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Abstract—The pKa’ of tranylcypromine was determined by potentiometric titration and ultraviolet
spectrophotometric method and found to be 8.08 and 8.15, respectively. The Papp of tranylcypromine
between n-heptane and aqueous buffer solution was measured to be 0.90 at pH 7.48 and 4.50 for Pm.
The pKa’ of tranylcypromine obtained by means of the partition method was 8.13.
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#H L HZE—Tranyleypromine sulfatel= Smith Kline and French Laboratories (U.S.A.) 2 X-E]
9 93 tranyleypromine basel sulfatetd & Eo *o0]x conc. NaOH=Z pH 112 3 co}-& CHCl,
2% flste g9t Tranylcypromine - HCl-S tranylcypromine base® 29 CHClge] =<1
% HCl gasZ 2313t etherE Jnste] AAS dz ke 2o 29 ethylacetate-ether® 2[F]
AAAR s SEAZ L3 n-heptane B v e Q& 2]z A ke Junsei Chemical#l 45
Al <ol gl et

BB — Ao A28 pH meter= v]F Orion Research#ie] digital pH/millivolt meter 611¢]
oz, Hitachi Model 200-20 UV-VIS spectrophotometer® 283191t} Regression analysis &
9l EA & Tallarida £9¢] programg o]&-3}o] Apple II microcomputer® 3 =] 5} }.

BER WESARDES ST AT 959 B 22 Pos BiEdlg
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Z2827| ﬁﬁﬂ{%;ﬁ(l’app) 51" Mt Screw capS 7 fAEE T 107°M  tranyleypronine
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BEAEBFEFN 2|st pKa’'Ed —Tranylcypromine sulfate® AFg3 Ado)4 73 pKa':=
8.08+£0.02 (SD, n=3)¢]4it}. 102M Tranylcypromine bases} o] 24 3A L= &
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8. 157~8. 243¢] ¢l o}

AA SN BE KERE AT g o] &3t Ml FEAdA A& pKa'gh s o3

J. Pharm. Soc. Korea



Tranyleypromine®] & &] g 2 oA+ 295

7 gol Fo 9w,

Aoz AR

283 20% ethanoldl$- LR o) A tranylecypromine sulfate® &3 & = pKa':
AR e
tranylcypromine sulfateS A}-8-3}4 o},
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Fig. 1- Ultraviolet spectra of tranylcypromine
sulfate (107*M) at different pHs.
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Table I—pKa’ values of tranylcypromine determ-
ined by the ultraviolet spectrophotometric

method®

pH Absorbance® pKa’d
6.70 0.597 7.94
7.00 0. 607 8.05
7.39 0. 629 8.18
7.56 0. 665 8.06
7.81 0. 691 8. 16
7.99 0.728 8.15
8.28 0.781 8.19
8.48 0.818 8.21
8. 65 0. 843 8.24
8.87 0. 882 8.19
9.13 0. 899 8.29

Mean+SD 8.15%0.10

0.IM HCI(D.)*  0.577+0.013

0. 1M NaOH(D,)* 0. 9464-0. 007

2Concentration of tranyleypromine sulfate, 2%
107®M; ionic strength 0.025—0.122. ®Absorbance
was measured at 265 nm. ‘Mean+SD of three
experiments. “These values were calculated using
Eq. 1.
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Table II—pKa’ values of tranylcypromine determ-
2r ined by the partition method.
o pH Papp* pKa’®
r 6.57 0. 289 8.03
6. 95 0.441 8.08
8ls 7.46 0. 901 8. 14
Glg ottt 7.77 1.577 8.08
£l& A N 8.15 2,106 8.20
2 pH 8.63 3.348 8.19
- L ' 9.04 3.950 8.20
9.45 4.319 8.09
Mean+SD 8.13+0. 065
-2} 0.01M NaOH(Pm)® 4.500
0.01M HCI(Pi)® 0. 142
Fig. 2- Plot of log ((Pm-Papp/Papp-Pi)] versus 2Concentration of tranylcypromine base in n-
pH. Concentration of tranylcypromine heptane, 5x1073M; iomic strength 0.025; temper-
base in n-heptane, 5 107M; ionic strength ature 28°C. *Mean of three experiments. °These
0. 025. values were calculated using Eq. 3.

A% So] verapamile] pKaZ3"So] o] 45} ghek.
AA G ol A& tranyleypromined] SE(EHE 24T EAJ SEiwH ez
frEBE RV RARSEES v msle rEiHke] pKa'EAd olgd 93\*‘1‘:‘74% VRS
A g4
Tranylcypromine&- "r"%“ﬂ/ﬂ d4499 Fdz Sirstdon 248404 BRENE FITE
HoAFgrh. ze vt n-heptaneZ & FAH L dE 44 pHEF A Anurl FIHHA FHo =
¢7e Aol A9 n-heptaned ¢ X4 8o ‘F%’;Oﬂ A gL ohiEY AFAEE G oldeE B
Ayl A T3 Pappe +5& 4 5te @ 1"4’-
Verapamil®] 797 [(BH*Jo7} [(Blool H]‘?ﬂ"ﬂ FAE F 9E o)yl #AEe] pKa=pH+log

%Bp—?—] ZA A& A L3le pKa'E F3l9 ot tranyleypromines] 7% 0.01M HClof 4]

Papp-} 0.1422 Pi(—%%)y} BAF & gE o]y Wl o PiE st S @ Eq. 30] pH
e WALz o4 F YA WEE BAHAT o of Aol H83 Pm 0.01M NaOH
o A2l Pappz A 4.500] At

Fig. 23% o] pHel #& 1°g?:ﬂ«l plot ] £7] 51 —0.9636-0. 0218 (SE. n=8) ] x.
HBAGRERE 0.99850 Hv}. 95% FEFEEM FEE —0.9102~—1.017¢| 9k, wekd AY =7
TFoll A Eq. 3°] pKa’E4el A8 7bedt Aoz 445 o4 o] gste A 4§ pKa' Table
ol A &} zFo] 8.134:0. 065(SD. n=8) o] ¢},

Tranyleypromine®] pKa’ 8.132 1#k amine®] pKasl gutd oz 100] 44l AHolA Eo|sA
A Z+= 1} anilined] pKaz} 4.60¢1 Aoz Hol cyclopropyl ring?] AAUES o g Loz A
7o,

¥ tranyleypromine®] n-heptanee] 48] Pm& 4.500] 915 pH 7.48¢1 49 Papp:= 0.90°.24
pHel obF 2 o] glo] Eol Ruirh & Mol Holatglch
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Tranylcypromine®] pKa’ 2 ZELRES BAEMEE, RARSLE SRAELE WS
b AL e ddch

1) BfrssmEe] 93 pKa'gh-e 8.080] 9l AR SEE 9§ -2 8.150 Urh

2) n-heptaned 2183} ZFELJiike] &3 pKa'ZAg o) st o] olw) T3 pKa’'ghe 8.139]
%=t

3) n-heptaned A1-&8 A& ol 4] tranyleypromines] pH 7. 48] 49| Pappx 0.900]¢Z Pm--
4,500} 4 o}

o] % pKa’'gho el w2 o] sl 24 @gteon 1§ amineo 249 w2 pKa’gh-2 cyclopropyl
ring?] A=}~ phenyl ring?] A <}9} conjugationz]o]qly] wiFo 2 A
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