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From Table 1 it is evident that all drugs tested are able to shorten the half-life of
metyrapone. The effect was maximum for phenobarbitone and then in decreasing
order for hydrocortisone, pentaerythritol tetranitrate, diphenylhydantoin, mepro-
bamate, diazepam, diphenylbutazone and nikethamide. All these drugs are known to
induce microsomal enzymes (Conney, 1967).

Although it is impossible to extrapolate these data to humans, it may be that
previous therapeutic treatment could affect the metabolism of metyrapone and there-
fore influence the functional significance of this test.

The metyrapone was kindly supplied by cisa, Milan.
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Corticosteroid modification of guinea-pig anaphylaxis

It is well established that a wide variety of experimental allergic reactions may be
modified by prior administration of cortisone or related compounds (Rose, 1954,
1959). One notable exception is the anaphylactic reaction in the guinea-pig, for
which a mass of contradictory evidence has been published.

The most inconsistent evidence has resulted from experiments on anaphylaxis
induced by intravenous administration of antigen ; the severity of the reaction being
evaluated by subjective scoring, or mortality methods. A protective influence of
corticosteroids was observed by Hajos (1926), Wolfram & Zwemer (1935), Simonsen
(1950), Humphrey (1951), Zelenka, Zitka & Jirasek (1957) and Jaques (1961). Using
similar methods no significant protective effects were observed in experiments
described by Stoerck (1950), Dworetsky, Code & others (1950), Friedlander &
Friedlander (1950), Malkiel (1951), Dews & Code (1951), Arbesman, Neter &
Bertram (1951), Landau, Nelson & Gay (1951), Germuth, Ottinger & Oyama (1952),
Criep, Weigler & Meyer (1952), Marcus, Carlquist & others (1952), Bertola (1958)
and Csaba & Kassay (1966). Literature concerning the protective effects of corti-
cotrophin against guinea-pig anaphylaxis may similarly be divided into two con-
flicting groups.
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In contrast, much more consistent evidence has been produced, employing antigen-
aerosol induced reactions accompanied by evaluation of anaphylactic dyspnoea.
Certain corticosteroids were shown to depress the severity of the reactions, particu-
larly when administered at an optimal 18 h before induction of anaphylaxis and
in conjunction with antihistamine treatment (Herxheimer & Rosa, 1952 ; Feinberg &
Malkiel, 1952; Feinberg, Malkiel & Mclntire, 1953; Winter & Flataker, 1955;
Mendes, 1957; Goadby & Smith, 1964; Hicks, 1968). Even with these experi-
ments significant protective effects were established only for the more potent and
water-soluble corticosteroids.

In view of the widespread use of guinea-pig anaphylaxis as a model for evaluation
of anti-asthmatic compounds, it is of considerable importance that the effectiveness
of corticosteroids should be clearly established. This survey indicates that the
adequacy of the earlier experimental methods must be questioned, but suggests also
that the sensitivity of the guinea-pig to anti-anaphylactic steroids is low. This
insensitivity may be due to the very high resting blood concentrations of cortico-
steroids in this species (Done, Ely & others, 1952).

Postgraduate School of Studies in Pharmacology, R. Hicks
University of Bradford,
Bradford 1, England.

December 31, 1968

REFERENCES

ARBESMAN, L. E., NETER, E. & BerTrAM, L. F. (1951). J. Allergy, 22, 340-349.

BERTOLA, G. (1958). Archo E. Maragliano, 14, 107-113.

Criep, L. H., WEIGLER, R. R. & MaveRr, L. D. (1952). J. Allergy, 23, 541-548.

CsaBa, B. & Kassay, L. (1966). Acta physiol. hung., 30, 91-97.

Dews, P. B. & Copg, C. F. (1951). Proc. Soc. exp. Biol. Med., 77, 141-144.

Dong, A. K., ELy, R. S., RaiLg, R. B. & KELLEY, V. C. (1952). Ibid., 81, 667-669.
DwoORETSKY, M., Copg, C. F., HigGINs, G. M. & Woops, K. A. (1950). Ibid., 75, 201-206.
FEINBERG, S. M. & MALKIEL, S. (1952). Ibid., 81, 104-105.

FEINBERG, S. M., MALKIEL, S. & McINTIRE, F. C. (1953). J. Allergy, 24, 302-308.
FRrRIEDLANDER, S. & FRIEDLANDER, A. S. (1950). Ibid., 21, 303-309.

GerMUTH, F. G., OTTINGER, B. & OvaMa, J. (1952). Proc. Soc. exp. Biol. Med., 80, 188-191.
Goapsy, P. & Smrty, W. G. (1964). J. Pharm. Pharmac., 16, 108-114.

Hajos, C. (1926). Endocrinology, 10, 560-566.

HerxHEIMER, H. & Rosa, L. (1952). J. Physiol., Lond., 118, 7P.

Hicks, R. (1968). J. Pharm. Pharmac., 20, 497-504.

HuMmpPHREY, J. H. (1951). Br. J. exp. Path., 32, 274-283.

JAaQuEs, R. (1961). Int. Arch. Allergy Appl. Immunol., 18, 75-84.

LANDAU, S. W., NELsoN, W. A. & GAy, L. N. (1951). Bull. Johns Hopkins Hosp., 88, 395-401.
MAaLKIEL, S. (1951). J. Immunol., 66, 379-384.

Marcus, S., CARLQuIST, J. H., DoNALDsON, D. M. & CHRISTENSEN, G. M. (1952). Fedn Proc.
Fedn Am. Socs exp. Biol., 11, 475-476.

MENDES, E. (1957). Acta Allerg., 11, 181-187.

Rosk, B. (1954). J. Allergy, 25, 168-189.

Rosk, B. (1959). Mechanisms of Hypersensitivity, 599-612. Boston: Little, Brown & Co.
SiMoNSEN, M. (1950). Scand. J. clin. lab. Invest., 2, 287-291.

Stoerck, H. C. (1950). Fedn Proc. Fedn Am. Socs exp. Biol., 9, 345.

WINTER, C. A. & FLATAKER, L. (1955). J. exp. Med., 101, 17-24,

WoLFRrAM, J. & ZwEMER, R. L. (1935). Ibid., 61, 9-15.

ZELENKA, V., ZITKA, M. & JIRASEK, J. (1957). Cas. Lék. éesk., 42, 1354-1359.



