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INTRODUCTION.

WHEN on board H.M.S. ¢Beagle,” as naturalist, I was
much struck with certain facts in the distribution of the
inhabitants of South America, and in the geological rela-
tions of the present to the past inhabitants of that con-
tinent, These facts seemed to me to throw some light
on the origin of species—that mystery of mysteries, as
it has been called by one of our greatest philosophers,
On my return home, it occurred to mg, in 1837, that
something might perhaps be made out on this question
by patiently accumulating and reflecting on all sorts of
facts which could possibly have any bearing on it. After
five years’ work I allowed myself to speculate on the
. subject, and drew up some short notes; these I enlarged
in 1844 into a sketch of the conclusions, which then
seemed to me probable: from that period to the present
day I have steadily pursued the same object. I hope
that I may be excused for entering on these personal
details, as I give them to show that I have not been hasty
in coming to a decision.
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THE ORIGIN OF SPECIES

BY MEANS OF NATURAL SELECTION,

of THe
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TABLEAU

Servant & montrer I'origine des differens

animanx.

Vers. Infusoires.
* Polypes.
Radiaires.
* Insectes.

i Arachnides.
Annclides. Crustacés.
Cirthipedes.

Mollusques,
Paissons.
Reptiles,
Oisaa\-jx.
Monatrémes, M. Amphibics.
M. Cétacés.
. M. Ongulés,
M. Onguiculés,
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Packard, A. 8., Ramarck The founder of evolution His life and work with translations of his writings on organic evolution

Longmans, Green and Co, 1901
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Bailey, D. G.
Clin Pharmacol Ther
47 2 180 abstract 1990

Carcinogenesis 11 |
2275-9 1990

J Pharmacol Exp Ther
261 1195-9 1992
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Why only GFI, but not
Orange juice?

FELODIPINE AND NIFEDIPINE INTERACTIONS WITH
GRAPEFRULT JUICE. D.G.Bailey PhD, B.Edgar
Dr.Med.Sci.*, J.D.Spence MD, C,Munoz MD¥*,
J.M.0.Arnold MD, Dept. of Medicine, Victoria
Hospital, London, Canada & Dept. of Clinical
Pharmacology, AB Haessle, Coteborg, Sweden.

Previous findings suggested the bioavail-
ability of the calcium antagonists felodipine
(F) and nifedipine (N) may be increased by
grapefruit juice. We performed two randomized
crossover studies. In ohe study, six patients
with borderline hypertension received F 5 mg
regular tablet with water (W) or grapefruit
(GFJ) or orange (0J) juices. GFJ increased the
mean(4SE) AUC, Cmax and Tmax of F by 184+44%
(p<.01), 144439% (p<.02) and 113+27% (p<.001),
respectively. The AUC ratio of F to pyridine
metabolite was 55+14% greater (p<.001). At peak
F conc. there was a greater reduction in SBP
(-15+3 vs -8+3%; p<.01) and DBP(-20+2 vs -11+1%

p<.01) and increase in HR(22+3 vs 9¥3%; p<.02), |

0J did not change F pharmacokinetics. In the
other study, six normotensive subjects were
given N 10 mg capsule with W or GFJ, GFJ
increased only the AUC of N by 34+10% (p<.01).
Results confirm a new type of food-drug

interaction. As it was seen with GFJ and not 0J

it suggests specific substance inhibition of
drug metabolism. The greater effect with F may
result from its higher presystemic clearance.
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