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W } ' y

The a#0nml glands ware first noticed Euetaehlus.
Im 1065 aa a result of hla studies on the kidney# He 
demrlbed them a$ ^^glandulae renlhua l#uxKbentee*\
There was^ however^ no elgnlfleant advance In the know# 
ledge Of the funotlon of the adrenal gland w t l l  1865 
when'-Addleon.puhllehed hla-ohaervatioAs op the/ effeote 
of-.adrenal IneuffloiWeyXln'&mn# BrôWt^Bow^3?d ,('1858)# 
perhape.atlmulated'hy thfe-^crk# studied thë'efféçte of'A- 
adrehaleot## '0n" and' found' that/,eudh''-'h#/pp;eratlon
lnvai4ahly'resulted''lnA#ië dèath:'of ah animal#' thuâ - - .

.  ■■ • -  ,  u " : ' - '  3 r - . ,proving"t'Wt the-mdrenalB Wepe egmentlal-for life#':. :
..r A" ,^lthough the' IdeaAOf'éèrtain glânda/ wlthout:"%uqt8# 
eeçretlng direotly IhtO'- the blood stream wee first ' 
0uggeè#d in 17^6 the qonoept.yOf'A^intërnal
eeoÂetloh'* Was.ihot-fully appreciated, till 
olaude-'Berhard*..- The next half pehtury/-;-aaw'-a;%rowing . '

ixitereet in theee' dWtlGae 'glands and i n '1906 Btariimg 
gave the name *%orm^ to t W i r  eeorètory produete#
The findings of Bmlth (1987; 19@0) that there ie à 
f u n d a m e n t a l  r e i a t l d W h i p  b e t w e e n  t h e  a d e n o lx ÿ p o p h ÿ e lB  \  

and the adrenals marked the beginning of Intèhsivê 
research into the metabolism and function of the adrenals 
%^hloh has oontlnued unabated to this day#
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I-n 'th o  m id n inétëênW ::Ô 0ntury:':.it''W a8.;rë 'pliBë&

::/A'A...' ytW%\t*3#' : . p ô n G l ê t p à ^ Q f W p r t W .  AACPA' -^

and tlxo "co%»Wz*' (HuoaI%o# 1845; Gray# 1068; Kü3,llko%*#

. 1854)# the  m edulla  Doing the  ;.^Aho#'part aÂd'\%eSpo%

; 'the gland# '-'. AltAwàÈ' mot.un^^ - -  , '

la to rp  however# th a t  I t  wps ro u lu o e d /b h a t tho  m odulla  /  A'-C' '̂ 'X/-'

:: X .<, '' ; anâ ’O ortüx a rc  (Ixttomnxt w ith  rompoet to  fune tioB # ; - / A A  WAxA

' The oortox: w uH  doaez^ibod hy Axmold .in  1006 a$ Doing. . - A;.,

d iv id e d  in to  th ro o  00x100#' cnx the  h oo io  o f  work done, ' , "v : -
• ^ " ' ■ ■ ’ .- 

W ith  toàeoa o r  m n o o ra to d 'm o tio n s . % lie dm w tm trd toa  : f  ' :

th a t  .the o u te r la y e r  o f cnVl.lc-were in  tho  f o m  o f l l f c t lé  '. y fT 'A :

haLiketa ly in g  d l r o e t ly  undorpoath th o /o ap o u lo  ilnaXhich
' . ' ' ' \  % ' ' ' ' "   ̂ ,' ' ' ;  .1 " - ■■ A

' tho  g land  is  Oiiolooed# ;H o 'o a llo d  th is  group' tho  mnti : ■'."'■ d•̂ ..■■■. 1 - ■• ..- :!•... ■»>'.•>'*•= ' r V -i 3' i<- .- .. Vi h; •■.'•'■•. - ’ '■' i  j--.’ t > •■■'.1  ̂  ̂'! I,.- '». y.: • . ■-' ../ ’ 'T^...r y -j .--.>3, -" . Fe$f%Lar**<* 1 i"  ̂ . - '\

r ' ‘  ̂ ‘ ' , 1" •. %; ,

Xï%iWEï5Ü4iaê» 'Ackjaoont to  - th iB  - scmo the  oolXa wore ■ ' '

i'omid to 'h e  la  t l io  foxva a:C bundloe- and the  name g iven

' tç  them was the  '^he im m m o s t group a _ / , A
I 'e  ' - A : . . ' -A A ' " A :A

o f o e l ln  %â'B .aamC(T the  t f f  the  - - .
. /  " .  ̂ ' ' A % A A :

' ' 3tiot%vork o f  r o t in u la r  f Ih r o a  which wore, oboorvod to  run

th ro u g h 'th io  sone# ' Tho! adrenal, c o r te x  Ima

' ' ( x iae h lo a d  oixpply (F lla t#  1900; . D om io tt aadlKlihom#

1940I Orollman# 1941) and la d k in g  in  nervo ondingo

(Oreop f.md ))uano# 1949}# Arnoldda e laB O ifrlea tlo ra  wau

'A'A .^\/A glven''on._0roodAmrpho%dgloai;:groû#^^^^ la teP A tW & vaÿ lôüs. ' '

a. '\:As-;A'a%%co vjpro a l^ o  .foupd to  A'" '
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<' '. A\, /A A ,. , /Av'E  ̂■ " , : . ..A"-p'g-

/\_ .'- .TM8rlé'' a.AÈW%'Xà6àëy width of which varies 
Im dlfi^'creat.species#' - -%h-human adrehala it 1$ on 
odqapl'om dlffiçult:'%o' ,éla'tih(̂ üleh' thlà' -fram .the
m m m  (%«##'#*% 1#0) $$ lâ.ge:aes?aixy
©asiXy ï^eeogBisal)!© ip, t%# ï̂a.l; àârenel# ■ ;■ ;ïa the., oells 
theftiseXyes ths^Q is foiiad a ' high. ■ soatiéat of eholèstehol 
m û  Xipids and :a l&agô iiittib©** ©f fflitooho»ûï»la {îioewV' 
X©01î.,' n©0»e â»û (Speef i’1946|, Mill##,,'1980:)* 'Jîhôe©
08l%8 aae a 3 .8e  '$i.8h iii S |fâ  , (Bimriiigto» a a a  ,,Dàviâ8q% , '
.3,0 8 0 g , 0ÿrai».gtoa ï'pgaid-àaa.'tevidsoa*V‘'X9S0X* ,'" ' .; '- - ■■ ■
msvtiâieicMigta* , T . : ' : „ , '•" ' >''"'-A-'; "v;v.
\ '  y ..A% la l;s, gonera&W^^^ spÂeA6#'''the-t% ëe \  -

lAimah'"w'df'enal#' -  A/

.homDosodv:#- ^ipm çruloëa. .w l lS :  mhd\##4ÿS' " 

o f  r c t lm i ln r l s  c e l le  (Bwlnyard# 1060)# .The c e l le  :df % , 

. 'th is  0oae aro' larges*-dAmRA3hba0\of ; :

.columnar faBhl4% - ATWaènCèliie 

p O b r  - i n  RWA a n d  D a f ia a o B #  À '

la  t h q #  ùb^%lBÀpf'a -

;sixdf4,5i,oyiio1)ic aona xi'navo the  mocits th o

. # m  , The eyto iilasu i 'o f  the  lig m  fm .S " lm W â

ûo@B n o i s ta in  doeply w ith  haomatoxyXih anâ eosin* .,. , , 

qaggss,tiag: ■''thài'ÿ.th©, ,affi©wa1à,;qf: 8 0 h # i # , # t 8 . 'ehGh .r,̂  -
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.. as p ro te in  are sm all* y

M m  Ë s M m 3^ Ê f > ^  ■. ■ /  . , , ' ■■,'■':/;■ :-'
, f l ie  o e l ls  o f tM s  -m m  foem a netw ork apooM .einn'Ses...

® î@ fape ' 8fâa'3,Xqp in  stss.è .than' tii© o e l ls " o f  th e  . ■ ■■■,,"

Sâi9SSB.lSSâ,-6»S t$i© eyteplaem  s ta in s  niore a © © p ls '''t l ia a '

-faseiesXAte e e ile *  ■ to  geaepai thépe;. . is  aa ahstoS© o f  , •

X ip ia  'metéptoX - tW  pmouat o f-B M  is -  h ig h  à ' ' , .

■' Vîapgè a»Hi>eÿ’ o f ’é itq o h o p é p ia  aP0 'w©â»34y oh8eï>v©ct , . .

' C<3apÿ>/IP'BOî. lOôSj. ■ @#witogtom,: .i9 6 0 ).

; :'$W é6®3?0tüpy -ÿÿW u0t8 : Gf', t îm , Édphpai .ëo'Ptèÿ'' have
' ■ " k *  y  Y  /  ■■■' , '

heaiftfefiow» kto to  séeë'fj bSp,V fo.m «Xif e a ine © % 850 (Bpoen-
\ : . . y  - . . / y  iw

'  ■ igsg.«âï*d) ''î3'«t i$  -.%#$: omXyfMép .ih  the. l a #  t h ip t ^  yoà rs

: , . th a t '" t&ee'é néoPëtioKS.Jiâfé.tj'een is .o là to 4 :’»hd M e n t l f le a , .

T " - y ' " %:  /
î'hé em ’lir> ia o la tio a é -. $ma%éWmiqQl id e n t i ’f ie a t io h s , wJjioh''; -

' ' '':, ■ /  '! % ' ' ' .. ' \  ".s'W.7 ■ .-,:y7%
'' .ehomeà" theee >8eepefâons to '' he é te p o ia  in . n#op#-wepe- .T,' ' 'Ly; ,■

. -vèsnplèâ..-. OT.t. %  .k#pë©,, gpo'apg o f wo.pkei'B, Eën#XX» ''KGiehBtein# - " .

' . ,  ■ ■ ■ ' ■ ■ • "  • : ■ .  ■ . '  ?  y . '  ' . ' • "  ,  , " ■  ■ ■ ■  '  V

' 'and Wi#@h'6tel:&ép.. e #  . ?.By. X # # ':t# è n ty  one . %.'-."y
. . - ' ■ ■ ■ •  ■ ■ . "  ' . . . . : .  . ' ■ .  „  . ;  ' _ . .  . ■■ ., .

' ê i f f  ©p©Bt s tè ra iû ô  iiad. i ’so la tô tt ; f  Pom. h o y iiio  n c / r o n a l » .
; : ■ '  ̂ ' . : ' ■• . ! y . ; . , y . -  •
. among ■ them ooptio.oêtepoae ■ .and hyaroeqg tieone:. TBetohBteipV-,
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'̂'#ÀïÎ Ifo- w M e h  hc aValiahié"4^,Gï* :'t,toî’Qiâ-.viiyQsp&~ ' "

: '-'' : ' ' : ' -  ; . ' " a-.yla’fcions* . .. ..
aaeh#'è;i&8';i& 4ë "%Q:J... ' ' ;' ..?' ' :. ■ - i:

. adt’o>i'J. tieswo ootti^sàë^ifatè-wôâpsnal'^phosphow ' . ;.,
 ' ÿ . , ;■, _  . .

.' '49S;8̂ . amà ' ■stia«3:atel;iy|yĝ lig<̂ .:''htégdiè hro'a'uetïoa;.
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v/.Y- hliOXonDGO bavo boon to m iû  In  txaouoB  ,
; ; A y.yyf Y ' - .""y ..4A'm_ .4 ,.. -x . , y 4  y Y. .'' "'Y > ’' ■ / ! / A ->  . % . YY a 4 ” A - A ; / - 4 A - ■ ';YY%4. \  'ŸY"'4'Y,Y''A ' ■- y. - - .y

■(«ïtisiëfj* ;i,930| McOaptSTi, 1946; Kliohaicw, ,..3.961.,),., i n  pXantD
^ 4 - m - o -4  '1 '  4 / ' / 4 Ô 4 r # # A  / #  '  - . /  ' / .  m ' m , / "  m A ^ / m  4/  A # 4̂ /. .4' /   ̂ . a  m /

'A vy  . ■ 4  < ./4 A u  Yf . 4  \4 A A  A' Y''' "AA.-O A J ' A-m A . /   ̂ ' 4 , 4  :.. À ' ï ’ v ' ' <4 ' ^  ' 4  .^ y ;  __ ••' _ „ : A ' "  '* ' f * 4  / ' A  "  ' A 'A , ', .  ■-■ / /A  '   ̂ y . ' * "

xY: '; ■ (do 'IPX  AlaheiiaïPtUoï*©;, 1918?- ' ('rVQonntopXt 1048; iîQ lûoxi 'AyY'

'■ ■ a » fl'ï> ii‘i o 5 196ü; , .I'’ï*i0ü}\“ ïï3.ggeaïeyoï* and. Roûcll, lOüY;
:"Y ^A "'A A Y Y A ^A 'A ;% A :A :;A # :m m 'Y .:m :''*Y .# ^$ # xY A Y ';'A  'O AAAAii

‘yTOStoï', 3,9ü-?’)s and i n  b n e te ïd a . iP ienge ,. 1903; S h e rry ,
f e .  -'.., . . . y ; . -



W X  ■

■ y. 

n

: X  À A y  Y '  / '

■;: - 6 9  " #

æ lï& e tt: a#a .p'fjAigtensèhii»'- Y l# #  /' Sàt© -anA' $@5V%
'  ..' ' v > ‘ "V ' , I O -, ... ■ ', . -'=, , ■

AY

/ moaerbf:8GtioÀ/(em$D% or ex0na%G&G@)*
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/ \-f ’ ;,'xdpg; adrehalo :(Bran.$tô e -and/'Eeddyjf 1961),> 'White' ,
.'V'-'X ■.,:'xchemical',analysis did- thus not demonstrate any Increased

Î

•■X



y 4 y  ; .

' y-, - y  . ■ :Ài5ii'pals 470PQ .gi.ven, AO'J!îl :(/iC4tE'X'"S©:4 '^.':A'iWU3?.:Babf3Batô'3? le3 ) ''' y’- 

.; ‘ ' ■-.or .t lie '/O a rr le r ' -for. va ry ing - in te r v a l  s " c f . : . • •• •'’ . - ;.. .
& ;  y : :  ' '' 'y, . f  x - : / '  %:,
.% ' 08 ilnorganiQ -phosphate vms a dm la ls to rèd  Rlks b e fo re  ;,

x;:;.'/ 0ha33p;GEalil/p;laÂdvfvôight5'\mtqn.ht\,ahd-'#eG.lflo.. - ' . - ' - z

x l 8 ^ .tpxâ#eBui,inqrgâm lO '% hpB^ X:-:

/ .% 33ottoYA; iBoreapos Ih

f ( r e l a t i v e  to  adrenal-' lâ o rg a n lo % phôsphato): -:qf. DNÂP# • ; x-'̂ - y'" '
'%;.: _ . n: - X. . : BXx-'fxx ^^xx/pK':;  ̂ -yyy-XN , ;-x/ v

-■ (frdiïï iîpniaiali? ; 19139)o -, -. x'f-'X :/ ■ . X ' - ' y C : "à '/''.'9 % ? ..

' : ■■' X-

y-y

■4 ;

■ '■ y .

: 4;4V‘ . .

, y

x X y :



400

t20

Cbntro/
/eKc/

D ays o f ACTH

F iq i/te  V

a3

-• amount

X----
-•o o c tiv ity  
-•« g land  w t

} o f PNAP

t  +20

L_

o Days of ACTH

-20

+300
o-------------

O'

3 5
Days of ACTH 

Guinea- Pigs

Q.3
2
O'

• — •am ount 
o- o activity )o f DNAP

+100

3 5
Doys of ACTH 

Rots



■A '1/

a o ï l  (T lv is lo f t j ’islio s p o c il'iü  a o t lv l t y  o f  DîïA r'ooo 

:l,ïtfi;i.nc’tisK '; th a t, tho:,.'o lo  ;5n i'a e t liiueeaw ed  IMA

I t  0 :1. Cl ho nob.-loert th a t, th o  ,30 b io ii th o  , %:

#$% #; o f  : tw  g à la e h )'p lg : agrem al, ' 

- .d:'É # ie  .l»ôti,3sp(Kfàlltôïi o f  . lao3?ga'nie-v H'"P :ix ïtô
: : :v ; -  ■, .

i  :$% ; iB . ,#ù:pea8#ÿ':t,h@  .%  •

■àftej?' âÉâ\ tW ' DËA e ^ ït io M - ’is , 'alsQ-.laeî?®ase,â h y  lO i'H t

' .  RAmalàh ,@Gggë8të.À^% A0$îi da-u8e.(l . . t l# ' 6er,' n tlô m

yfW- R I#  %#e8kë.o#h.:-.lh th ë  'à#ehâ3.w ;',, So ta e to tM i.-  h y p o th e s ie

. h '

. ' r # h o  b1 ;

. % 8 p Ï 8 t é @  t h e  e n h C G i L W i W j ?  l ' r a o t i c m G  o f  t h e ; a ^ % 0 h a l  

r ; l r i : a ü  e m A  a n i a l y f ^ o c l  thom f o r  R K A y  D N A »  % r o t e l ) i  n ï # ;  . . /

p h o n p A ï o l t o i c U  l i e  o m i â u v l m e r o a o e s  I m  E l A  o o h t q n t  i n  ■ ' 

nl3. coX l :Craet;loTiG a:act thû  rlaorcaao,^ a f te r  thvoe (layw ■ - . ^ -
■■ ■; ' ' • a .'l-'J:/ ■ -

^traatmoht v jlth  m io' o o p c o la ll^  marked i i i  tho  o o l l  ^

UQQ» ' ‘f h i n  : U l c r o r ; * n o  U n f  o r t m i a t o X y  i i h o  f  m o t  I o n
' ' - . ' ' - - . ' 

% # l ù h  h o  c a l l o A  t h o  o e l X  u l o o  c o n t a i n e d  f r e e  r l b o o o m o a # ' '  -, ;

t W b  X t  1 6  n o t  k n o ^ n  o h o t h o r  t h o  I n o r o o n e  l 6  d u o  t o  - t h o  - '

ainrmat o:c' 0K))lA L ilto r.ln q  o r  uù tho o t rlhonom ol . ■

-UbA o b n iip lB p >  A n tO iî l  à :l6 0  - B c p n r r t tu d  R3A oVi E c t ë o la -  ' -/ ' ' ' ..'
= '  . I . » /  . .  - ' '■ ' f  ■

' 0 0 3 . l a 3 . O 6 0  a n d  f o t m d  t h o  a d r o i W .  I M A ' t o  h o ,

' a o t o x ' O f f O ï w o Y i a w  ■ "  " ' '  " ’ . ' .

: : ■ : ::ÿ:
■ ■ V/' A; . ■
' 1'-

Æ . ;



4 0

a ,

'■; ï ’ho ï'GC'altB'o;C iiomalaiî. ohggoBte'# .% a$ tï ie

. ■/ ' . 'h.' %% motabolilBm o f  tho r a t  aare:oal io  a lto ro d  hÿ AOTH,

' i n  ro th o r  na^uim oual ixm h lon . ' % ior0 a$#. aW d i^a  oh tW

:, ;;,,/;,; -pa àoïPiaonea-'OB % #,;m îôï.éle 'afelflq o f  ■ th e i r

A-i/'H, . : ' orgaÀs' . im a i# # 0 L'that hbmom'eWomhse :àïx ifto rease

'  ' ' - j im  o f  3:§otOj)# : ia to  ; l t  #ee foBag. t l ia t

y . AQfH' treatm enh lo im re 'â  - t W  itto o ra o g a tio h '-o f

. „ ' , - M tq .' th e  É W /o y  ; tW  r e t  ‘ •■ .

-/.A '.' ■ .k_:' ; :'\y ' -- : '

" h ,,: ■ - Bài'aaiah: .QSÊawiïfeâ^sthe 4 rj.ôc«^0 ffà ti,d ïi-,îïitO 'M ta l l l A
 ̂ ... . , . y y  y y , ' ' r  y,

'■y ' '. ü f  t î is  aürGna’l  giaacL ïjx iûxle %y@8 t lg a tim % *, tïie
-y /p ;' \y; '-ÿ\ y ' '% A;'y  ̂ ; • '■'■ '  ‘ ' ' ' ' .. ' ' -• .
'/y  ' ' ■". ' %ÈW#ye''y#yÂO/PH xiïJOpyMie in e taho lie tt ù£. t ï ie  RIA' o f  : tî ie  y

y, y / - G 'W oé ll'u la r eA#ë#@&W' have b 8#Bye±ao;lW& y. ' ,
y-; yr' ,> , .•■■-/'y. V ' ■ . ■-■ y ,■ % ',■ .„. "y • ,

; ; y ■■■:■: ïb e  oi'foG ’fe o t‘ AOWll fefSôtïneAy Oil th e  meta'bolism o f  ' y 
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Figure 2

SCHEME USED FOR C E LL FRACTIONATION OF ADRENAL GLANDS
o

A ll operations are carried out at 0

Adrenal glands

Homogenise in 0. 25M -sucrose/0. 001M  
M gC L (HM).
800g, 10 min.

Pellet

Wash with HM. 
800g, 10 min.

Supernatant

8, 500g, 10 min.

Pellet PelSupernatant Supernatant

Wash (x2) HM. 
800g, 10 min.

Wash with HM.
8, 500g, 20 min. 18, OOOg, 60 mil

Crude nucleit Supernatant

Mitochondria Supernatant
Suspend in 2. 2M -sucrose  
50, OOOg, 2 hr.

Microsomes

Supernatant

105, OOOg 
60 min.

Pellet Cytoplasmic
**Pure nuclei*’ impurities Ribosomes Cell Sap
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Figure 3a

OUTLINE OF METHOD USED FOR ISOLATION OF RNA  
PRIOR TO c h r o m a t o g r a p h y  ON DEAE-SEPHADElt 

AND FOR ISOLATION OF RX FRACTION

Sub-cellular fraction

Suspend in 0. 2M  K (or Na) Phosphate buffer, 
pH 6.85 (PB). Add eq. vol. 90% (w/v) phenol. 
Shake 40 to 60 min. at 2^ lOOOg, 60 mm 0

Aqueous phase Phenol phase and interphase (PPI)

Add 0. 5 vol PB 
Shake 10 min, 2^ 
lOOOg, 60 min.

Aqueous layer

Combined aqueous layers

PPI
Add ethanol:ether, 3:1 
(v/v) at -10^^
100Og, 15 mill.

„  , 4. -xt. X.1 Supernatant
Extract with ether, (discard)
Aspirate with Ng,
Dialyse,
Lyophilise.

P re c ip ita te

Wash with 10% 
10% TCA. 
lipid solvents.

RNA

applied to DEAE-Sephadex 
column

r —
Washings
(discard)

r -
E xtract

Dialyse 

R X  fra c t io n

Precipitate

10% NaCT, 
90*^-100°

------

Residue
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O UTLINE OF RNA FRACTIONATION PROCEDURE

Aqueous layer

Combine

AqL Fraction

Sub-cellular component

Homogenise in 0. 2 M -N a  phosphate buffer. 
pH 6. 8 (PB).
Add eq. vol. 90% phenol and shake 20 min. 
18, OOOg, 4 min.

Phenol phase and interphase (PPI)
Wash with PB 
18, OOOg, 4 min.

r
Aqueous layer PPI

Add eq. vol. of PB, and SDS
to a final cone, of 0. 25%. 
Shake, 18, OOOg, 4 min.

Aqueous layer PI

Aqueous layer

Combine

Extract with ether 
Dialyse

AqD Fraction _ I
Supernatant
(discard)

I
PPI

I Wash with PB and disc a; d 
washings. Add 3 vol. 
ethanol:ethei (3:1).
1 OOOg, 30 min

I
Extracts
(discard)

Précipitât#»

I Extract with lipid 
solveniN 

Precij)itate

Extract with 10% NaCl, 
pH 7. 90-100".
30 min.

i-----------
Supernatant

Dialyse

Residue

RX Fraction
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': , . ' '' y , y \ y y

at' t h 000(1 fur BQinrLn* % M  the rocuXtlr?g aaàimeiitÿpfyp,.. . y: y
' ’ ' I , 'V : ' . ' * . , '  i ' ■’-X' k' tX'  ■ , . ' ' , ' \ ^ ’r ;y . '■ / ‘ ^'? ,':i',Àv? ’.‘ - ' - y  ' : ' '-'' ' . ' '- '  . ' ' ' ,, ‘ '■ ' ’' i  ' " '  '  ' ' ' i '

, ': 'v';-' ; ' .'■'■■ , .

t h l B  o o n t r l f u g a t l o n  v h b  mfS^^orO'^ô : l i i  0<r. O lM -K O fA  p i i  Y *0

%

A.

fox" AGhv# at room temp ora,! ar ) nn«I thon ro"*e0n.trlfuge&' ".%
' m g '*above* *riio accllmcnt after oontrlfufAXlUA' niv0J0O0g- 
Wfie tekoa ap Azi 0*0117)'*oodlum aootato^ pP (% 0̂  ̂ reoentri-y . \y-a:y?'\yb

- ' ■ pyy ayy■yo, ■’- :Cugod ()lfN/c/rontln 1:̂ ' o hO ' tlKr sodimont. aoape^ded la- e t ' .yyy /’
, ̂ ' OstTil^WDnaioui aoototo pIT 0.0 uo ?i oooc«, of f)or ml#

. '  ' ■ . ■  ' ■ '  ■ ■ ' ■ ■ ■ .  ■ ' .  ■ ' ■  ' " '

' \ . ; 4 : O p T a A A # T L y : ' ' " ^ ^
'■'a;OU^0 v'O;:<^''Op«V ' ;„.;. .......■ .' ..:-0 0 -:’ .-, c.’ -—; ;,.■’\X'V;y',A;::..,;::’:;; : X O '* " 'o .y, ' , " ' ̂ \  ̂ -

\'\C A4' X, ' P % ' ' Â O - \ T: ' y : Pp B p  :/ v - .,:X  ̂ "..y.y.’0 vppppp, • '-Oy.; py O.--# <.



Figure 3c

OUTLINE OF METHOD USED FOR ISOLATION OF RNA 
FOR SEDIMENTATION ANALYSIS

Adrenal quarters

Add bentonite.
Homogenise in 0. 01 M Na acetate, pH 5. 2 /  
0. 5% SDS.
Add eq. vol 90% phenol, shake 20 min.
18, OOOg, 4 min.

Phenol phase and interphase (P P I) 
(d iscard)

Aqueous layer

Add 90% phenol. 
Shake
18, OOOg, 4 min.

Aqueous layer
Add 2 vol 2% KAC in ethanol. 
Cool to -10°. lOOOg, 30 min.

PPI
(discard)

Supernatant
(discard)

Supernatant
(discard)

Precipitate  
Digest in 0. 01M tris , pH 7. 4 /
0. 0 0 1M -M g C l2 in presence of 
DNase and bentonite. Precipitate  
with 2% KAC in ethanol.
Dissolve ppte. in SM buffer 
(see text). Dialyse against SM 
buffer. Precipitate with 2% KAC 
in ethanol.

1Precipitate  
Dissolve in SM buffer 
Extract with ether. N, 
lOOOg, 30 min.

Precipitate (if any) 
(discard)

Supernatant (RNA)
Apply to 5-20% sucrose gradient 

(for sedimentation analysis)



'̂g':g!;MgOl pè%̂  ..anâ ;6̂ 4:/'6f<;:SDByp'0̂ ^̂  . 1- to
uc l:ii% ,0*.0%W#6aiMm- aeptàto- pR %  O'-were 

tW\ti8sa0^ Wf()$ë.^hgmog^%ïlola^ _ /-,
.ââd,W;#q-tM homogè%ie,$%'' E)%id''

ÈliMGïi ' Y % W W 6 Ü %  room temp0%*%türe#
$ho pho3ao% oepa%*eted oomtrl-
'Æn^nt:ioa\âA l'ByOüOg'fpW 4mWi^.''at 4":^/and tKe .tpp'--'. 
_(a#Qoi%oj-- 3,ajge#';:%an$fe^ 'by papt^W/'plpotta\'.tq 
a n o t h e r " o f  Wnto^ÇLitêj^ -andvil»/̂  '

6f pMwt;: had heW- addgd# 'Miio ' mizturq- #a^-'%lefly
ËW^e%' 'remqyed and::- - ' %

e th ^  '-' ' ,.

(pre#g;aa%y top lay or*
.M# wdlelO' aoldO'v;eÿ%"àllôw0d\tô/<p)?ôolp$;^^ -% - 
$ta#dli% this. 0Dmlh^,ÿ;\heford' --.

pôlïpétlng thorn by .oontrlfaga11%^. at %g.00Og for 85min# 
ICiie p e l le t  waB-diSDOltrod In  1 * GmX̂  qflO#

W f f # ,  pM.\Y^ MgClg per , p#@mg.
and 0#^ml*' of:0$03#^tpip'#*/?:^:4''OoW 

;4gA&'0;:::P;̂ ::I#aue (>k3vrlno\panorpatig;̂ ';.-- Bi'#a (̂.o* ) ̂
Ivprpmdded-and 'the 8olûtîw:lwi:bhtod.-at:,^ tb;'
/8pml$$y:y ̂ -̂ $ho ronGtlo#'\.$a^ .:etqppe<y%y :p%agi#g th# tuhea \ 

and- adding a ïpd)#h'ër two. Yôl8;̂ i'''0f - , -  '

K'-,‘ r. . ■ 1,--



‘ •'p.potâs0ium...ao'0tâto;-; In étlmmôl# : were-allowè'd'
-itD -lîtanà'vat tïw n ' tW  »HEAr:^aBlebXloo,ted 'l>r"aeBtrà:-

fu g à tlo à ^  • d iB ôb lvéû  i h • S m li■ • ô f  D*’0 1 Mi^Bocl:lmv';acêta-tO ••
'.. ;■■■: , : : : r . - ■,-:.  ̂ ^

;yptîftpr--pH i^R O le ; p e r - ml# - hbM '' ; % . y

38 p f'H â d X 'p a r iul*- /  b n f f e r  1 s'' f a fe r r a d . ; ^ ' .

' • hèreâf ter :bb -B M ibuffe r* tèr-'dd-alyB ing-:'tlie

.ppabtttion a g a i n s t qf BM Imffan ai;' 8̂ /. fqx^/XÈ to  ' < -if;
' - iB h rÿ f  th e  Mé^^-mibp'pvmip-XtaWâ and oo i l eote d  ha. above i  

f/i'- ànd: disablvod là  ,0 # o f  -BM b u ffe r*  Raalddal ' f - \ f;

f.%,, ëtliem'6% Wap' f%iqye5(1)y'bthér- 'œtraqt$qn 'ané.'tîiêylast ' Bf
■,.. : :t'râéè'é ..off. - from  ' the ' s o lu t io n  'l#.f- ■ '.. - - --

'C 'f\9'%' i  " i  - ' / i ' .  1/ : :  ' - ': ' - '- ' ''fhspirbtlbhyÿlth-n^ iflie ÉHii fëoluiiioa qaep'f . . ; -,'f'y''
. o q n trl# u g e d  a t  OOOg ..fo r  0.0min# before I t  was applied .

...:' 'f' 4of/the  top; o f  ,a fBp.àrqaq.-danéity'-gradiOEt* f'.- ff ■- ' . ' . y' v"

' ')y

: ■ , ( 8 ) ,P m 2& W $ m  . vO; \

‘ ■' Betoqla'^oe3;3Ailb8;8 ;(Oerifa - ,• ^

H e â ü e lljè ï ’g )  #/!;h;..8%:Qhange % a g a o i. ty  0,,S4m. e g ü iy .  ijeje. g * . :

■’ %aB-UB0â  ̂ '"..'Béfbre-aae i ' t  was abâken in i.w a tars '''’tH en-t\ '

■• vmshoa ouoGeaelveiy'r with water qntll it was •
■' . f re e  o f  -HOI, ."Nm'NaOH; w a te r 'u n t i l  .'the ' B6 teô la«^ôG lln lÔ 8ë'

,;.was :froo.f o f  ’aX lta liL-. t h is  washing prooednre, wao repeated 

ohqë ahd .the  E P té b le io e iln lo s e ”'waa- . f in a l l y '  'suàpënâeà 

/v-iin wa’ts f r ':  '’â iq o lnm n-^^8ern̂ .-;K:lemq (ülam@ ) waa prepared f

/ .fi-



and w a te r 'fa llo w e d  by eodlum)-' . - '

p h o s p h a t e ' -  pH 6 # 8 % passed t'hm bgh th e  eôîmnn# -

' V -  "

- $W  l ë # l .  o f  % f fe ÿ  aolmtiom abovey$he:Bnh%ee b f  - ,

the  .ÈOteola'^'^belW was a llow ed t o ^ f a l l  . 'u n til '" th e .

- le v e l of'- W f fe r ,  above th e . oolumm 'a b o u t '.# #  $ - ' - -, '3 : -:y' -

the. RMA m iu t lo n .  a p p lle d i% \  '

. to p  o f  the- 0 olum% 'a l lo # d , t o  e n te r  th e  oo3.umn''and:W#8hed' _.Æ'/
^

.  .into the oùlumh'Wl$h\amàll O*;01M potaaeium''
''- eodlw) yqlûme. pÿ''

thlB- buffer .#.ë'à'allov#d t6':pE$B.:through thé ôblumn :"W, 
followed/by aK.Maâl''wne#m#ati0h'grë#'en^^^ ' ; J'

In the early e%perikéhtB<^-4%'^@%Ül'g%#,ent u-eed wah "; - 
exponential»'''and was #talned' by .paBslng" in 0*"diM& <

' eodlam phoa'pha#. buffer^ 3 *1  ' into- a .e'o%%ëtant volume
. ' . mixing.flask containing' pho'sphaté buffer^ ..pn

whleh wa&doim:e^t0d .to-the top of th^ o6Mmn# In 
\ later expérimenta', a linear Espl gradient waS'hoM*, 9?hie 

was aoMevedby.oo%hieeting^. amlxing'flaek (fiask I)'
:-"' 4,0 t W . a o l m ^  and'eohhWting a awond-flaak (flaali:-!!)

. to f 3,a'8k l *  Both flasks were identical I n  s'l^e-.and 
were placed at the samé,"level above-the top- 'of the 
çqlnmn#- Plask' -l was f i l l e d . w i t h . o f - 0 * 0 1 M ^  
sodium phosphate buffer» pH 6*05» with the oonnéotion 

" . between the flmsks elosed^ and fiaek II filled.with

y - :  :?



i - 4

u f  in  0 #0 XH^r‘Oflln^a phoBubnte b u ri'o i^
' "  \tka . ' X X'-
p l l  G# 86# A C to r  a p p ly in g  i.MA to ^ c c ln m n  aU cm t 80*^00m l#

b u ffe r ,

-':yX;W.olnnM r,n dc# e  b o m ie e 't io h ':b é # # il(%  'i :a W  #\waGU,.;,
' \  '''- ' ' A :!/ ' ' " "

. /  opGwci» so ooiimemoing'tho M aU l'g rad len t#  . /

- , -  Gone#, /pnooing tWou#)L^'$Ab3 o lm m  r ia ç h i t è
/ '  y  ' . - a . .  ^ '... "

' ' " ' ' ^4W ;,AO #0#te<0f'-the -flasks"'W ere changed

A  ' ya w h  th a t  f la s k y l  or':#ÂMW ly.
/ .  ̂ /  I  \  . ' '

■ y  oonteW ied-W ^M .oà in  e i t W  Mw^et^ oÿ ÈM^eOl» . a ':;

' - \  w w  pasneo through; th e  ,

.. -' %he f im a i ' - ç lç t i r k  soluMph\:wa%3p!^a% i-;/yy.:(^=A r  - 

; ,■; ■ , ’y f l %0 w a a - c o l le c t e d  I n  0ml# f r a e t i o n e  aaid

'U8lmg e ith e r a Uni.ômm - ■

# .T # 0  Spëütrephotom ator o r  a Beokmon DB Bpootrophotomotor»

8 *

-yy: y ..';ylOg# ;3 f ,  :DEAW4Bep%dW'-:\(%We|W#bm-\^ ,

om-paolty 0* Dm# ënniv# - per g* » Bephauoz lippB a ia) wero , '

allo%##''$bT'b#0i l .  im  w a te r 'o v e r  a pOi?iod' o f  8 / '
They.eüp:ëÿ»at@mt' was e a r e f $ W  ëy 'üy$W y - , .

"'": 'y . y y , , ' .  ".' / j ' - y i r ^ ^ 'y '^ . - y . y - s y  y  . - .;■.$06m l*:-o f .wat'èï*'aaâèft-aM  a rte t-, aJl.;io?li'ng.paï*lio’i-q s -to. ■ .
■ : - ,  .... , '.'..y y .'.-  , "y. y - - - -  ' ... : : yy
s e t t l e yt.te  s'a'peï’s ia tan t #a# agêîin- âeôaateâi , tM fa  ’®.b 
M p e a te d  y ' f ie y 'm b ï’e, ' . ï%4e - pmcod«#@ e ï im W ë t#  tîie  "tinëà^h: 
l ‘î i0....|)EAB*-Sfpteia.0:s vjas tpax ïs f ©s i "  ü tp'e,-B'ualœ03?yyïitèJ?  ̂ y

, /  ." : . ' K, y - _ , . - - ' ■ . < . ' '■ • •> ---.t.- ' ... , . ■ • V .. ..i . f J ' A • V :--, .

-yy-.



y'-, G■ a n d ' . o f  '0 #'b . ,

y  , X p y y y , ; X : y ; ; ' w a t © r ' 3 n t & ' '  t h e  i M A f â - ^ ^ B o p h a d o x ;  w a B .  f r e è .  , o f  y a o l d j ^ , , ' i 3 0 Ç ) m l #  

., i y : , " y  ' w a t e r - t h e ' ' ï ) E A E « * S e p h à d e x ' w a s ‘ f r o 0

y j y y f ,  ’■, p o t a B ç : h M ' - p h o B p h a t e ; h u f f ë r - ^ p | î . 3 t B 5 ^ ù î i t l X -  t h e .  b a t f e r  ,. v

. y y ' 4 ; , .  y " ' y  ;po-ta B . 8 h m y r . p h q B o h a t o  ' h u f f o r , p H - ' 6 #  8 0 #  4  ■ ■ ■ A - . - f r e a h y h o X i i m h  .■ - 

yyyyCy'' , /(QomfxlGmXsydinmotcr) waa prepfeved fo r "  eaeh: frà ê t io h à tio â #  

.̂v4 4 ;yv-33efore- a ^ lv ln g 'th e y ^ 'R ^  to  th e  oplùmn#y;. ;

4:y.;4y-:.: y, .0 #-üÎM'^pota8 Èlhm4gh^ 85\:waBjpaosed

•j;'- -. ..' ; y. th rough  the  -opltmm U B t i l  - M': q f y o f f  lu e h t was, _ .
-\çy ;. y.-y':' •;•;■■' 4 '  ' y'..;-: ’ :-y. ' •

:.' ■■■.- 4 'Ih.e 'EWAyhao app lied - aÇ above and a' lih G a r  WaGl cone,

%4E^rhdi.ehf-4y fo 'l'iow ud h#yey.iinea r 3 lL 0 î ! ’gra'diOEtyàseày,.

'•■4-:.; y,. tô..yôluto .ythe.-'h*lA Cÿom ylhç éplumn* : D e ta ils  o f  thé''

’hy'y y; v g ra M 0Btp4 aré  rp ^êit-ohoTO#,.- . ■■■Thexeihatoywdayaolléetod- 4y

,̂ ■ y..;4y,"-.-iji 5ral*.- ;frho'tihhB'ybÿ,,méhnB'3 frae tloM y-y ' - - -
■ ’. .. ' : n . Aim y, ' '..y.- - ■ '-' ' ' ' ' t  ;■. ■. - ' y>''"-y- ''''

. y  4: G o ilé e tP r and ;4 I# y y : I t - 4 . ' détormihedr,.'
•• k/UUiDjUi;'

■ j y y y  ■' ,;y^* 0 * ;' y-'- ;y y ;y  y-.--; .  ■ - '

y;y'\4''--y4\-:4:y -A'̂ :Bi30fa'BQ ,d on n it3ry.g?aâiontB;3 ere^'-pr©parOd::UBlHg- th e  y

': : -y/X ';''y- . W Vioëtéhown Xïi D 'iguré 4a» ; ' -Bèrew» and ■ c lip ih O ?  ' ■-■■■ 
/'y444.^:;-.'y'"^y\'''yy;%-'^ . : 444.. -- \  hyiyyhy:,- - ' \ 4 Ax4 ; ' y4'
y 4 4 y 'were elooed» 2«4m i*-'of' 5;Xw/V:)ybW.%Wbylh'3a/#^ 4

""y :44 -p j,pe tto#  int0:.3 lfâîïiher" A .ehd 8# 4mlo V.of ' ’SOJâiw/r) -:auéroB0 y -'

. /4  4 -4 4 # ':4  " 4 "  '

'' 'vyyim f  er.m ipétte^^^ chàir&ery B# ' ''BerewlBîywa'B' y '■



%

I I
- ; y r :

y .'-y 
111

H-'- '
y- s

S .I
ÿ y- . 2

iB'igùre 4
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.y.

Opened» a gent I# stream of-yelr bubbled twpughytW BÔ , ' 
swr#d'lh chamber %- ollp.O opened and the "Solution , '

.. ool'iêô ted; in van "appropriate oemtrlfûge tube* %hl8' - 
' - procedure produced.a'linear gradient of euo-roeq'boh'*. -

oentration^^clmm.the Gentrif'uge tube# . ..
- . %he- EHA eolutlo.a was oareful%r layered oh. top. of _

I the euoroae gradient w d  the-thbea. centrifuged In, a
qwl%i#$WbaoW%;^#otor (BWŷ Bt-. head) using a. - .

: : mod0l^^:j)repà%ÿiÿ%ultraeë^ ... % m e  ôf\pentriT,
'_.... fugiû# Varied b%tweeh. 10# #W$':-'àM%.lâhr# . and béùtrifugal 

foréey;empl6yèK yarlê d;%'étween 60.^00%, and 490O0g#'
. (4-yMt#r\vdWtr^ the'3ô#0i-of tuheW #W4,-
^  ;.y.pun#u#d 'with4d;̂ ^̂ ^̂  ̂ gauge hÿpo#3:^ié ''-#

y 4:.. yyy.'■ '. • , y-:'''■y ';'. '*-yy., ■ .. ■.. -y.' - ■■■ ' ''yy' ’-y '■■
, ■ ' \ aolutioR i s /%0 a^o# .fra0#qA8',, •
../.vl'yy ' y jkg; ''-'I y - .. .' y i y -y; ' r""y' '' -' -.' '

: ' .%y#%W0V$6 $; '4#%« ■ 0 »8ail»,.q f  f®aiéï*', .';

'#ae%l0%- am# .thë Ëgggi^ mnô. la-.lerrii.
; ';■" miq#08e,%lg l a  ,

. . .  ... 
SsMsssMsdjiMmiS,*

. .̂ 8 1 -' ....   ̂ : 4 : ;4 -  - - ' 'V
i .  . .S ^ s s c -  ■  ̂ ;;.. ., / , /  .

■'. -/;'. .y.' Xsy sofeô' ezperlm onto samples # m .  àss& w a " W  the 

i lm ï û  s ta l©  .1%.#$%' à' ##,:.#%ge%»#îë Oèptwfy

B:tootr.onles')-'"èôui>l04:v’bô-P' eoiW ea^lpnal .sémlep*: . ''$Pe ' ■ 

taPo Vi(as;.à'|ie3?frb©û'.i»;-t4#?'iflge'2?Vpegiqn*',' ' Ip-'otpeî?"

. e%e#lmen%Bÿ . m # l 4 ''.#Bîpl@6 .''mei'8 ''p lp  ■■.

s ta la le s è  S te e l p leaehé‘fcs,ipa. @vapprate,a %o ëVFpeae



Ÿ3Îth/$h0 $ ld ' o f  'a n iin ffa T 'ro d  Xë:#*' % e /0ampl0 e.#ore

G oüntod3ÿ::m eam lo f ^a-'HaeXeâr*^OhiCQgo-'gaB f lo w  comité*»■

f l is tè û  w itîL .a  ■% iëi‘ora:lt2.-''vVdnâovi» opqreâtiBg .isa, tî iq
■ :■■■'■;•■'. - ■ : ■' ■ . '■ ■ ■ : ' . . ■ ■ " - . : ' . ' '■ 

g é lg e r re g io n . ■ ■, :

. ïh e  ooim ts/weÿe ooï*apQC-t>oa.-fop Paolîg.’pouaû ■ attâ. âoeay,,.

 ̂ y  - "

I p l t  o f  .tlio. aqaooiîB sample b e ing  aGaayed was. 

added., t o ' ( B u e l e a r . ' I B n t e r p r l e e e  

••’i itd f. f  E d inburgh) in  dloxàne ( 'e o ln t i l là t io n  grade» '.Bucioar-

E n te rp r is e s  Dtd* » Edinburgh) a W /the " samples-assayed
c, '. ' ■'■ . ■; ' ; ■ -, '■ y ' ■

f o r  us ing : a- Hnqlcar^Ohloago- { s e r ie s  - ?80) l iq u id

OG I n t  1 l la t io m , . épéq t r  Dmotor#

A l l  s o lu tio n s . .weré'.Ttaado...up,..In;glass d is tille d ...w a te r#

. 'y  ' ^ y  ' :

' (a ) Gja s ff lio jis». . ; ■ . ■ ■ ■■-.'■' ;  - ;■ y y ,"

,,, P“ e li3.oj?o®epow3?.i1̂ 0a^oate (pO iB) "(L tg la t àîxû Oo. I»tâ».) , . ,

Was d is s o lv e d 'I n  water» u s i n g . t o  a s s is t .s o lu t io n , 

to  g iv e  .a' f i n a l  ; cê n e e h tra tio B  .of o* 0108W!* The pH ■ 

was y a d ju s te d  as'nlOBO to  pH 8  as’ s b lu h i l i t y  o f  ÿthe' - ■ 

pOî4B wouM yallow* The f in a l ;  pH was 'u su a lly , about’ .

^ 0 ^ 0#%: : I  . ' ' " y  .y"y_x I  Â, . . : ..y\4; . ' '

,. , The t r i s  Used f o r  the  b u f fe r  solûtio%% w as,,^ 'spec ia lly  . . 

p u r i f ie d  grade*^ - :., -.y.' ', i  .%'. '... - I '
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Figure 5

PROCEDURE FOR SEPARATION OF RNA AND DNA
oA il operations are carried out at 0 , unless otherwise stated.

Tissue Fraction

Homogenise in H«0 
Add 0. 5 yol 0. 6N -PC A . 
Stand for 10 min. 
lOOOg, 10 min.

Supernatant
(discard)

r
Washings
(discard)

I
Lipid extract 

(discard)

[-----------
Supernatant

Washings

Combine
Adjust N of PCA to 0 .1

Precipitate

Wash (x2) with 0. 2N -P C A

Precipitate
Extract with 1% KAC in ethanol 
and then with other lipid solvents.

Precipitate

Digest in 0. 3N -K 0H  for 1 hr. at 37° 
Cool to 0°. Add 1.25 vol 0. 6N -PC A . 
Stand 10 min. lOOOg, 10 min.

Precipitate

Wash (x2) with 0. 2N -P C A

Schmidt-Thannhauser Residue 

dissolve in 0. IN  KOH

AgS fraction
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'• '■ . :-r. -■ . '.■ ,. :X ',,, ■ ' , ' ., ■ , , . .
1:: y,.$he tM is t tm t io n

: / ' oaâ tif the mûpl'aar ?.#% II

_#ë .epeeMie :abt|T4 ties::o f’ W Â  ï î *  e,M :W A \% $I'g# , - 

' "att-Qÿ* ■fSMî»*''.fAe iWrnitma- SXîa'ïï aW m à
' S: ' ' y A ■ -■■ ' ' . '; . ■ y-,;, \

' 8#0 àpg#o%â#àt#Èÿ %'éO# â&|-'8£Çî i^©Bp©ot;i#®l#"-of -Biisï» ■

‘>t

' • ' ' / . .  V :  ■ '-’ . ■.. * ■■ ■-- . . . , ,  ■,■■■' . .  . , '■ ;,/..' -f’- t . , y .  ̂ '- . ' , ,'■■■-,■ , , . ■■ 4-.
:iy, "V'î’a è  Ë%: .ly #  tîi&V'aitoeJioaa^ia'&ô,B a'-'Mg& motaboMe . ,

, . . ■'., :  ̂ ■: ■ y y y' " - ■ y' .""Ayyy:
_ 0% -iv 'X tj' ps'iil ü3,i'.«rt' $*%e ap© mliKümm ' . .  ^

t  - ' ' -y ■>■■ l\■■■'■i '.r ' ■ ' ■ -.v ' . ' ' y - . :  - .
' ' aem@lî4#W''@Aa

■' A--; 'v^ '.:ï ■■ . ■ ‘ ,, : /  y fy y y y / '' ',  y : ' '
-'■• ■ :gég@*ayyBoytW egfèe# tvf t ï ’sa t.s îôn 'lV :Q oà tlA ü© # y v  ,= ■

..y :\

:■ ; ., CiOWi’,27o l 'ÿaltiee^ '. yïîj. a i l  o.Ki?oî?imQatSÿ tlie yspQ&lfïèy'^-' ■ - . yvy. y -1  ̂y. - y y ' v: yy:y’s ■ ' ■-y y- ' : y-'y y , y--, " \
-y ' ' oo-üivit.?/ o f i?.M I I  la  nî»©a-èi©r tkam l i l -  - ' ~" ,y,:,,y:: ■ , , . •■ï.y.-yy' y.yy yyy,,. ; ' -y-
.-. -‘[m â  AWfl *h l8  â il’f'@s.’o ' a#':'V;y':

"' ' : " ■ ■  ■ -ÿ ■ ' .y ÿy ' -': ' ' ■"' '■ , ■ „, ; ■
' -y-A ■  ̂# #  m  #h@'''mè$'#.bli8m
; ,v - ' Bi i#©BQ»i$3y s;l®ilè¥‘‘"i;o. W&%- ■' ■'.

■■:'Vp»Sta>eS: oïl $Aë 'Wtobhoaaz'âal IWâ-'raet.â'tîoltsW'à M : ., .
y \\%y\.yy.yy' , - •■' , ■ , . '
. ■ .im&éeâ ' th@, egèeif i© a e tiT iiie e  :of .the m le m e & m l

■ ' .;.;,yy;'..y ' A  M'.y'yy''/^y y y . ' ' - ''' ' ' . y .. - ■
y .IffiA .f;^àéîdonS'. :t3ï»© Q f t te  s'èrae, o|?â©ï» as the,. $0 reeBpomâlmg.

■ ■'■'-fm etlan s  ofyyfch0 ,Œ4“tQtehoïïas.’3.gr ' ïî'ds- BummBtB that .they 
' y :y yy:::-/:y ': "y\yy ." /  y„; . :,yy< ' ?V'- - A , .

, - ■ a,p0  501 $0 al).y pelatëâé - AQl'ii also ■ean.ses they#pbolfi8



^m otion  tO'- % .

t . : ■ ' ■'''' > y -’’ ■ - "  a. . -■' ; • ■ '■•■■'

tM B - # $ #  ^^o longed :.adm l#l8tratloA4
' /' *‘ -=y ' .;■' 'A-y ;■ ,■ ' - ■'' . ..'" 'y ■% 'y,

"''' ' .V-'vT'.:-y%0 I .  ëf/:the-^rlT3ôË%&:8'/&6. W oh %68B''m8t#o#»,
'' -, > '' '\y. x ' -   ̂  ̂ -. '

. ïleâIi3'..à6$lv0:#h8m..the,W:#'ëapôàiîaWg'f3?a0tlo%ï''O 'j^.'.the '- .

. \  . ' \ ' ' . ' '; : ' >; - :  ' - ' - \ r - ^

'"<y%W.\td '̂hoM%^la''yaàâ''mlG3?oa0m ./%0\;àp.e(!*lfl'o .&'Gtivit&08"
< - /./ '.y '"' - -

'-  ̂  ̂ mid R%  I I I  . /  ' -

$W%do,W#epaWl^ f ra e t lo a e  'lm '' _ -

. .  W#a$l-a8d* ' ''' /

' - e a a $ #  a' dedraaed s p é p irM '. ' '

1)0lDg # § m t l# $ 'tT 0 ly  lapgG^ - ,\

# i t h  liieM aeed 'dW a 'tlo& i

_ '. -:y%W I\$ ra o $ lo m  q f  '.,#e l8 % t# o g o W 0 a 8

end; aeeme to  ooi%el8t o f  a few  m o ta b o lle a lly  a o tlv o  /

_ ffm dtloa8  wMoh\-on%r o o W tita te .a ,  sm a ll p3^opd:i^t%on o f  '.

' the  o e l l  eap %  I t  dooqy.aoem th a t  A3SH 1

a^ ,lW:i^ea0e ln " ;th ^  o f  thqae^ .fra G tlo n a ; e w ta ln ly

' tW 'âm o û # t ia o o rp w a to d 'lh to  these f r a o t lp W '

Ime$*aa0e0 . %?élât%_'%0 to  thët.-.^iïpdrpdTated Ih to  î l * .  

r- @ ehe% #yf '# %  a d # h lo # d t ld h  IW 11C0 8  a ' f a l l  Im

'"''-%he o f  % oat'.df t h e 'e e l l  B H A 'frae tlohs#

lh93Poe$qAt33o s p o o lf lo  a c t i v i t y  o f  the  B M  i  

' ' \ . f# p t lo h /4 B  c e l l  eàp

\. 'W t  t h lh  0am i# ':'he..ea ldy;% th:.é o ^ a ï  ' \

. :: " ..&Î'  ̂& ü ;0 M ;# 6 :# K Æ A ^ # ^ A Ê J a W à M m ,
. : : /  'y  A - -''y'.'/, j  '. . .-y y  -

'' , la : '# & 8  ©xgbrlmemt; th8: r@8Mlta o:f wM ûii as?©, g ive n

. in  8uh@@btio#':g ana- 4 . ahove, - I t  ivas ^ e a lls e â  th a t  a

-M /. . :  v :.,. y  . V y ; ' /  y  y,yy.:.
'y. y ,



. c i # ;

/S ig n if ic a n t ,  arnonnt o f  the  t o t a l  Bl% : rom aine.. in  - the ' ■". .;çn-.' .. 

ii#@ nphaee ' whéh .M' 4 iB8üo fra e t lo n '^ ls '.  e2ctnaotéü,.,with;;:;-# ' 

phenoX^; 0lmçe: re p o r t  à W yo boon Æàdë ohoy^lng th a t',;’ .-t 

13iid t rd p ta b Xe" H lÂ 'lh  .o th e r.-tiaanes h a s '.a- '. ' -

hlg%;:'m otahoXld:!';,aotivltÿ t# ibatahX# tamanay. Elmara ànd , - ' . 

OkQgaklÿ 1959; O eorgiO Y/'âM . Mantieya^ 1960; Ramengcàya# . 

Oeorgiev^. Milfean^ Mantxem'atxâ a a ÿ à k l i& /X960)^, I t  fa a  ' -- y/' 

thoiaght à e e lra h lo  to  iC T estlga to /.thq ; na tn rq  o f  - tho^'BMA- 

f r a c t io n  which la  fo im d a s s o c ia to d -w ith  the  la te rph a e e  

a fte r ,  phénol m & trao tlon  of- aônanaX e h b c o llh la r  ' oomponente# 

■■•■ ''The method'employed in  the  ■ e a r ly  expérim en ta ;w h o ', 

y aa fo llo w e r - a f te r  rem oval o f  the  a#eou8  phase 8-^6 v o l*

.-•of ethanol:other;,(8 3 1 ) ' wa$. added,to._, the phenol phase . .. . ......
b M  in te rp m s e  (FP I) and a llow ed  to  etancl overnight 
at • The precipitate -was. collected by .centrifugation

. ■', '  ’ ■ '■' . . ' ■ ■ y ,  • '•

, and- washed at' \d9. .aacce Bslvely .w ith  e tha n o l re then ’ \($i i, v/v ) p
/Xp/&-(v/%} ILPO.'p' % % (w/v) t r lc h lo r o a c o t lc /a c ld  (TCA)

. ': '  ̂ .,^1/ ' r - /-
'-and:the:following organic BoXven#'*^'ethaml':ehlor6fofm
' (5;i.y v " / r ) p - .êthanolretherC-ÇSrl» v/v) and e.therw; . The

/'. / f in a l d r ie d  precipitate extracted vd th-lO ^'HaO l:,:,,

■ a t  ,90 ' f oi:,5Ç)|ïdBf:.>À a M  ;##• énpernàtantÿ --''aft ë r • "d i'o îy e lSp.

.:.-hydrolyaèd. in OrBÎWÇOH and 'separated into the A^B’- ■•'•’ '
./fraction-■and the ,S e to id t ’̂ Thannlpaoor reé ldne  h y ' the - -.

procédure .'g iven in  the. methods -èëptiph.» The Ag6 . '

f r a c t io n  waé fo u n d  to  .côn tâ l% \ h.épides. -RgA# a h igh,-' •«••' _• -

‘ ■y. '  /  '



S ^ iê iâ î ,  /  ; .. ' ' : y  /  .y
o ' ' y /  y -\ . ' '. , ■ - ÿ ■

'■

W m # #

-y .'. , ' ' ' ' , ' .

W t  a d re h e i M 0 le l,W 0 re  e # r a o te d  w i t h  phéno l#  th e  

^ .^ e o W 'p h e s G  ' Wmovèd amd tW - m a té r ie l  I n  th e  im tç rp h a s e
„ y ' ■ . ■' I  . y . ; , '  . y .  - y  , , . - ■ . ■ •  '

'e # :p h e h o l^ p # q e , : # r e b lp i t a te d w l th e tW # l$ . .G tW  ( $ : l f V / V )  _ ?..
’ - . ;.'y’. , y:4 'y [ . - ■ ' ■• ■’ > ' "  v ■• . '

.tp&n vm hsiû v iU h  10>* 'M ^Ùa* 10^  fo l lo iv e a  t iy  a  s©3?i©8

o f  i i p i â  eqlveRtW# f l t o y f i t e l  re e ic lu e  e a ty a o te a  w i t î r . , ’ y  

lOÿl IfeO l* d ia l f s ô à  à g a ln ê t Ira îte i^ ÿ ilj.,, J iydï'o lysé'ct i a  Ô»M« ■ .

" y . y'. :■,'■;■■ ■ y .' : . % - f»-, ,  ̂  ̂  ̂ ..
ÎQ ÏJ a t  ÔŸ° * fô a . 'Ütay aoû #@  SîîA aaâ ©ÎA, sëp.aaatQû'l>y a e i'a -  .’ ■- 

I f lô . a t io a  aiid.: 8eî^t?3.fwg8ta.OB» f M  M à'îX k  th e  sàpé5?aatant
y ' x\' '■■■ '.' '■ , ' '. .:= , ■ : - '/. ,’ y .

( th e  Ag8 fh s e t iè h ) ''? te é . e s t im a ie d  W  t'he o W ih o l  re a o tio m  ■•;• 
y. .. . . .  y : : '  ' ' - . y y . y r A .  . y : } ' "
ama. th e - DBA fn s /th e  fsoîro iâ feshâ itiîhauee» p e s iâ ix e , b,y Lh© . - " ;-

methOfl : ô f  0 ë # # t %  îPha b o h ty lh ü M o a , © f iJ fA  to  t w
- ' - ,' ,'• y .. y ■ , y  V ' ' . ' - ','
o h o la o l 'o o lo a B :was ô o îA ë o tM . foi»# " y . , .  - . ..,- ' • y y y yyy:/'- y - /  ■■■■■. .,: ■ , -

y  lÀ® f ig i# B y g iT © h  y l i i  th é  t« A le  h e lo w  ;a3?é ascpTCsaeO as '
t :  ' J - '  -  ^  ' - ' ' ' '  ' ■ '

p è i’o e tt ta g s s 'o f  t h é , tb ta X . f iH i 4 »  th é  i® , fB a o t io » *  ■

y y

yS;#-

• : ? / :  .
y? '; p ’ I s a é t io n  , , Séhviîiûtwf hanilhawse? ■ /  

. '■ eee iàao  'by ... . .,

'  . y. / ï # y . . . . . . . . y . M à  '. ^ _____ . .,_, . „  . .» A ,.y  y-;
: .,, %- . [.•■■■; 78. .. , 87 . y  -.. y 08 y : . l à . . . . .

B ' . 1 g m ' 80 ' • . 9 ' .‘60 -
0 . , 1

' 4;ly " ■ W y,;y - t 4 : 3.6 .' 98 ' '

s ' ) : '

y;I



, y ;

' ooatcmt thé t o t r l  cnid tho %h:niat^TW%#ha%i

rorldBu contoinod u^proolublo amoimts o f R M  (Tuhle ë),#:
y. : À:.y - ■ .f-' '

Xt %;rm roc^llBnU thnl) tho subtraction o f ,tho in to r#% ao  : ' 

Oor:lvoi\WFs\,erinj. w ith  XO/i 5 r /* l hevo bsxm
. '" ' , ' ' / ' - y . % ' 'Vy

onrrlod  ôüt e t  an a d d  pi*p duo to  traooo ox* acld %vhluii ' -

] ' boon extrr,qt(x% o^' tbu o iyanle solvehuc* - \ .
ÿ. ̂ y X # ' - '  -x̂ 'v v7v̂''‘''#Av-.r ' ' , /'''':%? _ ''y' ,̂%-̂ x ' ' % ' / ' ' - "'-yyY y- %

Mlnoo Dv!A hyd:&Jo%youd tu  ac:U;#"H9laoj.a prodacto
' ' ' ' ' '• . ,. ' s\

(Coh:iolüo%*ë» X06.(̂ ) 'Wio o f ' th ie  âaopenl:.tp %vno

' \  . iw ontlguU od* 3,:) Of ndrcn^l^t uoro divided

la to  groupa^ lM3*ageMood la  wntw  cad , /

v;lth  :3!ionol* acuoouB ahouç waa,dir-oi%^Uo4 a\d  the

lix fracitlc^t u1)talWod an h^7#ètW&.8*4*'8#\;y.:./:Af,W'r'':^ ?'''
' ■ y ' / , / ; v X - -;■■ ■%•■■ \ V  . V .  "  ̂ -

. . : .  ' T . "  - ■ . :  ■. . /  - .: .' ■ ■" ’ \. 'T._ y : _: ...:. y y V ■ '  \  y  :  ̂ 'y ' v :'- \  '  ..-■

ûiry^nyiiU tM  B y'X'Siiît'.lon. v)ao nmd© C)»SW i-AtA x'ps.ioot, to  \ y
-.yyyyv- / / # ■  ■■■' . ........... , ............. ,, ' - y

rO’-> .?;aayî)ff1iùâ i ’o:<? 7.hv« r.t or®  " %5e f.lUisI.isio Üleos'f. ' y:

;' yi!àj3:;-àôi " d a ltib a  % ' K # y tb  - g ive  #''Wh@i' o©î'w ■ -
; y / y y : ; y / y y ' y  ::> yyyy/À:/ ? "/.)■ ■ ,   ̂ ■ '  ' ,

y'-%©htÿat:tôa'ôÿ, 9»i!M» , "■'./ilîo âK,S"'fî?aetâôh'bas éàQlyeea
y -  , , -yyyy;,; . -.. '-..y ,

■fipi*yM!$à-W wof»oa£'cu«iïit oâ‘ ü lts s v là ié t cybMobpsï##/ëë '' . ;
.-y'// ' '■’ . ■ "y ' s _../■/■ ■'■’■ -:• _ ; ;V ■ ; ' A"y--y. ? 7;'. y:y-y^ ;

r ' '< y/ ■■ •' ' ' ■ .=/ yy 's y;; ,..-y ■; •;; ’- ■.", y..'. ■■' ' .■■ ■ '’'y
ly, o i Qo.c.h others ' ■ ho sKx xicn: dot.o<Mo€> S.i’i tho Apf,

' ■ ■ - )y y y v y s y /y ^ /'h /y y y  y^ . y ' ' y y - / .y 'y - y \ y  ■ •■. s:w.=:s
fi,’n<!tâoa nn»*ï r;.-,y thcA yoncaadoO.‘ th a ï Uio m iO  nonh» :

■ ;  ' ... ■;■•.■, ' /  x\. ; ";' ... ';,, , . - , •;■ , f."
' vih:Usi'! t;r>p. ow/y.c.d oist i;n o, ■ lüOi'.'af. o t  03Jt*'ucï.tn-'

' ■ • ' • ■ • .:y, ^ y y ^ y y y
ïKiAi-î-/.'/’. i>î7.bî!̂ .i].i':jiH,u;) oo-'ïwountsri .ock/ue.)nilÿ AnoPgnAlm :,.' i

' , ' ./. y y y /y y
l)iîQcjyhoi.>,at- aldea. oüd.j.û.13©-.of. M " î i  e y c é irie  a«t?.vâty, : ■. 'f'-yyyyy!, 

\?ûD ï'OPitOïis.'.i'fei'î.o ÿ‘o? ôîto ?«ToK.â.i3aïi trf sydix aoch'th a t  . I t  
. . .■ , ■ ■ ■ '. ,.. - ,  .

y y

yy'

y y-

.yt: ' ..y

 ̂ - #  : :/-y:yy
'  , V ? : { y y y i : . y:yy :y/oy:vÿ.# ' .yy#,.^



OH '> y

WHO DO lü inw ^  a o ia ^ fijro e îp ita b ie 'r 'é fteh:'.'10iF|jrla0i- eæ treG tlbÿ i
. ' -:' 'vy:':' , . y v /  . - ■

'Î ÎÀ  iO?l B W l %K: ôlmo bw#@r@a to  pH' ? \v ith  0®02M
/  \  '% /  , . " y Æ " /y  :y ^  - y s  Æ  - A ' y , ,

' y,;:'-.i3SôBi3|ïate; 'b itffë tsae, ' a fu^MW%i\pj7#aütl.om'-agalm8t :' ; ,

, : .  . p  .  -y y
■ " .DBA- Aëlmg ûegï'àiaMyti.' neia^Bb/tubîé '..pÿ.qaüçt©)"yy»

r  ;  : r  , . r ^

/ ' y  v y

s  - y  ' ; y s

-:?y-

3): A.v^..frà6tlon8yOf7ythèÿE-Xyfrao#dn'weré-"asë#éd'^
./ . ':- - -  . \ : , y

for radl-0m6tlVity_ëm& 4hëhe'résulté" are' given yinvTAl0\:&'
'. : % # ? fraô#ÿn'?from t W j Ê x , . '< 

nuelol liï eaoh :; -
.;'7' to-7.th0: qorÿéa%!)Çi^ fr e d f r o m  thp_othdr deXl'
; y.eonB:t\ltiUoAts* Thlc lo cleraonstratoil more oloarly - when 

the roaalts in Tahlo 6 are o^iproesoa relative/, to a '
slbQ:ygÔ3K''%&0.-raOlOSOtjWl#yïh,.thë .y:''" //-

 ̂ ' ,

:y'fràotion ;-/e\y-' /:ffy'"%y:;%#j''X;A/y y v.y:":
Although the îtûoleor ïcX t A.RJ fraotlono eontaia y/ A#;

' ' la po^njUio to Galon] ato the .
' édjiualy.amoûhtf 'if'"' uho followln^^ ̂ èaau;ngtlonç

#re m é W  = ̂  .44r6tlv. ̂ thÊttEM .ynuGledti'âée., -ImterfWd'T-,- '
'  '  .  . - '  !  '  ' '  . '  '

'ÿ'7_,wi4h'':th0,'àerlottl ̂ ontimat3o%y ana' êèdoâë]j^:;that l^QAgV
, ' ' - ' . y'' , y:';#"'?: ' y.. '■'̂ ?='y _ y yy-y , :  '■ y, '. y'.-''. ,, ' .y/- ' y'ÿ.:

' W A  readta %'vlth tho ôrolhol reagent to produce a -colour'/
y '  :  y :  ' . .  % , ' / '  - ' - - ' '''y /edÿtivalent to t h a t ' p r o d u c e d -BEA#- -

. .-, y; _ . . .. /:% .-V- _...̂. Z'''^ï%;y'\y.A
imowlmg'the amenntr'çf

. #hidh:!^'ie-vory
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Figure iu
SPECTRA OF RX FRACTIONS AND OF PHENO L-EXTRACTED
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Figure 12#

Sedimentation analyaia of RHA from mdrenala incubated vitro.

chartered rat adrenals were incubated iû vitro (p 52} for 
varying lengths of time before addition of either or

uridine to the incubation medium. The RNA was isolated 
from the adrenal quarters (p 50) and» layered on a 5% to 20% 
Bucroee density gradient» and centrifuged (p 56).
” represent# the the collected fraction#

(diluted approx. 1 in 8). 
repre#ent# cts./oin./ml. of the diluted fractions.

(a) control: quarter# incubated for total of 6hr. Period of
pulse» 60min. gradient centrifuged at 42»000g for 

11# 8hr.
test: a# control except that quarters were incubated in

the presence of AOTH (600 m.i.u. per 8 Quarters)#
(b) control: Quarters incubated for total of 5.5hr. Period

of pulse» lOOmin. gradient centrifuged at 42»000g 
for 11.6hr.

test: a# control except that quarters were incubated in
the presence of AOTH (600 m.i.u. per 8 Quarters).

(o) control: quarter# incubated for total of 5.Ohr. Period 
of pulse» lOOmin. gradient centrifuged at 42»000g 
for 12# Ohr#

test: as control except that uarters were incubated in
presence of AOTH (500 m.i.u. per 8 quarters).
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Figure 12. ICoat# X

(d) control: quarters incubated for total of 4. 6hr. Period
of pulse» lOOmin# gradient centrifuged at 40#OOOg
for 11#Ohr#

teat: as control except that quarters iwere incubated in
the presence of AOTH (200 m# 1.u. per 8 quarters)#

(e) sedimentation analysis of RHA isolated from mouse Krebs II
ascites tumour cells (kindly supplied by R# Eason)# 
gradient centrifuged at 42#OOOg for 11# Ohr#

(f) control: quarters incubated for total of 6hr# Period
of [pi^uridine pulse# lOmin# gradient centrifuged at 
67#OOOg for 11# Ohr# 

test: as control except that adrenals were incubated in
presence of AOTH (6000 m i#u# per 8 quarters)#

(g) as (f ) with period of psl-uridine pulse# 2(Min#
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■ M a g g i O j ï ' - n M ' F a l a d 6 | ? ' _ X 9 6 a ) #

: . , .yy| t  .tli0i»éi'pre\Ëpp0Etÿ0a 't im t

' t he most 8 ü lta b le  f o r  Is o la t in g  th e na d re n a l• . y

; ' .f-hq g ë â '& a tlo s  ‘o b ta ined  f o r . the  âW en#l . m o l#  '■ ■.

.re^&lü'^yjGqmparoa %vi#yQtWrypmMiBwayd^^^ . y", 

m  e i ig M lÿ ' ■^â.ifféroxvb metw&e.;%w r o - ^ o o d - 'fo r . tho'-' - ' . 

q s tlm â tiô n  0 f  tW  q o iitq n t b f  BEA andJMA# I t , i $  ..

. (% b le s  l:ïB ) th a t  v a r ia t io n s  I n  tW  oon d ltio n s .

, o f 'the .^Bcbmidtf^fhannlia-usor ■asoày ■■iwoQoâiim G a n .lo e û / , .

, to  - fa lse  va laoonb f RRA àW  M A  éontexit tô ln g  ob ta ined  

(see ..aXBo H nteh laôn and Mmwo» 1961)* , -

. % o m lto q ^ W r ia ' from  a. "wido .,varioty:.-:ôf o e l ié ' .

havQ bGGB l'Onmd. to  pobbobb ^s im ila r ratruotmras e© . •
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-''nny'y. ' ' y n ^ " ' v ' ' ' /:dny/n':- /' ''>n''tyryy :

by moamo oC /üho aloctrom miproeaopo (PaXadOp 
XDoB^ • n^joctrnnd 'cad . 1055)^ I m t  tUo ■ •

mi uGChoBdr:la of the- :mt adronal colin buvo beou 
fonnd t o  Iv w b  c .dlfforony n lo m o tm ^ a  f m m  t l i o o o  o f  

othor (TîO'̂'’o:'?' IGOCg lObC; Aohworth*. I?ac0@
and î'fiDlIozzhaïuqr». 1959; I0abatinl':%
Moroovqz'g tho .struotm?o ,of, the triltoolmmdrla differ 
aonordinfi to the mell typo to u M o h  they belp$g'' Vdo '
,'■ ; ,, ' /;y'.yn r' ' OAy - . .p' "P a - n.Oy*' f-'■ ■/■

ompbaolBo t h a  h o t o x ^ o f ^ i i o i l } /  o f  # o  lultouhondrlalr n: -y
■ ‘ ' ‘ :■ ' - ... --,  "■ yy:;

ih?aotloa'üzém:W,G& in-the pr08ont''wrl0/y'%:,/ ;;y' A.--n\;k,,v;
'/y- ÿ..#l6ÿpBOAiion do. mqty#l3di%:aa;$%G'h.-lK% and
arp r0ally/###o$a':gf ithe- le0l#lbn,Broaeawéf/ "y

' " y y  . y ^ - " ' - ' ; y : ' n y - : - '  "  \ ' y / - ' y  %-
. .  o:.

A system cf # W 3 q s  and veslqloo pervades the oyto^
plasm of thp mauwal:inn o o X i n M  the name onüoplasiSfe' 
rotiGuIam ho a been given to this ntra<^tono (Portèri 
mmicalbnan;, 1959r '

- ribosq#e#'
Miiqh/pÿïbrytOf#^ nüt/.attâéW.d '

the.^pMogiWam#-#^ :y,_",o;: y'y-

: ' 3 -•;■ :'■ <l%eî’0;-ip-rMi fo'üW: ih,.thÿ , adhôïiâi •o'éi'l
m m : ie r^ g o tw  :*h; # e t ï i # ÿ  /g q ù p  lu  fa ü t ,

:■>; ., '
: ■ ' -f '
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A (K)iiu0:a'b',6f.AbW *,%.;y'ehë!g0A.:ilŸ0h'rG8li' is ,. ap%5rQ3ilma$eiy '.
:,'A%ré07:t;Wèk; ühai) o f  A th r  "n fe i» # #  'A 'am ena i, '(S'ahlo,, #

■'•.• ,A-Mb i,B àîsiüa'fc'','q6ÿtâia;(y *>ela*©4:-$e.'tb8 fae'A that '
- :A \r . - , / -A:-A:,,AAA:A,,-T :- : ' ’ ■A. .',  ̂ ■

'Abe; il90:e\,,i8  : } i 'px’Ot.eia>.^ey»;fches:lBl'i'ig-, ,

, ,M bËüù..a#I i s  a 'S te m ia T A  •■ "

„ , ;:£^;ïri;,hSBisi»g,JiS0!î0, , ,; ■■ .,-■• ,, ,, , , _ , ,
'., ' / ,' o f  th e  d ls te i t e l î io a  :o;A R H l■ l a ■ tîiëi, : ,

îî« 'b^G B l;liîiâa,itY iîa t/ioaa ■B‘ey.,oals, tM % . in  aaomml: a.a&., ,

/àd reae l, gXaadB^ %m mlGPOBomes,',. :

; i3,o:atAiavahoatK,.ihh0,e 4Alp!@PAh  ̂ d o , ;%ae,., "  A

■ 6 ; A V 3 M 4 A 3 - f t ' / f a a O l i l o B S ,  o f  Aijlaa. adaenalB ,
: ' ' : f f f  Aflqjjs. : ($hf-Ç¥f>fflq. , yottaig,- # t 6  A „
a: A 7A(9ia|.?i a#'%PAiWrnA^ . ##ABoh%p4j,,

,, X956). iisŸQ :,pÏÈù;, Bhovm tteé.- amount : o f  ÏÏSà, l ï ix  th e  ; àdae jia l
, ,'. înitookDradsla ,',to ,%'0;-à to 'u t 'é. ,tliis?â o f  , th a t  l a  th e  .

; . c A ç y ,  . . .

A y _yI t " ; ,è d m ln ls tra t i lo n  o f  -AOTH qpasea 
-% .. \Mïë.. amdüht- a d re im l t f i l la o rê a e e '

.  ̂ : '' RmmqldW; 1 %lnnÿo.{>A/Aj#̂ ^
' A. - liaum lah a m i'P e lio q h ÿ  Ay'R5î^')mi.and\.from' thQ \'.présent' ,y■' ■ - 

; q^' aĤ A la .  :

.. ' y.41Ï0 rodômesffaadA m itqùW aarià ' laoreaee. ia -p a ra l ie X  "' '
' :: 'A' .. A.;. -  . '- ' - -.'A.- A"- - "  -  ' '

• ; . 7 - . -• 'A-, A' . ' ;  . . . y  ' \  ' A -.
. • .• .(TablW'A'lS)#.,;-\ l©,. eym patlbXe. w ith ;  th e  iner'eaee,..'in

• ''an&A'perhapB v ; l th  :t6ô 'yy
y :y vinoaeaBq;;XB t l# -  amaimt o f  : ondoplasmie re t ic u lu m  no ted



s f t o r  a d m in is tra t io n  o f   ̂  ̂ - -y , c: -■*

/.O'CJC (AsW ogth ' o t ni.-1 1969)
A4

/A4f. 4
X t  0 ’M }enTB that tlio ï ü l i \ oo.ute>j.t of .thé ribooomnX

:-., - f  . . . .  ^   ̂ V r  • ,/ '’. ..! ■'■ • ' , '  Al. -, -■ . ■•. '  r A V / " (> -■- ■.■: .-t ï̂'' \  ̂\ y.f f . .f ' - A - ' c  ; .,À." 4': - "A . -

„., .y ;y;
f% 'petlon I s  o o a a it iy ç  to  Thlom )% "eforéntia l ";-'':éyé%yyy;</•r4wyyc.:

: ÂfAAk
y

, i3)oroaOQ. in the rlbosomol 0 %  is nat ouay to 03:p3,am^ .

A "■ : d;?;aco/v’ory little lu Imovm qboiit tliô ooBtreJ. of tau
y   ̂ ■■ . ..A . ', a -  -0-. .s'Uv a-aa' - e -V -  .VA '.. ' .  . ' : \ A  Y - - . ‘-.J-- V—u ; . 4 4 ' . y . - - *  ; . ' A v . " /  ^ -■' - '̂■■-■̂ ■ . ' \  ̂ ''nrünbs?;e of rl'bosceioo or tL\oif oyntb.OG;lo or d.ogfa.ctatioib ̂

Ar.y ithothor' or not tXiO' izicz*oamo in the of ribooomoo;» ,

- ' ' ‘ ' ' '  ̂ ' y.A'-.y. $to rufi.ootod by tau InoroRyoo-in iB a fmiction
py"' ...yoif-active-'.protein synthoolb romains to bo
y  . ' - . ,  ̂ . y: _

cq%*taimy' stlmalatoo adré;%iX .pi'otoln  ̂
oycthoslB in v g ^  and la. (hrnaoomo a n d Modcly. I9G0)

y. ' ahJ laoroasoo tho oontort of qratola In tho adrmiol' /' \ At /, -ÿ/'" '4\yyyy%u'yyyy::y-y-'A ' ' - - A.':'''; y/
1#:#;,.#^ muaro g% nj,., IBGS). itelAiraut :- y . /g

'i;o tiîOBO .firoOiagE; a:i*o 'üb.o roî.-.ults of - ?G:egaüO).'t (19GG)
...’ viîM fcmna tîîaji pus?om:fG:i.np viM.oh iahlMto proi.olu ' -
A 0.yat,îic3r.ii£ij %'il] ,‘bloofc tîie lïiqrôame la ptorolé.-- pro» -
,k:A; (tactioïi (iïidïiusd 1>3r iîDTÎî) ±n ra’l adroïKil" Qoartora. /fA^’AEtyi’
''■ X ' - ' - ' - ' r ^ A  ' k A '  \ , k ' \  - A '  . - ' ' ,  - A "  ' :, \ k  ' . % A k " k  A  A -  - . X r A., . ■ ' : ■ 'fee ûoateat. of t'.v;: UMA i» 'bias'cell sap also- • -'-'.'A jJl
:  : - "■■' ■■' : a a - : . -  . ,  ' A  A  ' ...... .  ■ ■' A . A i . ' # - "  ' x . i , -  a - , , "' ipr.rop.nos trb a groater iyt©'''ti:ya ■ dq the m&qrQBQmal.-. . , - ,■- ;

: ... . . A A ' À ï S â  - . . " ' " X  . - . - y

-A,, .'Urn ritesoKini wm,.
:'.yyy'A y , / /%y tÿ y ' y y y ^ ^ ' y - ;fy%%yytiy-'yt'yy:y/'.yyty\-;yy'.' vyyyyyiyiyyc/y:
A-, - A ..: . Xx), ocBuluBitm? it may bo DoiO' .that j\OTH riCUalxd strati on ,

iaurcaBUfH tuo omouat of advaiml RW\ oiid that 'it induoof;
" y changoB la üio distribution' of W A  Ih tho cytoplasmlc . .

.A ■' fraotioB.0* - - -
A A
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A /
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(a)  - .  , '" i;: x ■
\,. A ':' ïîKA v/ora l ' i r s t  obromaïqgÿap^sçT';:'V;

44:

y -■'4% - ,y y r \ , . .y " ' Arm,./"/ m . .y%,, % n , .  '
À/am/#t0bXa*^eBXXW^0$0:-by.J3ràdlGy (X956j#\'\y\$MëyyA''yy^^^^

' ' ' - -yÿyy ' "
: ' ' adenrUiimt mxB 'hoQu Ejubsonnontxy /amcd m lay ujmoo éa a

. .  meâ iD q f f ra c t io n a tin g  REA (Goiatlm uit» X05D; : - %y, y
/  '■ ■' 'Xw. dX'‘ . - , .  "  A ' ' ' A:'A '4  ' ■ ■ '•■-"■'= 4...''," . .>; ,. . ,/ \ '/ jA i/A y .. y^AA

. Bloonieiifîal?’ BobciIî  a:W Sluysor, i960| ,. DOEmh, Blooiiieaflal ."'- •'■•B4A4-y;vA;A; = -A, ■ . , • , - 7 ..:" A': ""'4'% , '

:A"
% A A :
A

■ " î .4ik

'aacl Sl'tsjf'sor, i9 6 0 ; - 'Oolcltto7a;11 and S ta r ré i9 6 0 ;
y '4 A q y .;ry y /yÿ4 A -,f 'Ayy.  ' y  y  . t y y  ,

■■ Uid-'cluon^ XG60| Romlh-. Yau.-(Xoi\thn(ïo cmü DO.ooomoüclaliî
' '  ■ y   ̂ , •'' '■ . A y  ■ " '%.  . . A - y v , v  . y  , 0 . .  ' . y'  ■...  ̂ '

. .  \  T  À s , "  ■ * . 4  . : ' . ' - • > v ' ' ’■ w - A - y . y . y A / ' ' ^  - ' .  ' y y ; ._  ;  i V ' - • - y , y  y  "  " a.

X9Gia; i^ouohÿ ;:#an ûor Uondo» O luyoor a A ê # W W e # A l#
,

lD63X);. ,G ùXcltW a;lt amdlCoxT:» XOOB; Kotoloo# A n ton l 

' ' Somo.of X lm lta t lo a q  o f  tha.uoo' o f  EotcKiio*",
" -  '■ AA '"' - - f  ';A • y /  lA-.'V ’ v a"'' '' ' y  \ lA :•
:/:{.7 , . %A;%#.1ii,lOB0: a@y"#qan.8':'## y ù p a ra t lW  Ë #. ,h # a  # l r q a # : ,

'A;:.aaaA heea glvom in  th o 'r s s u ltu  oüd tlo »  (6 .8 )  ane o th o ra  , 
A - -  ;",A.:' ' ■■■ ■■

;.A. ,:'. tove  be031 ûicaus-îHOd Aÿ Crndlwgr emcl j;ioU  (1066) nsx't
,..A: ■■■ ," À- A-'"A; ' A 4 .:,

' :  v ' t ,  # o lâ # # /a it:  - ( 1 B 6 # ) * A  : A  ?jor@. reooatlS f, • tv;o. a 'orlo iîô  '  aiB *-
• Aë ■ . ■ •. ; '\4  ■■ ' ",....... a a -A. , , ':,.■, 'A'AA:; :
: A:. - ' :W v$y,e'én e e p e rte a  hy O d M tW a it- ©aa.'Èerr",. 'A r* ■ .'. *> 'A l < .. .A ' , •’>■ £s .4 A*-.'. *- • ,. •...'-.v-y ' . <-"-■:.

' ■■' . (1908), ; Those qatJioro fo u M  that,,, a

. î  " - ' A - y .

! A ^yy
y Y yy'A.A ' yi'^'yA..y ; \ - ^A' 'yVAy-A" yy '. - ' - y -  .y -

i '' '-'ÿAfyÀ'dontHge o f  U:lgh,'\uoXeouler vîoii-h'ù r lb o co iim l Uflà oao
A v'. .' ,' A " ' - A - y - - ; Â  ;  A y y ' '  %- *4 '' . ., ' . .,À A A .\,4 y A y ';; .- ,  4 . ;  A ^ y y  ; y  4  ; " ; . y y

.A.':y'motA#t%%a&yby''-#otGoià^00:%iblo.Bçya%^ f.y:.- . . . . .

y / " : -  y - .
y y - y . ; ,  A #m ù
:y r '/ ''y x ' yA % '- ty . '  y

‘ by sn-E-EnOl a t  pïï Y w s  dogrndnd duo ' yO in to ra o t lo n
y ' 'b y ;- 'y  y: -, _ ./-A /A . - r U . . y"- \' iV
:, .'4 ,.A ""% #h B û to é ln -c o llu lo s e »  'i’JacBe u hso rya tio a a  toge ther'

■ ■ ■ ■ ' ,  . . . A .  .■ ■ .:? ■

. , ■■•càth th o e o .o f » 0 B0 h g t  Ûg, (1900; lüülo.,1))' anû o f

A -  744 A " '  77,. ,  J-- .. A  4 ' . A ,  . f  ' ■ ' "  „r -  " "  . -
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. W r o n g l y  "Süggëst t i m t '  t W " '% C o  /  - .. '

: - - . - : -  ' ,  ,  . ; y  . . ' . :  y ' - A

y y - v o f  ; Ë o t e o l a * ^ o 0 X l u l O Q é  l b  l i m i t e d  f o r  t h e  f r a o t i o H a t i O B '  "

n n ù l e l Q ' W l â e #  i  b  À  " : 4y  '4 :  . . '  ' ' - - y  - /  ,4 ,
bA-:/ : ' ' : b . - b D y b , y y  ; . .  A . / . A ;  y .  ;
y  y / y  •• 4-/'i# U \% T ^ O 0 % lu lo A G  o M  D E A E ^ 8 0 p h a â è %  l i a W '  b e o n  l e s s  ' '

■ o K t o h  y  v c l y ,  n e e d  a s ,  a B i q i a ^ & c é t e n g o r a . - f o r  c h r o m a t o g n w h y  _ - . .

: Y y , ; O f  d Z a D ;  ( Q ë a i^ È $ . ' ; 1 9 6 0 x  M l ë h l ÿ è à a *  O l t a m q t o #  # a t a n b o  f i ; -  

b : '\ ' 4'q n d ' : ' '%  % 0 'G i ;  ; : E a w a % g ^ O k a m b t o - d n d " Y a m a m o t o ^ '  , . .

é \ b b l 9 O ' B ) . : i % % b i h 0 l r A n o é , - ' # p 0 a r

' '- f r â o t l # : ^ t i o K : ' q  . ' ■ ‘ -y';‘ ;;y "■ . .-  ' ..■ ■v;

t g \ b E À % -  - - - _  y

:'b. o e i i u i o e e  o r  D B A E - u o p h a d e x  i s  d e b e r l b e d  a s  . ’

y b q ' ' * ^ B n " U B g 0 l a t i n i a e d ' b t J 0 r t i a # b a m l S o  a i t e y l  o t à è r b o f  " b y - '  ■■ ■- ' : ;
b b ;  ; b b . . y y j  A , y : , _  . ^  -  -  .4- -  . y ;  - /  _ y y : , . .  y ;

■_ B t a r o ï f ^ ÿ ’ ; ( B m i t | x ^  . R ÿ b w  . a m d y im p la m ^ '  1 9 6 b ) #  ‘ T W ; " - b b : .  - . .  .

b  ' b e h a v i o u r  o f  v l l o o n a û l o l ù  a c i d e  I s o l a t e d  f r o m  l a o l o g o u s  ■
'by;:b:Ab.,_.^,,b .  ̂ . ;  , . - ^ ; y b . - b b b '

A B o d b o M . ^  a d u l t  k â â . m e o p l a s t l o  m o u B C  t h y m u a  t i B O u e q ;  

b . • h a v o 'b ë a O h -  'b e e n '  f o u n d  t o  b e  . . s i g n i f i c a n t l y  d i f f e r e n t ;  .

' ( W i t l i  a n & % # ÿ l a n y ' 4 9 6 i ) i - '  ' .H O ^ e V e r # ' " ' t h e .  c h r b m a t d g m p h i e '  '
' b ' " ' y '  b - y . b \ ;  b , f b b : -  '. ' A .  A . , ' _ A y ; ^  A -  - A 4 - ,A  _b Y / .  ; '  . . A ' . .

.;•■'•'■■ j - p a t t o r n e  o f  t h e s e " -  r l b o W b i e l o • a b i d e , o n  a r e
'- A" ■■ ' ■.' ‘ A4'' ■ ■ . . ' ■ ■ y  ': ■-.■ ' ■ ' ‘ ■ ■ A . .. . - - ' ■■ .

' V b ^ d i s s i m i l a r ;  t o - ■ t h o s e  b f - a d f o h è l  r i b o œ c X e i è  a b i c i B - o ï I ' '  4^'- a,-
b ' b '  , b b  ' b .  y v ' y ; '  y ' ' b b ^ : n b . y ' . _ 7  " y b \ " ,  y ' " '
:.,:4 ' ': '.D M A E ^ 8 e p .h q d 8 2 s #  . T h e s e  d i B s l m i l a r i t l o s  a r e .  p r o b a b l y  , ,

'b 4 A  ' ... ,' . y  - . . ' ' . ' ' 4.:" -'A.Ab . ■■' A ;
; b - ' d u e b t o - d i f f e r e n c e s ' i n  t h e  R E A  o f  t h e  t w o  t i a e u o s  a m d ' t o  ' . a -
y : ; . ' -  ' . ' y . \  ' C A b ' .  : :  - ;

% ho. a l i g h t  d l f f e r e n c e o .  i n  t h e  o o m p p a ' i t i p h  a x id  h e n C p - 

a ';Y  p r o p e r t i e s  o f  t h e  t w o  e x é h a h g e r s *  ' ' b c ' , \
A b -'b ;,-A  , -4 '' 44 . ' .  %A: y ' ' - '  ...  A . '4 y : \ . \ '
,. 4.v , --'A-' H a t  l i v e r  h u t  n o t  . h i g h  . m O l e b n l a r  w e i g h t  R E A

. l a  p l u t e a  h y - M ^ M G l  A o m  ' D W - c e l l h l o a o  % ( N i â h i y â m a ' j e ; ^ '  a l ^ * .
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1901) 'and .EWàdb gt,, ,al*-#; ''(X966)' eluted over 92^vof. 
sBEâbfrom' b3#B^Béphadë%-i%- :%lXîWI* -:b. t t i  tW' preeeirt %
. studies mostbof.'the. adrenal oeXX sap I#A. is eluted by 

IBâB^sophadez. (figure 9 -and; fable 6)#
From "these th ro b  f a c t i t . . m a y  W  coneluded; t h a t  thé 

. REA 1 :'and 'M â  I I  fraQ tioù fâ  ■'is o la te d  ' qîï' Spphadoic,

Im the prCBaEt ■.iweatigatioBB- are of .-lew. moieeulmr ' - 
weight/and that the Bliâ. Ill fraction W M c h  is elated 
■■■'by 1 % 0 B  from-., x5iMf*^Bfphade3tÿ le of high moleoalar'-- 
■'weight* The. '-gae'etlom thho  a r lu e a  *- what la  th%' q r lg im  
of" these loir/- .môle.oalar weight'BEA fraetlomG found-in 
■the. pitoehohdhia^'bicrosomOB amd rlhoaèméeŸ ' There 
a r e ;th^AoO'p o o B ih i l l t iô S ÿ  ' .

',.. ■; (l-).'.v 'tim$ these o a h ^ o e lia la r .f r a c t io n s  do a c tu a lly

' : ooatalh Sïïiall amountB; of low ©oleoalsr-weightb

(il) that .they-, have arisen by breakdown of REA 
d u r in g 'th e  e:^tra0tio%^ prooedure*, ' . ■ '

( i l l ) ,  - th a t  th e  BMA 1  and REA II f r a c t io n s  are  found

•  e x c iu s lv e ly  ln : ‘t h e 'e é l l  sap a M  t h e i r  preeonoe ■

la  th e .éytôp laem lo  componenta le  due to  ' ,

. - •contahilr.iation* .

The f l r ê . t  p o a a fh l l i t y .  ie'" borne out h y .re o e n t work*
■■■,; . ■ y

as lo w /m o le o h la r ' w e ight^has been found a sso c ia te d  W itli 

’ § . iS M .' H"bos<»itteé (Blsosa, • 1908; W # -  ■ Wsi a #
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:,À'';'■■'• ÿlie methods uacd o r  is o la t in g ' 'B lâ  from ,.$W  , ' 

yü%tèrphas0 a f te r  phenol ' e k ira é tio m  ih o to ilé  e z trq é tlo m  : 

o f  the ila te rphàso w ith  fmQX' a t  100^ (OoorgiovV 

'à M  Mèmtfeva* I9 60 ) o r the  nm  o f  a  - m o d ifie d  

.Ttemma'user sëparatipsx = (S ih a ta iv l gjb- g l» -# ...

S ih a ta n i and 1960) o r  the  .use o f  .ë levatèd

tem pera tu res dUMng; phenol e z tra o tlo i»  '-(G ebrglW 'ahd. 

MantWa^ 1900)# DsriBg the  ùOurse o f  t h is  ' 

In v e e t lg a t lo n * .  the  e a r ly  a ttem pts  i n  o b ta in in g  .'BEA' 

frdm. thè' l,ntérplïaoe^phmi,()l- phase* - 'e e W # lâ i lÿ ' '  [by ' -. - 

-.the.: method. of O e o rg lo v . and- MantWa' (1900 ) * were ' .

imeueoesaful*. ' Part- o f  th e  d l f f i q h l t y  enoountq red  ;

In- re p e a tin g  th e  methods o f  Oeqrg-lev and l'/jantWà'. ' •

■(i960) la y  ±n th e •■ laofe' o f  ' 'experim enta l ■ d e t a i l  '.given 

by th^eé  au-tho#* ' " ' " ' b - , yy;

P rosm m hly* th e . f r a c t i o n à tlo n  o f  REA by • 't lm  methods 

uBOdr iB  th e  c u r re n t s tudy depphdsupon.• th e  '.haturé"-.of 

tho-'honda hetwoen the  r lb o h W iq id 'a o ld s ' and th e  -. y. , 

p ro te in  in  th e  c o l l* .  ■ I t  maybthuB he assumed th a t  ; ' 

thC'EEA ih  tW b in te rp h a s e . R E A )-a fte r p h e n o lrY  

S<D8 treatm ent.' o f  tlsehq . i s  t i g h t l y  -bound to  p ro te in  < 

o r • 'toV .deoxyribom ^elooproteih# ."-/'It- is-.' a ig n i f le a n t ;•;.., . 

la  thiS '':conW % t th a t, th é  WA r # l 0a8ed..by l'p;5 E â§ l _.■ 

fro m -th e  .In te rphase  m tfte rla l'-y ih .vextrao ted  in to "th e .. . .. 

,ao%̂ q:^B: phase W hen 'rew e:gstm dt# 'w ith  phenol* - .% is
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that'the fact thaty$M#/RÊÀbWaB originally 
"'%)Ot\ë%traGtë&':'.by phenol-\w% hot-beoaûoe of eqme 
umeual property of t M s  REA-but was booauoo of the . . 
nathre of the;bond betw$ô%l thia REA and protein or 
''''deqzyrihqmio3a'#3(*6teiB$Y' /4'%-:'-'

Tho/%wturçyof the REA'osctraotod by phonol'*#^*

- $M' data^wggost/that-it^ dissimilar
. ' y  y  Y '  ' , " ' 'A4 ' A - / b . y   ̂ . .  _ y  \ . .. ._ ' '

, tO' the .Ag&. REA "with mspoot,' to'/th# uptelco/of bp .. .

' ccd 14) an# '.tq. its: o'omp.oqltlon #ablo8'"X0
ahd.ii)#' and' th0Wfore;/it#ay be. conqMdod that the 
AqD.REA W O Yq y^fforèht.fuW#^ that of'-A# REA.

, RÈA*'in-.gm#'ll amounts* b # h  detWted in the 
' miùroeômal;mei#rame -(s éMqp'îâémio ratiOulum) -. ' , 
(ahigeura uud Ghargaff*- .,1986$ Moulo# Bouilior a-hd 
CWmveau* 19#*' ' OhmuvwuK..Moule* ''Rouiller and. ' b 

-$ehhO0boli* 19.6$) and the A4B.;REA-o%^ indeed the 
% W W A  f:î om the oytqplaemioaompoaëhtèÀîmay he analagoue 
'to -this REA fraction#. - ' ' y  - '

(%#
The' U ptake/O f '^q p "in to  the  a d re n a l REA fra é tlo m e

oanvbe.oôm àidereâ.im -two #

. how "'tho: p a t te rn a f^ 'la h e lM  in  tl%ë. REA\ôf ' 

./;,:'.the: ad ra )m l'e .q i#à rea  th a t  fo u M  in 'O th e r  

.' tie ê u é ë ÿ ' ' , ' '"' . ' ' '. . '
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h at 'àrq àt" %arlèmoo w ith  other : f  IhdiiigGb - '.. ■ Braheome ' ■
' ' AA - ix A ty : ' / / / .  ' : "A A '\ : : . / - )B // --

(I96$h) ë tW lM  mo. # tà lw
"-i':A-. ■ .A;A/V/-:A"AA'■■■ . Ay'AA t - y "  ' ■ -'AAÂ .̂ -
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.A'fcmM' th a t .the vixxobrpozmtlcm b f  ' f  xAcnThfglyolnox ■
y:,,.;'... .y,yi'A y' A- i.,',.' '' - A: '  ̂ ’ - y y ^  ' /Aiyv'-y;.
' " -  in to -th e '-àÜGlelbÿ'aolde 'Wad/lhô^^bàméâAhoth-i^^^^^
A ' ' ,;y_y:xyAAy:- , ' . .

•and' : % ' M-.:'AQTIU Tîiey> however# -i aôlâted. the : -
. A.: :. y vA - "^ A - ' "A ' : .  . :.%, y .. - ., Vy ' X y);-: ,y : ;
. im oleio acid iTm etloa .fo r radioactiTO  aeGay. Wlth hot ■

.:t r ib h lb fo a b # # ;  aoi'd#. thé quantitatlvéheBs' .ô f 'whioh - -

. proeedare is  not:heyond ' éaspieiôny-CïIutahiBqh;:aM

. Munro '19Ô1 j  'iM aM aoB yet al^'g - lG'68):#Ayy By xthih . method^
 ̂By Ay.. - .  ̂ ' 'A: . ' y-y. \ ' ' / A:: '

. '% ll ,  rWme .00nsl0t;of-.WA# ,I)HA

and P̂’orhapB-'protoln whiefi; wiXl' he o f high a p W lflo

a c t i v i t y * / . fhuBÿ a tree  éetlmato o f the- e ffe c t o f

y.M)TH 'ohythexihhofporation'into ' adrëBàl H M 'o am o t he

, 0h#m e% iA '::A .yy ' '  ̂ ' .. .y  : y

âleo th e 8 0  authors' were oxamlmiDg the adhehale

fro m 'la rg e r rats/Af^o* o f SOO^BSqg#'hody weight# and

the/ AOTE wâe given fo r  a shorter tim e Intervalg, Bamolÿ

. 61ir4 p them was .iised in  the presqiit iravoBtigaticrae*

Their roBultè'x'may there fo re  not 'he d ire e t ly  eomparable

to  ours àB th é , two iB veatlgatloB G .d iffe r.w ith '-re B p e o t



B y -

--: ;X.XX ■ ;-,x -;X  X- X - V  x X  '

X ? x ' ' X . l o '  t h ê ' % @ % ' a m # X i g é ; , ' ô f '  t q  , t h @  o f , : X  . x  '

-   ' - V f î U ’ i l  f c ' . ' ü a i . w o n t  a o r i - t W ■ a e W a l - B Ë A ü a e a *  - x / : -  'X
•■ ". ■ ' ' X;:X. ; ■ ■  x : .  ̂ :/■;. X ' X  , - y .. . -"'X .

! a è q ÿ e $ 8 p , ' # À  # @ © # 1 0 - .  ' # # # $ !  /  . - X

'  '■î'(-|;:XXvs5Ï3sg|?'y'éàX|©;'a--'téCT3.i' 'Oÿ,- #160 - - '

' t o ,  Xhej3i0B#ItëxyM l8W ll:@ ':%y';ÉMX'X(198ê'é)' ' Xx."

' ' e h x i r X . t ' W $ l C V . y  é h ù # â  - t h # , e % p ô ' 8 ü i » é X # '  /
• ■ XX'XX XX ,xX'..'"^ ,','XX X XXX:;.-; r  - X „ ■,, , ,X.' X ' ,.,

i X i . i . o  r u  k o  t o  a  c o ' J . â  o t v o a e  f o r  ' I f i l u * .  r n l a e d  t h o  ' ■ X
■ ' -  ' - ' ■ ' " - =xf '■ ; % ' ' "X,x' .  \ /  •■ . ,  , x - y . " " '  ' \ , ■ ' x X X y y x x  , % ' X X

i t e u j . î > 0 3 ? a t i ü 3 , i  o f  l i a t o  t î t o  ' a d i ' e j - j s l  r i l i o i i u o l o o f e d e G »  ■ ,, X  X

. ' X ' l W # V e r  ; ï »  ' a . ' M f e f '  ) o f  ‘ a  . l o n g ô r -
x x . > ' , , ' .  '■ x : x ' y x x  ■■■■ ; ;  ,. ■ '■ '  x x ' X  X ..  ■

" Q a r ë t l W  0 * .  o O i a ,  ( 8  é a i r g - } ,  w W  Q a % E ; e  ‘ '

- #  ' i L _  ® % " ; l î ï t ' o  t h © ' a a ï » e ï i a 3 . X '

% # o m k X . , , )  q i a à e  ' ( m W K Q ' ï l ë  ' # - # *  /  ■ . ' / ■

X ' - : -  -  ' T % B "  âG0# # .8éê , « p t a k e ' o f .  In tq  a â r è a è ï '  ïiMA f r a o t i o ï i s ’

- , # #  ' à q i e . a  X n  s t ' f t â i é a ? ; : . - s ’ e s a l l i i î j g ■ ï r . d a i y a a m i M -   ̂ ■

© a n .  8 @  e # % # e a  . l a ' '  # è x 9 $ F è V . . '  : Tm  ■ ■■ . •

t . b à t o f  à # e « à l " X % b o r g a i ) Æ e  - p h o s p l i a i e .

. I s  i ) ' # ' r h a i m X ë $ ï ' a % * g e â  a m A x ' e e d o m a l y .  ' t h a t  # 3 ©  ‘b r e à M c w i i '

‘ ' X i O O î m à t # . ® . . ' o Ê x l & A X f l i à ÿ  ' W W & e r  t l i e ' . . ; i n f l u © t e . o ©  o f  pM 'Hih  
X ■■■ X  X x . X ^ x X .  X V '  ... X , , ,  X . - '

;. I C h e  , r e è 3 | l # . 8  • p r ë e s M e d  i a  1 6  r ü l ©  o a t  t î i ©  f i r s t
■ ^ • - X v l v v . :  ' . X ' -  . , - .  : ' •■ . .  ,.-, ' . X  ■

' a g ' ' a a  l a q r m @ # . . # # o 3 .  s&sié h f  i a # » g a i i o

'  p l i o s p h a # :  Ÿ A # ' d :  % ë .  3 ? ' © f î ë e : . - | 8 < i  l a  a y d è o r e é s ©  I m ' y t h ' e " /.

' . â ; i l i é i “ ' . . \ . A 0 ï î î -  t ? é o t f â s a t  t t e w ' i ' s  
X  . - : X X ' ' V  . ■ '■ V  :'. ; . .  ,, . ' ., ,: X  ' :

'" a Q % # l l y -  a  X ' f à i y 3 . i » '  t î i è  . ; s p © , e i 4 ’ â e  a c t i v i t y  o f ' X â é x v '. ' ■

a ü ÿ ( # a i -  i à o . B g à o l ë  p k o a p b a t o  b a t  t & l e '  d e ù r . é a 0 ë ' - - l 8
x x y x : x  ■ y v . , v f x "  ' X ,  ' w  . . . .  '■ , . /  . .

d i P # c X b % ; 0 p m p # # l e  d p e e l f i d '  ' ,.' .

X  . X x X x  X . y / ' ^ V " '  ■: ' - x . . / . : ' -  '  '■ s - , X .  X , , , X ; f X X - ;

■ V X:
v ' X , / ,  . / . , ; ; v  . ^ x , . . ; v .  - ^ x  , ^ , , , , X x x x x . x . . r , : , x ' -  - v . , . .



166 -

a ù t# i# :% C  tlK il)looâ;'iW % a#0ApW #% ià% % ;':(banÈed% y: ''BA
' ' ^.AÿA-tyy:yyg.^x/^ ByAB/ysy;A''T^^ '"' 'h ' .'-- -' . .v,Âr
tho  Inero'ane ix i loT0l8;\ôf/%ïd6dx\6#»tIë$'^^^^ y.J

y/'
th é  " ra t io  o C th ë W  iw 0 ''e te $ lv it lo a  remhlW''GoniÉ^taAtè'

.  ̂ " / -  ■. -X ï -  .r ' .b-r-:._ ‘ j  - 3 _ .w i  "  - '

,  ' I f  t ïw  p oo l Blhë p f ' t h é  phoAphaté'<£'■ _ ■ ; X ' . ■ XX' , • - .X , . ■ "'* ■ ■  ̂ _ / ’■
' iffae' a ïtè rs S  tm aer 'tKe'ïaÆl.udJaÀd'àf ' À t h is  m i #  ■ '

. ,',v'" v"X-/vX X, : : : ■■;■ ■■■.vX'V'.,,, . ■ ' '■
' ' wodlÀ %eXe.Ëpé#te& ' tb  'à ltë m  ','. ëlmïKa# o D 8 ë r% i# à 8  - ; 
' ' ■ . . ,X ' . ,  ' ' ' - '  ■• :X%XXXXi ,. , .;, x,;",,, ,

have teem m a #  M  W io M lio ' M 'g i .  * ( # 6 # ) *  ï f ' ":.-

oo%Ar% : the' .# &  - I t  may- do èo

/ W x e l t l ie r . o r  h é th  6 f  t h 0 x % W w # g ' " y \  -,
. ' " ' J " ' -  :,: 'n' .y r / r^A.- . / / ' "  ' - ' " y y : " /  A-xB'-

x ' \  '- / ' tW /w te  b f  ' hréàWowm: of: haaÿ %b -.aldwd. -

' . ''- ' âbW i'' ' Br#ïae{dAtW.yraté''^^^^ W n th # lB  "
* ■' V ï . /  X ’ , ' . X"'" ' ■ •,' ,' ."■ ' . ;*'
' ' ..ÿêméïhb oo#Btan%; '# e ; #W ht'''p ;P  ' RNA 'w l i l  

' - . / l^ h è a s b h B & 'tW  a c t i v i t y  o f..th o

' ' - B'' ' WA- y  ' \ :' - -

aa môhb^

y -  -" À x'vhiW_.;lbbMde$# maÿ hb 'm o re /b ff lo le m tly  W^Ax 

' \  ln,bbÿg!bré%éd Ih tq  aewly Wyàtheâlae'â # %

' " ;-x; ' y im  t l ib  ra té  o f  eyhtheBl#- of-A#^-^

' ' v ^ llT h b 'l# b 3 ^0 h è 0 â h y  M$H,S%t' ' t M \ r a t é " 6 f

breakdbwh #111, rom ain oonstant* - ' ' 

. I t  w lll"b e ''B O b m 'th à t. a lthough  thèse mechanlème.. 

' a re  (^uïto d lffW é irb #  I t  '##%& %e d i f f i c u l t  'to ... 

/ d i f f e r e n t ia W AW t#oea th w A b y  o n ly  k ln e t lo  -data - om - 

B 'tW 'uptake o fA ^A 'p roQ U ##rs# .. 'Aé #111 "be diwp.ebeâ 

i a  th e  f omowisig;: s tfbseetlo iij, t l is  fo rm er meehaïilé'm lo '

x = i

X ; X - /



 ̂ ■■■ ' x B  ' ;  ' ■ - 1 6 9  ■ • ' - .  x  A - ,  ' ,■; -

' t t o u fh t  to  'be?the. -o p o rÀ lé , oné#' ' ., Eqv^ovërg-, f a r t h e r  ■ . 

e tûa ieo  o f  ̂  say ̂  th e  in f lu e n c e  o f  AOÿli - bn : adréha l 

BpA pqlypéràsô,. ''a#d\ OA .the çn^ymçs hydroJyalBg

thé 6 * m bnohuoleotides cou ld ' p rov ide , .‘ovldénpo which • 

ym ey/'a lïdv lA the /aG lection '.p f tho  co rrec t\m echph i^^^ .

f f f *  . V .  ' A y "

'A' :x ,X jf th lB B B oêtlôB  Of th e  p ro q o n f'é tu â lb B /, ^h©

.b ffo c iiA 6 f ■.AÔfSÏl..oh b o th  th e  PHase ‘..oontent-;gf ' the  ad rena l

A ,ahd ;tho :;'hd tiv ity . o f  ■ the  RNWé Ahbye 'been ■

l:avoér%gat&B.A. A fte r ,  âDTH treatmeht'/.^ changeo were 

.••■ohèerved -in  f-hdth'Aof .'thesé b u t t l i b ,[e f fe c t  xon.! the

■ Ih J iifb itd 'f  wae-mofe marked than  oh-.the ,'Rhaéë- a c t iv i t y  •
\ y ' -. ' :A\xv '"'B . . . : ; '' ' '' : . ' ' y: ' - " - '. :. ' ' -.
(Table# 19 ah.d? 01)$ ', ■ .;,-\.A...̂  . . : ' ' '  \ B . .

■ ',' ■ The •obaeffed-vsi'gnifleant^'^deoùeabb in 'a d re n a l
' ' ' B  ,  . y '  ' 'A  ' '  3 '  A? : B ' :  . ' ' . / / , /  / /  ' ' . : - . :

•Mas'e « 'a fte r ;lSînh o f  'âOTH. t ra à tm m t In d ic a te o th a t a

p o a s ih lé  iiieehani™  WhçrebyBÀO^l oeai'ëeh the'- dmemit " o f - 

BMA- ta  iB cneaaëxis  hy lo w e rin g  the  'amount..of B lase 

; in  t h e / c 0 l % , ' : ' ' - X .. .y' B,X; : /

B ' ' A decrease In  the . le v e l o f a lk a lin e  ENase as the 

■ihA:: coB ten i/dhoroases ' h â s -a lso 'been:'bboorved dn the  

Walker 256 .tumour (A lllB o n # . Wannemaçherÿ "Parmer and 

G-omoH '̂‘ 1961),#: More- re c e n tly ' i t  has been shown th a t

a d m in is tra t io n  o f %N ’ 'd le thylane-î^'^VphehethyIpho 

phoram lde’ to  r a ts  h e a r in g  t h is  tumour re s u lte d  In  a 

redueqd r à t f ;• o f g row th  o f  the 'tam ga r concom itan t w ith



the  - _ - ' .'y '

'' ' cm b (' Wahhémacher'#; A li ie o %  -

"'Bha %96ë')rA' ''''̂ ^̂  # ' '%?A\

/.arey% 0r^ ' thàhA%iëMi/on&§''r0W t.lnj\,tp^^ A y AA'

.  I # ïW v 0 K $ h # e # W  :$ é ''th e ''o n ly

e:{amplce where ' th e  RNA le v e l chengea 'jJ;^0reely\;4^{)AA' ' % ^

a#! O t$ l#  SUggéàt'sAtMtr .tW ré  ':d8 ' ' ..'-''x.yBr;

; A.:,p6 0 $t% W 'G oûr0 là # o m \h e :# ë è ^  the  'con tèa t. aWi ' / ' i ' , . -

y- - - Bx ^A. AB' : '- ' ' ' / -B .

: "'"îh^pBy: tW . peripd-L^# - '

:':#pw$h: deŸë!l<%)ihg ..^)hjèahBp%a#htà^ . ' -B""?

' r%K t i é  ' %h&; tjbie'' a c t iv i t y :  W  ' the - 'allqal-ihé" ' 3#aeé- ' . y " '?

A are 'h igh land aa th é  0% a6'''6$VeW p8.hb% '-thb ' -- - A'

-Bhn&'the, a c t i v i t y  o f % E a s0 'fa l% 'r ' '"'y. A 'A_A % - '

'. - ' - - -y A S im ila r  ^ e o r ré le t iW  %s#: e lw  beem obeerved B .
y /hev ; ca. the?1#A cù n te#B W . th e y à lk e lin è  M a e é 'a c t iv i t y  ?.-A .
A gf:ë,,vW- UatBm9i(!mmry 'gïahd::%':$ariou-8- etagee o fA the  #' vx;-y#

,. 3 ,ac% tlohA '#c lé ''(0 ia te^^^  -' ' -., AA" B- x.x,,Ax''A'A

' ; A .d lr0 C t-r0 la tl0 W h lg .a le O ''è 3 c iç W \'h e tw  -x " ' AA-'

'  %A- & W # h t  ;ànd';?thé:/àciiËA^%'^ îh" maDy-'':diQ#mlamiha-f '"'?-A'AA;;'

1.' t-is^hea ' -(Wdiüu&^A' !F Ïi0 r%  '' Ÿ §h% #àègc. :$md Brah(;0<l^:Al96?}# .

-B" Thé'%»e%ati#%Êhlpyhetwëén thê''amountè o f  B%and,- ' -y '  -- - :'\xyA-'' 

3 H à M K fo td v î% y W 8 b e e m p a rtl^ ^  w eii'''a tud iè 'à '. \  ^

in  p lan t'A tiàéW e»  ." In  '$#ïérà'lA ''''itB i.e--founâ th a t  y'""'  -- - '

..Æhc:pëaèeB'dn/Atha:'\l0velAofy.EBA%waWor^^ B' '- '



X-" '

r? x /':, ', ■'? :? y ::x x ''' ' ' ■' ' / x . - x  - . x . , . , . - /  : ' x  # .
■ ,,, . e3.©iSt.ëd:;.:1,evôi‘B' ’o f  .iyfee©''(ae:lâ-;.#.; #11îalisô);xp.p4o#3Çf ' ■

‘ ■-' ■■ #8lamà, lessSI#’*», a i#  v'3vwgo3.1)Gÿgy.: %,

: . : y . . . # : : ; ; : / : . x :  y :  :
yy . tW W  appears t W t  # é . p i0 # g é  w ith  r e M p c t  - to'  .
B' - ^:%'A mM'3I'Tà0ëB4m_t'he a ê re im l - - " " - - - ' ' " 'B

;-Ad '-o b c o rV e d ''ln :o th #  'B' /yy/B/AcA"/
h o t ë le a r#  ' butym e-ithe# d .e ' tÈ ë # M # #  #% ' th o ro  -should. ' , /  //; - '

TB/^ A' ' " -BBBA ' ' .A'Ay' A./.A:'^' 'yA A /AA 'A .  - -A/Bx-  -AAyAB.A'
, / B /  y.#e - ' " ' ' ' -''A,.-

. :,-l0Vr'i2:. " tb  p a rm d b x /w lll .

" 'BA/_̂ , p^Q unojy.yd ib .lm . th e  . s o ly t # h  p f  - th 0 .% o % g i0 # l role-., / ' .\. / '

" ' A #  th e  ih t ra - ^ g é llu le h  #b i#% c% A -..A 'B x-.,  A xAxA" -''B y .\y. A
:''-xM r0m a lA $ lka llhe -R I)a$e  i s l a r g # y , i f  n o t . à ï l -  - B\ ,  ,

' .. y- " la te n t ^  (T a h lê é  iB  eW  19)-#' ^AThia le  à lm oe t' e b r ta lm ly  '"x/-.y ,x

' - '' d u # 'to  -1W  p#è Wbhoo - o f  an - Ih t r S '^ o e l lu la r  RNaee. ih h lh i t o r ^  - '
A.. -A B it  m w t; he  emphealsèd# W # 0 y # # y th a .t_ .th e 'w  ' /B  - A - .

' r e p o r te d - ih  t h ie  b a r lç à  ô f  experim ent#  were^ oh-talheâ - A ' '
fro m :O h $ e rv a tlé h e .o f th e  BËaee a c t i v i t y  lm -# h o lè  , - 'A.. ' -
,a d re n a l homogenéte# O'onaegueatly', i t  l a  p o é e ih le

X ' '' th a t# - w h i l s t ' th é  R% se in h lM t o r  aWA th e  -a lk a lin e
may hê, ihA 6epa rà te  ' 'e e l l  '.epi#artmemte l a  th e

A  i n t a c t  c e l l # ,  t h e y  a r b y a l l o w M - t o  - b b Ë b ln e  â u r i h g  . -

: -X. ..hO)(ïWb3al8atlbh#AtWs l% # i% 'tO v lo w  v a lu e s  o f  '* 'yrèe^' ' -..y
- A" -B, -B'"' . ' A ' '' t̂-A. - xA'. .; ' y -f ".'
' ' _ / 'M a â o h # -n g .è e t- lm a te â  (% h ie  $% )*,/ I f  tMe--A'yerë.tb%B-' '- '-A. :
AyA- ' . .n rove  ^to' : W - - \ % h é ' o a e e I t  w ou ld  Im d lé a te . th a t  a - _. -

{ -posa ih le  f w b t l b n ' o f  t h ë "BWaee' i m i h l t #  iS ' , t o ^ e t iv a t o  ' ? A ' '

X ; V  ■ '  X -  - . •■ ,  X  ■' - ï  _ ' ' ' _ .. , . - '  ' :  ■

X;  , ‘ , . £ - X  x . y  ■ X- - ^ . ' - .



I ,

the. R'lase re le a sed  i n t o . th e  cytoplasm  from  d is ru p te d  . B .

lysqgpmes (Roth# ISGOa)# ' . -. - " ' ■ ;■.

Perhaps th e  ad rena l la te n t  -MTase. I s  s im i la r  to  the

‘‘la te n t  BHases. .demonstrated i h  - lf^ o X i ribosomes 
.' . ' .' : ,/ A ' - '. < / 'A '

(moon# 1960#-igsst; B isoh and Tal# 1959; Spahr and

J lo ll ih g im r th , ; /1961) and ./in-' ra^.z/iiXer niioroaomes ■ A .

(Tashiro#. 105% Rpthp 1 96 0 ^# )^  • TW p o s s ib i l i t y  ■/:
"  ̂ /A ' ' -.  ̂ , . - . ,. . '

.of (theeëA:6hg;ÿmeS'\heïhg ..ahs6#).edA.to the ' ribosomes
- -A:' /. ' :. - ' ; - - A "  ; -  ̂" : { ' A A/A : A;# A /:,;.. ' - -, - - ; - - .. - . . 'r .

-d u rin g . é x tm é iio ix  prodotorèëBm a^xru leà o u t bÿ::th e s e , . ... b'- ■

authors#' ' ■•XlyBalaoiBaems-'ihatv these ,'oœymoB'-areA/; ‘ -

in v o lv e d  i n . b 'w te in ' synthoéïé-;'(.Koth,. ? l980hr'A Ta i 'and ' "
- A - A, A. A? :x /  " B'"'''/.' '.yyx.- A.B...X. Â B ' -
;Bl0ont',,.19ôb| ■ ■ B pa '% ,.a .W 'iIô l$ ih #  "'-I9êl)'ÿ / an&A- ' '„■■

i t  ,hâ'B."'b.eG%ï ÇùM@êbte:d/that ;*thèy ta k e -'pa rt i h ' . t h e / ' -:

b#a% p#h\o f.A m eç8#gey ''^A d '' BÂi/'-' '. x-,-/ BB /x- < /

■ yA' -A' hOTH a 'dm in ie tha tiô iB  d ra m a tisa i,ly  inoreasG # ?ÿhe ■’ ' a/  ,

à o t lv i t y  o f . BMase I n h ib i t o r  . in  the r a t  adrêha lA g land •

( T a b l e . . x . -'AThé;pmaoheb.Abf/ -én' M u sé  in h ib i t o r  , l a

'mammalian eé llsÀ  has -beàh .%mo#n b ihcé  th e  work o f  , ■/

F i r o t t e  and Dësrèux i n  1058-aW  i t s  bresonoe has been
- ■ A , A -  . ;  . - A -  . B . : .  B : . ■ / . • _  A x B A A , ' '  ^

.demonstrated ? in  a- wide; v a r ie ty  ' o f o th e r  c e l ls  (see l ,  8*4e)*

N everthe less^. tJ ie  re la t io n s h ip  between th e  Eita'ae

in h ib i t o r  and th e  HHÀ metabolism ; has a t t ra o te d  l i t t l e

a tte n tio n #  " a--, , b . ■ : '■■•., /■■ ' '"""A. '

' The only'A 'studies known :to  the  author# "dem onstrating

a re la t io n s h ip  between ehangds in  OTasa in h ib i t o r  . ' -

V



X :y ';9 r 'X r :T -< /a % '
■,'XX- :xX:/X£X£X:::.xyx^Xx/ - '-X^XX-': xxxa.'- : , ■ x;; x--. xxy' ;&\ ;v

■ ■ - 3 . 4 8 -  . y ' r y / ( x . . -  ' . y , ' x X / ' '
' X / .

X
':'X'
;A jl

s

a u M v l#  naû oliaugeo':Ui HWA ëoïiibïit ovo tUooe aS ' X ' 
Dïfiojeimctu • (î90Sü) ànû o t Rotli, # l toh aW/NQ^rla, (1988)#

B h o ï ' t s î f â B  ( 3 . G G & b }  a i R O ü V O B Q ü . .  t h a t  t à ' i o  a o t l v l #  ' ü f  i . * a t  ■- ,-.

-  :' /£  - y

,:X-

y/x
X X 'X ■

y i' ; X*'̂

iiijiXùmw a n d  w a s ' a b o u t  1 4 C Ç À  o A o o v o  t ) \ o  o o h t r o l ’ l o v o l  
, ' '...yyyx^ ..

4 8 h r $ ' -  a f t e r ' t h e  o p é r a t i o n # . . . A l t A w a b

' ........... -............................' . - .  ̂ A ByAB
I m o r o o s o  i ; o  t h o  l . o v o Â  o t  t h e  I n h i b i t o r  p r o c o d o o  t h e  

' ' A '  ' ' % : '  : A. ' l ÿ : /
B u o r o a s G  i n  5 N A  a f t o r  e a r t l a l  J j o p a t o c / b o â i y ' »  ‘ . . -■ " • A - .A 'x

,

‘ A n  a m l o g o u ü  o i t n n t l c m  kpxlnta  i n <  t h o  u a r o n u l *

I t ' % % ' a o ' ' b o 0 n  ù h o v m  . A . x . B . ' / ^ A A A y - 'A

t h o n o  u s e d  l u  t h o  i i w o a t l g à t l o a . , o f  t h o .  P E a s e  W i l b l t o r   ̂ . ^  x  

A  A‘" A , . B ' \ !  a l o o ' ' m w o a s o  t h e  D M A  c o n t e n t  o f  t h o  f o % i i u . l e  ' r 6 t A â d r o n a l : A ' ' ' A ' ' ; '  

g l m n d b u t ' t % i ü t  n o  m o a o u r a b l e  I n o r o a o o  o o o A r n  u n t i l  .

t h e  n d r o B D l ü  b a v p  b e e n  a t i h a m l n t o d  f o r  a t  3 . o a u t ' % h r * ,

'v „  . ' , ,  X -  / '  ÿ l ' - ‘  ■ -- ■- ■ ' .  I . j .  ... . r . : . . ■ ■ ■  . , ' . . 'Y ,,, - y :  .. .■ \  . ; , - y  . ' -  _ - ;■ .: '  ' .!.:

' '/(V ig u ro  1)* I t  Is  thun olgm lfloant th a t the lnoroaoo AA

. - • â B l I d a e o  I n h i b i t o r  a o o z v i t y .  q o e u r s  . o f i o r  t o ' t h o  l a ^

y. . , :Bx!

GVotiüG  i i i  a d r o n a l  ïiW u  T l m o ^  t l i e  W N a o e  I n h l M t o r  

by s to pp in g  the  breakdcmn o f  IMA may oauso the,* oiaotcnt 

o f  ÎM A  'ln  .the  aâ rona l to  lmoroaéè p r o v M #  thë  'ra
■■■' ' . X x . " * '  - " . .  X '  . ' X .  X y - '  . . '  ' X ' X  .  .  X X ' - y  . X ?  ‘ X . . y ,  x  , ■' ; y  X  / X  '

xB'X
X  # . ,

y :  ■■

:::"'x - .'"x'":":/./' ; A\ABA.A'  ̂ x-y. y
yX; X" . %à;: • , .  X # X y '

' x  y . ,  x ' x  ' c « p p ü B # â  M , .  I ' , h e  m a t ü b o l i e  a a t a x ' a î è t t u ë è e a -  "î' ■-•■ . .  • - x X - . .
- x ' ' ' : ' ' X X X ' . '  ' . X v . X X : .  y  ' , . : % y  y X . : x  X " :  " X  " ,  X  , ;  X X ' X !  X '

x y  : y y x t h o  p B G o o û i î î g  D u b - D o o t i o i i . . x X ;x ; , 'SX'%, .. ' x x 'x : ÿ  '

; xxx _ . . . ■ X y  . X ' •■
, .,' ' Tho ^  -y§.t%é ô'Mwiitmvj-.ü ##10B/X\.

.' ':*, £' ' ;.-% - 
,, o f  inves-b lga tioue: w i'o". la to # o a  to  l3o '’ eoBîpa.omehtàî»y 'to  ^

■X,-

y y r ' '

, B / ;  B " x  y X . . / x x ' ' ' / x X " ' X '  ■ : ' : X ' x / '  X  ' /  %  ̂ ' X i



■X . : , £ x C A '- : : r x x :B : ; , . , , / .  -  - B y ' ; x y : x B y B : B
t t e y ■ y jy o  :m8'babolie.' :iLuù lé0X .»,. ' Wp@a .tiia li- . .

: ‘ yX XX;'"£-’ ■ ,,.;..''x. ', "■ X ■,.;../' '' r: ;X;''% ''. , - ,  ^
'B6âîiîi0Btat':jL6B'aJis3.-f’8 l8  ,oî* iM â '- is o la tè ’a Mom-'Bûsënél'\.--‘
' ; L /  .  ̂ ' y ' :  . : x-x!:. , x / i / x x S
ixl.aiiaü ï>l'e|«,ï*'po?  ̂- la ; ^ # ^ - , . # # 4  ,;

pi'QVl4o an a lto m â t iT è ,  mearas o f  ®t-aayiï% '-tîie r a p id ly

' laP'#l3.0,d ■' M a  X a ÿ  .fogaé 'îa  „ oih& r inammaïiâïi- ' 0  é î l  o :■ eM '' 1 - ■
. : . V . . : , , .  X X X  ■ . x . y . . - . : y . ,  " ■ X x :  .-.■ -., , , x x ; x  . h x  

■in'-thë.: adr^eMl.xIfa-bl©® B amâ tW p e  : .

' ' Â  ' .'Â £B.®'.'B'x/'' ' _ . '̂ . X ' r;B' ', y. y , ' ".%" .  ̂ )/ -
■tpetol'tttô:®.,tîie'-'d ,0%aery@â - ià

: .■ /

- •■: .-. ' Amy; VlSifà-, S’%»;t/a8' ù89â àe-ytbe. Mà':x£:''' ;x
X  - '■ ■ ■' •■ , : - x : - - X x x ' , , : -  - , .X-  .;. , . -  . ;■■ ' - r  _ . ; x x , x x '

' .. preotiï'ôor'AÔ'Mxtiaa-.foàM'fo- ,,iii0ï>©ae© tttô'-.préportion
//" X x/Xÿx-x. - . yXx.,.,.:x ,x- : . '"XxXxX; xx /v "  . ■ 'B.:'
., .: , tlie-x.

- - . ̂ ''ttfeP/Ctlgaror^lgp^a)* ■ x B  y a e t i y  i ^ / X  ' '. '

'X :x. aeaàwXg# X#l#A#%id tliat-
- ■ X''';iîprëa0i»g fîiô 'a’ate of' pWdwG'kWÀ of. mWaaemgep # %  - 
;- X. oï? f's :pyot#q#À%ÿ ia -'e'eraO' wa,y» the 'messenger' BHA'-x ■

X X deg^ada-tips?* --S^M© fi»aôti<3ft aiay-as'iiïallly GOhsist
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OUTLINE OF A POSSIBLE MECHANISM OF ACTION OF A C T H
ON ADRENAL RNA M ETÀ BO USM
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Regulator gene Operator gene 'Structural genes

Repressor

messenger RNA(s)

aa enzymes aa enzymes

A T^B ->C D E ->F G H I J corticosterone
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