativeTLCofSi4 
(solvcntz McOH:CHCl~, 7:93) to give s&~ahc (18 mgh q .p. 
112-130. Tbe radhcbcmical yield of sebiierine was 222%. 

Ox&&ion of (+~2’,6’~‘HJntfculincnline 
(+)-@)#‘,6’,&‘H,l Rctkuline 8 (6 ID& activity 0.0353 q Ci/mg) 

diluted with radioinactive (i)- 8 was oxidized with KIFe(Cl& 
(3OOmg) under identical condition 811 above. Inactive l(5Ome) 
was added at the end of tbc rcactkn. Tbc product was extra&d 
with CHCl3 and trcatul with ctbcnxl diazomctl.umc in &OH to 
8ive nhactive slb~uhe (1Jmg). Tbc radiocbcmical yield of 
&jfcrioc was 0.005%. 

oxihfhl of (-)qQo-p6’$-3H3l rcticuline 
(-)-(RbP’,6’,8-‘H,] Rcticuh (8.2 m& achity 0.041 mCi/ma) 

diluted with radioiaactivc (+ 8 was oxidized with K&(0& 
(350 me) under idfMkal condition as above. Inactive 1 (55 mg) 
was added at the end of the reaction. The product was trcatcd 
with diazomethanc and stbiferinc (17 mg) was isolated as above. 
The radiochmkal ykld of xbifcrinc was 3.86%. 
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