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The-meehaﬁism by whieh adrenal stercids iaflucnee
gasbrie seeretion ds still eboecuve. That theis effect
is independend of either the pyleorie andrum or the vagus
ig elear from th@_resulﬁﬁ en oatrectonised dogs with
Heidenhain geachom {Zubiren ot olley 10583 Sun ond Shey,
1957 ) end i¢ is prohable thot they ecd dircedly @np or &b
& site él@ﬂe to, the paricdal cellsa, &&G@?ﬁﬂn? b0 Reid
ggmﬁgigﬁﬁ@ﬁi),Aahe aumbers of peoerictel cells in %ﬁe
stowochs of O dogs wés imc?éaaeﬁ 56 pey cont by ﬁhe‘

administrotion of cortisone secetobe 28 mg. por kilogrom



[
G
L ]

- of body welght for & daya. 1P shis io tke esplenation
Poyw @u@ﬂ@ﬂﬁﬁ%iéﬁiﬂf gee?e@i§n9 the %ime taken Eom the
porietal eells to muldiply eould eymlwwm it deley in
conpebe. Suppqw% for this conecept of an inevease ir
pariebtel cell Qgga is given by the increase in the maxiaol
higtamine wea@éésé hncu ;oliews sortimone oduinigtration
wo degs with ﬁeﬁ&emhasn pouches {Crarke ab ole.y LOGO).

The magnitode of the max msﬂ response 1s rolated directly
do parietel ecll mess (Morko gt _oley 10608).  However, the
fael bhod abereids aﬁﬁﬁ‘imewe@me the hydrogen ion
concentration of begol juiece (Pleinon omnd Philippu, 39525
.Ciéfke gggg;;b 1860) suggests thoo dhe par&@th celln moy
he p%#mui&ﬁeﬁ o seorete as well as to divide. . Pessibly
the "reeobivity" of the parietnl sell 1o obher secretery

pbimuli is inercased by ateroids {S%avaay o6 alae, 10843,

BT SIRO D
The etudies by Beid eb al. (1&63} have not been
confiraed - no doubd on ﬁﬁeﬂuﬁu of the tedions work

involved in moking p&wie%&l ¢ell counto.

In tho oxyewaﬂenus of Fricdwen g 6l. (19@3}9
prolonged %rentmouﬁ with small ﬁa 508 of AoCoTelle (12 mge
aily) or cordisone (B mge — 12 mge intramuseniariy deils
daily) or e g ?9 nge intramusenlariy deil

delaoyed the appearcnce of pepdic ulecervotion in Monpe



Williomoon dogte Lerger dosesn of steroids have beoem

reporded do have deleterioﬁ3=effee%3'om HBoidenhain pouncho

8]

ineluding Loeworshapge end pertial Qisrapdion {(Usoper gt _agl.,

1063)s.  OF the 5 dogs to vhom Nicolof? ot wl, (2061)

odminisbored 800 mg. corbinons deily for 18 doys, & died
fféﬁ pérfaéa%ién"ég o atomol wleer, 2 hed mml%ﬁyie &&Qéaﬂ
ﬁieeré anﬁi@he remeining one had geodric aroesions ab

- &&ﬁa@sﬁ» ‘Tﬁe %ype % pya@évnﬁiaﬁ used imvw@vaﬂ whe
formablon of an-nmﬁwai fiﬁﬁul&-aﬁﬂ*tha resboration of the
alimentery troed by ondabo=gide g&a%w&jé@ume&%a@y, Beath
of enimols from porfornted peﬁ%ie uleer eccurved in thoe
series weported hy Cheilkef of ale (1061) in 2 of 4 dogs
@ﬂ A;C»W,ﬁ. 80 unites deily, in & of 18 dogo on 10 wmg.
prednisone delly ond in 2 of 18 dogs on 25 mge prednicone
daily; U Of B doge miven 100 mge cordisone daily for o
‘daya, 2 died from pevforated poptie wleer chortly efber

soupleting the course of troatmend {Johihmen, 1963).

Vot all davesbipgntors seeepd thod the uleerogenie
pwmp@w%ﬁég of mberoids are the rosult of &y?éyaeéreﬁiam
of m@iég sborelds algo offeet the visecosity of gastrie
jutee (xyle, 19865 Claske, 19GR).  This in duo %o o

reduction in the emound of mucus seereded (Menguy and



Tor

Mosters, 1008) ae well as nﬂ terations in dts physical
ghareeterintien, which wey impedr 1to abilidty te probvecth
the gostric mucoss Yron the digestive properdics of acid

and pepain (Menguy, 1984).

A

The eifoet of coptimone (245 mge « 20 mge per kilogren
body welight bwice deily intre hgcuﬁayiy) and AeCaTellea(B g
= 10 mg. pew kilogroen hody wéﬁg&ﬁlinﬁyum&sauiayzy deily) on
the ﬁeaﬁing of ulcors fellowing excislon of mueose im
egpiag@m4@€|the mé@m&ch ém dogs wod studied by é&néﬁﬁ%g ey’

{1o58).  Bespite s wide ronge af-fﬁvn 08 obbained, 1%
ig cleny thot the wmeen heeling bime of these lenions wes
Rengéheneé by bolth cordisone ﬂnﬁ Ry AsCeTals in the dose

e

uped. - However, Hodrigies mﬂiﬁemaﬁ auﬁ &aiaava {@9
found thet She sige and rate of hﬂ?iiﬂ( ef gostrie uleoys
i@duceﬂ in 10 dﬁg&)hy intromusculer incebion of pancrua&ié
Junice wem pod alfected by corxtisone in o dose of .9 ug.
per 1b, body weight doily. Ulecers produced by atephen

also hom3oﬁ anbvistactorily while the degs were om eortisone

ox sorétieobrophin,.

. Gonsideration of all the aveiloble dote leeds to the
eonclusion thed the mechonism by which the edrenocordical

3 .

goeroids preduce peptie uleoretion ig wmot the weseld simply
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of @ mﬁimu&a&oﬂy aetion on hydrechleric aeid secrofion hud

inﬁe&veﬁg amongvoﬁher foetova; the extont end compeaidion

of the mueous. protochiv harvie? in the individeel subjeet.

Hevertheloss, thowe is ¢ mpie ovidence w0 suggesd thod the
adreneld pteroids ape ciose&y invelved in bthe aeid beLF“%@ny

2

process and comparotively slight inereosen in seid

p*@{ﬁdtiéﬁ eight - he bu”“iciﬁpt o cotse poplhie w&ee?mﬁiﬁm
“iﬁ-& fmsaapﬁiﬁig capes OF %&e"éﬁpowﬁé‘?eviaweég only &
- nendful deél7giﬁh.thg @laéé of storoids in the noxned
Aph sao}agacni reguiation of gastriec ceid secretion end
inair?én3 of thig aedivity in cdrenccovbiceal iﬁﬁﬂffiﬁi@ﬂ@yr
Rescarch in this divcedien hasg hégn‘hqmgege@ fay the

wlties agsociaved Hiuh neinbeining adrenslectonmised

oty
sl
=3
5
e
o

animels in good heelih for bthe prolonpged powviods of ime

94

requireéd Toy systemedie examinodion of this aspeed of he

problosa



DRUG INIBLTION OF ADRENDCORTICAL FUNCTION

Tt has been sgdobed in dhe previous seevlon of Shig
review bhed the eduinisdravion of physiolegicael dosesn of

eovtisol colls into ploy an anboreguletory mechenism

- wheraby the anterior pituitory is inhibited cnd production

@ffear@ica%?&pﬁim,ye&meod, - Thin in durn couses o
rédue%ieﬁ in @helaecreﬁﬂaw*ﬁ@ﬁiviﬁy of bhe oadronal é@rﬁex
whieh moy g@lam GO &éé@p@y {Soyers ﬂﬁé4$QYGﬁﬂg 19493
Tngle, 1054)s Cortisonc pud o nusmhor of _@,ﬁa}é@ storeids
auch as ﬁmxéwéﬁhaaénﬁ mayrﬁheyefeye be used as indireed
inkibitors of &ﬁreﬁm¢ﬁ?tie&3'?u3é%§emg bud o8 @héy Bl

‘gelves aye glucocordticeids, vhey owe unsuilteble vhere it

i
=3

g dog

,'
fale |
2
1<

ived to reduce tho amount of cirenlading sbereid

poacessing glucocorbicold aebividy.

the pharmeeology end blochenisdry of some adreno-
bical inhibitors have heon reviewed hy Chart &ﬁé
Shepperd {1989} vho Eemné that the ﬁ#@ nosd promiging
subastances were bhe insceticide BLD crd i derivative
Ampheneno B (8,8 « big {pecwinephenyl) — & kmbonone),
which van First ﬁyﬂﬁﬁesiéed by Allen and Corwin {1950),
Phis lotder compound suppressces adrenocorbiceld secredion

in the dog (flowts et ole, 10685 HNelnon end fume, 1058}

3.



ond in mon (Thewrn ed_als, 1068} bub hes neny boxic nide-
effoetn, tecordingly, Chard snd Sheppoerd {(2989) wndeww
book o chemico-bicologienl atudy of enslogues of emphenone
B vhieh hed the seme effeed on adrenol fungblon but wowe

lesa toxice

The wost setiafaetory drug teoted wos Senobliyled,
Bedi {Btepyridyl) proponei-one {Figure 2) which, ob o
controlled dose levely selectively inhibits hydroxyletion
ob paﬁi%ioﬁ 31 ef the advenal steroid muecleus {Jomiims o

L]

als, 2068) (iFigave 3)»  This dvup wes intyoduced by Cibe
Lohowadories Lbd. uwnder the codo numbers JU 4880 end 8YU
- 88743 1% was later given the preprictery name Motepirone

and its offieial nome 18 mow molyrepone.

. . : . I < S <
Metsyrapone bagse hes o lov melbing point (B1 52" C.)
end, a5 1% ie & basie oubgbonee, it is cloe potendtielly

supeepbible to owidotion.  Solubions of the basge vith §

pér eont ﬂim@thyimg@e%bmiﬁe or 10 per cend propylene
glyveol es solvond owe @x@wemely_iigh%wseaﬁitivn and, in
Diblogicanld ﬁwialssknﬁe,ahﬁﬁn-ﬁaeal iwwiﬁéﬁ@ effeeﬁé’whi@h
have heen braend to @E@ih&ﬁﬁ itself end notv bo @a@_selvent

7] - ) a
{rmller, 1961)s  Ascovdingly, where en injecieble

preparabion of dhe dwvug is reauired; the ditartrateo eald
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ig preterved, Lo medyre PORe ditartrodte is

gz?a

sensitivéﬁ-t§e grépawa%iaﬁg berilisetion, svovage and
£493dhp ol ov pﬂl en susb ke Gaéwieﬂ oud in %ge dork éaﬁ

who gimuiﬁage@us_mga of an_&%ﬁompﬁewé @?iéﬂéémgen=im-
vecommended. Uhemn these nreauw'icﬂs axo %whcng netyrapone

4

éiﬁafﬁy&%é in enelyticelly stoble after nlovoge Eer 8in
mgﬁ%&a apd A0 nlzgoe grlopiecally a%@%ﬂe &% 330 G ! Gibo
Lahowaéﬂriaﬁ Tibdls féﬂ@ that the fyee %aﬁe @@ﬁi@ prohably
[ale] aﬂﬁneimmeﬁ without @ ﬁﬁ?fl@&ﬂb deleterconn ofzvca on
1o chemieal sbracture bay vhere in no.mpe@i?ﬁe Qaua

available op

-

@zif point and the ﬂe@ﬁfuaﬁiom\ﬁf &ny operes
pxeﬁemé 0033& not be guavanseed {personel sommuaicationy
2068)

fhe mindoun offootive @33¢ §f RO LY POPORE di%&kﬁrgte

io b mge per hilogram hsév weigh%'ﬁgﬂ Grant (1962) hes

.

con?xym@d the observabion by Lidale o ol, (1088) w0 18
5, pow E logram body aei ahd adnind sberod intravenously

‘pwamyﬁayfwédueeﬁ who am@umﬁ.@f:ecw%iési in méwg&&l‘ﬁeiﬂ
bE@@d.&@,&lvery‘ﬁow levels  The ﬁa@mma @@waom 9uiéﬂ éf
Myﬂwaeomﬁiéeéé Qiés_fa?ﬁsg reanlding in on inéreame@
seeyﬁﬁiﬁﬁ of eovvicotrophin end & ecovrespondingly gme#%or

production of the "presursers', cortexore (BUG) ond
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{Buvs of al., 206R). Tven bhew, the plosma conceniration
~of cordipol eannod o rveduced below ehout 2 PEe/100 ml. due
0. dilfusion inﬁa the biloed Tron the oxtravesecular coybdinel

pool vhich amounds do neerly 2 mge {Buuns ot aley 1962).

In ehronie toxieity studies in dogs, doses of
motyropone wp o 200 mg. per kilegrsm hody veight Swiee
deily for ¢ weeks have not %ﬂem atbonded by anj ségﬁs GF

edvenocowbicnl inoufficioncy {Lhnww el al., 18 us}.
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Blectrolyte balence iz melnteined by wﬁo aebivity of bhe

iatermediade ﬁbﬁ%&ﬂ&ﬁﬂ in ﬁ%véd in aﬁroaeeo”’&ﬂﬂﬂﬂ
syn%&emiﬁg ﬂimﬁenamfennﬁxcel {eempaaﬂﬂ SB ond dﬁﬂsnym

80Pul?oﬂ$0waﬂ0 {BG?)

ge"* ?ow'uaﬁema’f 2ohe ho e aétené@d the woe of

metyy Fopone i pi wmaeo@eﬁﬁéai doses -in elinigol pruewzee

A,

ﬁha?é'iu ig. nov uaoﬁ in o sbandord tost of an&ie@ rophin

‘“wemé?ve'ﬁ&em&iﬂ; ek U@gg 1869).  Mausen ond some gestrie

AT TRLANE
w3

discomford wmay he“eﬂpe@mﬁﬁsed wvhen the oral deasc dio G40 G.

or moTe,; »ud é?':szne%wg shin voshes end methacmoglobine
apemia, wvhich wewre owong bthe toexic effests of Auphenone B

{Horin ot ale, 1656} have nod beenm encowndered with

mobyrepone 4o dabde



- The gpeeifieidy of actlien of welywapone on odronol

sboroid oynthonis eud i mon=toxicily augy esﬁs dhot 44,
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s&nuﬁﬂ prove o mood usoful Yool im research

inte the
ahvaiolaﬂﬁea% aaﬁiaag of the adrenceortical hermencs in dho

experinentol animel os vell as in wmens
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the. ‘eonsiderable interest shevn by
investigotorn ﬁm:ﬁhe'éffs@ﬁs'aﬁ edronoeortioel obereids on

goabrie Seﬁn& ﬂﬁg u&e ph&&aaeaﬁﬁgéeaﬂ aghion @ inhibidora

2
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1ibule &%%eﬂﬁieﬂ. Tho reoson for ﬂﬁis“aﬁnﬂ ion 1o hoab, andd
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reeendly, no euiteble non=toziec deug van ovafleble for this
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Ta an, uw%,usuive.aéagch of bhe litersture, the omly

‘aysﬁeaamsgfevﬁiﬂﬁ%i@n or he Lgix@t onn the ‘glomech of o %/vﬁ

u&;eh ﬂnﬁ@% Lbs *uaonﬁ nw*iaa&ﬁeyeid produstbion ig the report

.hy avnqae Pu a3¢ iﬁﬂ@&ﬁ oR bﬁo offoet of canbenone D

w

(39 3di &p@amﬁ 10} iG&gi? ﬁhuﬂﬂeuewﬁ dilydvechloride) on gestrie
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expefim@m@ﬁg‘& txngih'ﬁuheﬁ LRROUS, “mgeetno& of ampﬁaﬁ@ae
.{ 15 g me? 9@9»@; %@Q :e?ﬂh ) g‘éﬁm@ﬂﬂ a-signi?icam%_

éecyaaaé_iz.@he va%umeg §W0e neid &ﬂﬁ pe ag ﬁ@u contond of
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r&hﬁyuc secretion compaved ﬁa cﬂn&raﬁ ﬂzuﬂ naJocﬁoé vivh a
‘diﬁuﬁe‘ﬁeguﬁibﬂ of ﬂﬂi‘bf éée-game oll, The éan ks eazuém&s
Cdhe opphenono-vyecded robn chowed an inereadge in wH9 7‘
sodiva end pepsin é@uéenﬁ&&ﬁiﬂﬁQ' -Si‘*e codbisone i%b 0
uinawaﬁmsémi rly deily for 3 ﬁmy&'%ﬂ 10. podn)y e@yﬁéeéaéemgﬂ&
"\(ég& ﬁgg:ﬂﬁﬁ”DEQQGFIP” v dai 1y f@ 8 doyo to 8 maéa)ﬁ
"ﬁgséxyca§®igomﬁe?one {2. o Ammramuﬁﬁul&wﬁ& deily for T
(d@ys %6 6 rato), oldoaterore (10-30 X &aiﬁy to & ra b&} o
sordicobrophin {10 uﬁi%a-ﬁ@tfamuaegl&;ky‘fortﬂﬁlaqys'ﬁ@ gﬁ

' rém 8) did net mffeg@Vﬁheir anaéﬁﬁﬁmﬁ ?eaygﬂsé?ﬁ@ ampheﬂQmég
tueun:autxﬁru sm&gemu ohed DnPAﬁQQHG iclhis &avé ) dvfecﬁ of fee
‘@n;%ﬁo gagtric»mmgeaa vivich i3 nod ueﬂiaﬁed» ramrﬂ odx ama7

sEppressions \@ﬁ the obler hand, amphemoue wan wi%&qwﬁ

offe@ﬁ:gn Nabuwiﬁ me@re%iam.ﬁm,adwenaﬂee“anmﬂeﬂ vabo. Theso

‘isd&ng were ﬁa&eﬂQﬁ@ﬁiaﬂicaﬁé o Ypes aéunivo” rwl ? '%he

admﬂagaa@@i@wl_ﬂtemei&a on ;asb"ia seercbion.

1:—“.‘1

”&e Qan ong of i ae pj%@wibmilﬁﬂbﬁé Fob. wreﬁa"&%i@ﬁ
m whﬁ ngesmaa&ulny'@f ad?ﬁﬂﬁ@ﬁrmifﬁﬁﬁﬁrﬁiﬁ 1&“3%93@& on

ga@%wﬁe 3eewe. on heve heen x@nﬁ“@ued pfevi@uﬁﬁya In

]

eddibion, the varicus doxic side-effects of nmphéﬁaﬂp

.. peveraly vostried the velididy of thene conclusiens.
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“Bividenece from the iiﬁgyatﬂéé énﬁihaﬁeé'%haéabﬁlgﬁﬁvai
‘édreﬁaieet@mylrgﬁueeé gusﬁmﬁe éep;g&ian in éewtaim:ﬂpeﬂiem
- é§'@gpé@§meﬁ%ai &Him&1$g~iﬁﬁlﬁﬁﬁéé-ﬁﬁé é@gg‘ﬁhﬁﬂe sbo é 5 of
fapaired adronocordical fenddion in wea ore also ¢ @aomp&ui a
by ﬁv@aaki@rhyﬁriéa~’ @Qét;@%isﬁdéﬁwéﬁﬁﬁ@m of g&sm?ég"

» A,

secretion is the conseqiente of o ﬂe?u?i y in bhe givenn

,

9.

eord iﬂoid fraction of “’wemeesfﬁmezﬂ me@weﬁiom"ig shovn qg

Iy

the *ab a of neid ahiga&‘$a;ﬁ@?Mmﬁ loveln foellowing dhe.

. aduinisdration of cordizol

?hih-mh@sia dese°'hea experinenda eervied out to sbudy
%he<é££ec@ on geatrie SOGEG%AUQ-%H ﬂé&u of mei@eﬁi#&l
;bitiﬂm of éar vb@i pfﬂuucyaag fow varying pericds by
she administration of & aynﬁhe ic.LE*on@@owwxafEmmnhabiﬁa
éwugim meﬁywau@me; The @xp@wimenﬁmrweye designoed &
esbablish ﬁha mant 3?0@%5%& m@de 01\aﬁminﬁs@?aﬁ§qa @

drizg and to cluelidate She me cehenisn of aetion of adrenoe

gorticnl stereids on gostrie seerebion.

Ag mest suthors heve found thed single d@ses of aﬁreﬂaﬁ

Sb@”ﬁiﬂs de neb offeed gootric ‘socretion, id dﬁﬂﬁ@d uu“f%e&y
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EFFECT OF SU 4885 ON 24-HOUR SECRETION
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o
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miequiv /1 60 ~ Ni,- )
\I| ||
40 \ H\A
\-‘ L’
20 -
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OUTPUT 10 ~
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m.equiv/24 hr

OUTPUT of 1500
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toon Volure
-Bog | Motyrepone| Juice Dog .| Hean Differenge; . P
(m1/24 nr.) :
D | Beforve 4,035) .

o . 5 e -. - 19 "
mueing | ti982) | 000937 0:036)20.1
Aften 2,142 0:160 L 0.037 | <001

i Before 4 .’6753 +
Afton 1.608 0.022 X 0,051 [<0.6
(g Before 14519) . -
~ Buring 14692 0.173 = 0.032 <¢"09;1_.
After 1,669 0.023 £ 0.027 [>0.3
G Eerm...ﬂ.z;:%éa}_ o E o060 o1
. = KN
Puring 2 (257 0,063 = 0,060 <043
Aften e
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b

Hotyrapons

Weun Output Pepsin
(log. ng. tyvosine

Maan Diffaerovice

y

- Bafove
Daring

Ei531g
£ 681 J

. @Qo/24 hﬂ?v) -

i+

0,050 £ 0,093

i+

>0.4
>0.1

u

hﬂfﬁez

Bafore.
buring
_After

24522

2608
24549

\9#6455

0,141

0.073

}r

0.037

0.095

0.059 % 0,037

>0.6

V0.3

-~ Bafore
During
After

3*3475

2,656}

10,309 % 0.074

20.01
<Q¥n1;::‘

| Turing |

Bafore

2,295

2;6&4)u
5,866}

0.361°% 0,077

0,202 % 05077
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}'*Eg Bogs ﬂ cnd &, thewe was en oven more gériking

¥yeﬁmc ou 1@ %b@ ew& m& “asiﬂ_d&riﬁg the péwiedhw&en ,

Q{mv%vrnnuna bﬂﬁﬂ ( U_&ﬁaﬁ) i aﬂm&x ered- EW abmeif ﬂg@};f""

f*(i www&s 15 m

“ﬁvubrcﬂm ﬂ

Ryl

uﬁf-

'Evhewevog, wh*ie

'ﬁjtﬁ 80??0@& uhf”'L i 8, of metyropenre on ooid

_&Ocrauacm ﬁu ﬁ@f ﬁ, uno euépmu of. acid iajﬂﬁg J haé.ﬂﬂiilL*:fk”jfffiﬂ

.TAmaﬁhwaﬁurmeﬁsmégﬁ Ein lba normal wenge when the ¢ Géssac

.}%w@ -ﬁaac@n%aﬁupﬁ zfupw 8 deya. at 100 mge pes dey.

‘“ﬁéi&'aﬁﬁpu* u@iﬂ once more  on gtopping the cord i ame
?;ahua the ?odveuiam VHs QP”OQ& ovar G} oy s muggpﬂﬁimg'a
nefgi BHenee @f Laf»nﬁene asbion ﬁﬂ?lﬂﬁ vhis binde

3&&%&&6&& a@e%&ﬁe»EOﬂ'mg, doily, given on its own,

" [y

proeduced a,&ngnnfi&an“ inerense in the velwme of 24~hour

&

nesresion in hodh Bogn M end d an well es in acid
concentretion end eutpud {Figurcs 17 ond 18) end the redern

Fal

to conbrol leovels of weld oudpud fvom bodh pouwehes vas

deloyed for noo rig o wveeok ofter obopping the drug.
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ACID QUTPUT
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- L oy
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Hotes OU 8874 wves the prepuration used from day 89 vo
TR PR

dey 78 and nod SU 488D us asiobted in the eopblon,.
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Pippre 18 s Bifcet of prolonged odminigtration of
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{Dog ) *

Nobtos &Y 8894 wos the prepovotion used from dey 49 Yo
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Both metyrapone and eevbtisone had o he %vem ue Lhe

dogs for several days befove thoir full ef?ec@ onr sperebion

of neid from the Neddenhain peuchos vas observeds.  The

-

ﬁéaﬁm'@f dhe velumes of 24~hour collecvions of juiéé frow 5
éhe pouechics of doge M and d Tor ceeh phase of bhe expe%iman%
are shown in T@hles X¥ and XIY, elong with the wmeans of +the
84-110 ur aubputa of aené amd p@psah- The concentrations of

-aclﬂ for the asame peraﬂﬂm are 1neluﬁed in Tables XITE and -

3Q$g wiﬁh ﬁheiw stonderd orrors ond ﬁhe complete

&XVQ}&
pratseaﬁ xwom whnaﬁ those resulbs heve been caleulated is do

bo. “Guaﬂ zn &he Appendxx.

1y
"h;»-"'ia-‘ . ’

]
'

The differeﬁae betveen the meons of the logarithan of

ﬁhajbéﬁpﬁtslef acid during ﬁhg Tivst meﬂywnpone period and
the firsd contrel peried is s%uuantneaiiy significent in hoth
dogs individuelly {Table XV} ocnd the mean logorithuie
difference of oudpud of acid betwoen - the phase when 100 nig.
covidisone was glven clone and the preecceding and suéeeeéing
coentrel periods is also Si@ﬂifﬁﬁ&ﬂﬁ.(T&hlﬂ‘vaa The volume
of 24=hony collections wap nobd sapnaguc& wwly offceded by

5

mebyrepone but covbisone couged o sipnificant inereasne

{Table XVI).

¥hile the reduction in wcid euipud during metyrapone

edninisbration was undoubledly highly signilicent in oll §
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ondmels beated (dogn B, B, ¥y G, B, J), P log < 0,05 {(¥Fables
X and KV),aeiﬁ secretlon wvos nod suppressed completely..
Even the specimens ef juﬁeé vhich gove ne ditrstohle seididy
vith Topfer's reagent {cndepoint pl 3.8) were all below pii
?obq It in pwobeble that the veécﬁiaﬂ of these speecinmens
vas mednbained ohove pll 8.0 by the presecmce of dissslved
mueug and other buffer systems, . Subsegient experienco
g&imaé»ﬁn.ﬁiﬁ?mﬁing e considerable number of oaaples of
g&ﬁ@?ﬁé Juice of gimillaw fnitial pH {rem obher degs bo on
end=noint of pil 7.0 indicates bhat the amount of hydrochlorie
acié émeea%;ia eny of bhe nhove 'uehlovhydric! sewples would

‘ho unlikely to exceed 20 mlqg,/l.

ﬁhéu the moans of the Bd-DRour outpudts of acid ﬂufing tho
period of combined metyrepone and aor%isanefaamﬁnia@ré§iaﬂ
aye plodvted againgt doge afleaytiﬁane {Figures 19 and 20), a
pigniviesnt covrelotion cuOrged. Various bransformationn
vere epplied to the deba, for exemple logarithumiec, ?Geipém@akg
edtey in an obdbeupd b0 improve the limearidy of the
cﬂrregaﬁiqng but withous sueeess.  The spread of outpuids éﬁ
auy porticuloy dose lovel of gorbigone, &g shown by bthe
gbondord devietionn on these grophs, is due do bthe log-period

afver sberbing corvisone, bhofore its effoot on acid seevetion

becomes apporent, superimnosed on bhe normal vorioebility in
P} [ i i : N
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euﬁpuﬁ @f_ﬁai&én%nin pouches. The difference in alope 0?
whe regyeémien lines in the 2 écga in mevely an exéyeﬁﬁion
of ﬁ;gféikferemae in pouech sime. 1% 45 of course ned
paﬁmﬁsﬁiﬁié;ﬁo exbrapolate these regression limes ﬁ@ vhero .
they iﬁ%eyegpﬁ bhe ye-axmis, but the relationship bebween wveid
outguﬁ agﬂ dose of cortisone does suggest thoty were the
advennis o be blecked ﬂomp%e%elyg‘ucid gseervebion night well
eezééQ - I% should he noted thot the doses of ceviisone are
nﬁ%‘abﬁel&te valuet oy repoRe was noed hi@cﬁimg eortisol
p@adnc%ieﬁneﬁmpleﬁely vound the eloel, zo thad, ot the low

lovels of pdded covbisene, the smound of cordisol pessing

ok .
into the circtifavion may have disborted the relationship
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betwoen neid outpud sud administered covbiconce.
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Pepsin
The output of pepsin, as is nowmel in demervaded
pouchean, wos low in these studien. One dog shoved an
ingignificant reduction in daily outpud of pepsin while on

mebyrapone (dog B) end 4 {degs Dy, T, G, 1) showed no
sigairicant alteration in eutput. The sindh enimel {deg )
exhibited o gigenificand inervease of 110 per cent in meon

gd-hour secrebion of pepsin vhile en mebyroponc. Cordlaone

100 mge daily fow 10 doys coused o neon reducition of 35 pew
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ﬁ%uadﬂrﬁ ﬁ??@?un
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Inspoodlion of ého electrolyte yesmiuu end Pable ’VE&
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experxmen& mero piﬂ&bod “aﬁbncalﬁj (Vaguren 819 mga 3u; 04)
o soe vhob relsuwcan_ vhe vorious ionie caﬁcenuramgaﬁs‘ﬂx
oieeéésiyﬁes bgge %o one nnother. In every ‘cagoe the éun%rol

% »

velues lie dn dhie widdie of the greph vhile me%yr&gnmu
vesalts bond %o lie to dhe 1lefd end cortigsome rav wibo vﬂ bhﬁ'
righte . & highly significent correlot