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The oxygen di •• oeiation curve 01 fetal hemoglobio (HbF) in the preScnce
absence of terbuca1in• vaa studied. This ~b has different amino-aeid sequence st
2,3-diphosphor;lyceraca io relation to the receptor site of the adu1t human
hemaglobin (8-143 lJit->Ser).

It was ,r."leu.ly reported that sinthetic compouods such a. by.-arylhydroxy
sulphonic acid d.rivatVres bind very weakly' to this he"ollobio and .hift the oxygen..
eq u i Li b rIum el-rva ••o t hv r í gh t sitie (8eddcl. C.R. et ai 1980 •. Brit. J. Pharmac. ~1

deoxy

535-543).
-~ ~•.:Feta1 he ••oglobin was obtaincd from umbilical blood and purified by Sephade:<
chromatography. The cquilibrium expcrimeots werc performed usinga .pectrophometric
m e t h od , pH 7,4. The results from expérimental Hi11 plota fit a,tati.tieally to the

-7 2 -4 (~rupa.rabolie equa~.ion: log 1'50·1.17.10 .X +2.03.10 x+0.38(P>0.Ol), where x-1og +1.
HM

10 the molar ratio of 1:10 the equilibrium curve. overlapad. At ratios between
th~ 1ilOO-1:l000intervil there was a decrease in the Hb-oxygen affioity, suggesting a
modulato-ry effect oí th~ l3-sympathomimetic drug.
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'_~riON OF 6, 7-tiiiTõXI"VERATRYL-ISOQUIIIOLEIN(tÀUV'IllUE) WITH HUMAN HEMOGLOBl~.
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Papavcrine (1-5.10-4) (PAV) was found to shift the hemoglobin-oxygen
diKs.>ciation curve of human hemoglobln sicn1ficantly to the right. The mean P50 was
i"rrea~ed "in vitro" at physi~10gic31 buifer (pH7,4) which cantained tke test corupound.

Simultaneous1y with the shlfti~g of the curve papaverine was found to stabilize
the pratein T conformation as d~tcctcd by EPR measurcments of thc nitrosyl hcmoglobi'l
In with the ~PR spectrum obtaincd (.>r the treated hcmog10bin BhoWB a displaccment
t ov a rd s ,.~lie,spectr-u';ncharacteristic of T s t ruc t ure , put in evidenec by the appear<lnce 01

.. , ,..:.. _.- - --ti,,'nitrogen strueture in the central part of the spec t rurs,
The stabilization oí the T-conformatian by PAV in this case is not corrclhtcd

[O tlte oceupation of the polyphosphate by the drug because the cationie naturc of PAV.
11 í s po ssLb Le that the d rug can í n t e rac t directly with the vicilli-cy of the h"llIc-gtoup
intcrfcrinR with lhe NO bindin&, as occurs with quinaiine.

Equiiibrium-dialysis was performed to confir •• the binding af the dru!: tu the
hemoglobin moleeu1c. The time obtained for this equilibrium was 30 hs at the molar
ratlo Hb/PAV (1/8).

The number af mol.eules fou~d to bind to hemog10bin was half of Lhe number
of Bromotimol Blue that would bind to the hemoprotein •. ,
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