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There have been a number o f re p o r ts  re c e n tly , in  th e  
M edical P ress  o f the  U nited S ta te s ,  on th e  p ro p e r t ie s  o f M eratran 
(P ip ra d ro l)  and of i t s  value in  th e  trea tm ent o f D epression and 
F a tig u e  S ta te s .  The t r i a l  by c l in ic ia n s  in  th a t  country  began 
e a r ly  in  1953; i t s  s e le c tio n  re s u lte d  from th e  experim ental work 
of Brown and Werner who found th e  drug to  be of extrem ely low 
to x ic i ty  in  b o th  acu te  and chronic to x ico lo g ic  experim ents, and 
who noted  th a t  doses which were q u ite  sm all in  r e la t io n  to  th e  
l e th a l  dose , induced prolonged p e rio d s  of pu rp o sefu l h y p e ra c tiv i ty  
in  experim ental an im als. Dogs remained f r ie n d ly  and a te  r e a d i ly ,  
on doses which produced h y p e ra c tiv ity . U nlike some a n a le p tic  d rugs, 
convulsions d id  not occur u n t i l  le th a l  doses were given i n t r a ­
venously . No secondary dep ression  of th e  C en tra l Nervous System 
follow ed w ithdraw al of th e  s tim u la tin g  drug. Furtherm ore, doses 
o f th e  compound which caused h y p e ra c tiv ity  in  th e  experim ental 
anim al, had l i t t l e  o r no e f f e c t  on blood p re s su re , p u lse  or 
r e s p ira to ry  r a t e .

Hirawich and R in a ld i were of the  opin ion  th a t  th e  drug 
ac ted  p r im a ri ly  on th e  R e tic u la r  Substance of th e  Tegmentum, w hile 
Heath observed th a t  M eratran, u n lik e  any o th e r known drug , 
produced ra p id  h ig h -v o ltag e  sp ikes in  the reg ion  o f th e  Septum of 
Monkeys.

In  view o f i t s  s tim u la tin g  powers, as ex h ib ited  fo r  
example in  i t s  a b i l i ty  to  awaken r a b b i ts  from B arb itu ra te -in d u ced  
s le e p , Fabing decided to  t r y  th e  e f f e c t s  of M eratran upon cases of 
N arcolepsy, because i t  i s  b e liev ed  to  be a  d iso rd e r ch a rac te riz ed  
by an abnormal in h ib i to ry  s ta te  in  th e  C en tra l Nervous System, and 
th e re fo re  responsive to  stim u lan t d rugs. He found M eratran h ig h ly  
e f f e c t iv e  in  th i s  c o n d itio n , and was of th e  opinion th a t  th e ra ­
p e u t ic a l ly  i t  was su p e rio r to  th e  Amphetamines. Subsequently , w ith  
Hawkins and Moulton, reason ing  by analogy, th a t  drugs o f the  
Amphetamine s e r ie s ,  which are  e f fe c t iv e  in  the  trea tm en t of Narco­
le p sy , a re  a lso  e f fe c t iv e  in  th e  trea tm en t of m ilder dep ress io n s , 

e s p e c ia l ly  R eactive D epressions \ P a t ie n ts  w ith  t h i s  type of mood 
d iso rd e r  were s tu d ied  nex t; th ey  found an in i t ia l ly - fa v o u ra b le  
response in  a  h igh  p ro p o rtio n  of cases of R eactive D epression, and 
around h a lf  th e  cases o f Endogenous D epression. Many o f th e  cases  
were drawn from t h e i r  " o f f ic e ” p ra c t ic e  and so alm ost c e r ta in ly  
inc luded  many m ilder cases such a s  would be t r e a te d  by General 
P ra c t i t io n e r s  in  t h i s  country . For such symptoms as easy fa t ig u e ,  
la c k  o f energy, afte rnoon  " le t  down" and a v a r ie ty  of vague p h y s ica l 
c o n p la in ts  such as a ty p ic a l headache o r v e r t ig o , t h i s  drug i s  sa id  
to  be u s e fu l, a lso  in  cases o f Tic and Blepharospasm. Fabing has 
found i t  h e lp fu l in  c e r ta in  cases o f Spasmodic T o r t ic o l l i s .



Shute and ITimwich r e p o r t  th a t  i t  i s  u s e fu l  in  r e l ie v in g  
th e  apathy  o f ch ro n ic  s c h iz o p h re n ia , w h ile  Pomeranze re p o r te d  
fav o u rab ly  upon i t s  p la c e 'in  G e r ia t r ic  P r a c t i c e .  Ant os r e p o r ts  
th a t  i t  i s  u s e fu l  in  com bating th e  le th a rg y  induced by  R eserp ine 
and o th e r  d ru g s . However, Fabing warns th a t  th e  d rug  i s  n o t w ithou t

a n x ie ty  and a g i t a t i o n .  He s t a t e s  " I f  th e  Nervous System i s  s e t  in  
a p a t t e r n  o f  p a th o lo g ic a l a c t i v i t y  th e  drug w i l l  enhance th e  e x is t in g  
p a th o lo g ic a l  b eh av io u r, t h u s ,  a manic p a t ie n t  becomes more e x c i te d , 

a deluded  p a t i e n t  becomes moire a c t iv e ly  p a ra n o id , an o b se s s io n a l 
p a t i e n t  becomes more o b se s s iv e , an anx ious p a t ie n t  becomes more 
an x io u s, and an a g i ta te d  p a t i e n t  becomes more a g i ta te d " .

and i t s  ap p aran t u s e fu ln e s s  in  v a r io u s  c o n d itio n s ,  I  was asked  by 
th e  D ir e c to r  of th e  D epartm ent o f P sy c h o lo g ic a l M edicine in  one o f 
th e  la rg e  T eaching H o s p i ta ls  in  th e  South w here, u n t i l  r e c e n t ly ,  I  
was engaged in  f u l l - t im e  re s e a rc h  w ork, to  un d ertak e  a c l i n i c a l  
in v e s t ig a t io n  o f i t s  v a lu e  in  v iew  o f th e  encourag ing  r e p o r ts  which 
we load re c e iv e d  from  w orkers in  A m erica. T h is  in v e s t ig a t io n  form s 
th e  b a s is  of t h i s  work.

i t s  dangers and i s  d e f in i t e l y  c o n tra - in d ic a te d  in  a l l  cas-

In  view  o f th e  c o n s id e ra b le  i n t e r e s t  aroused  b y  t h i s  d ru g ,
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Chem ically t h i s  substance i s  no t r e la te d  to  th e  Ephedrine 
o r  Amphetamine compounds and, lik ew ise , i t  has d iffe re n c e s  in  i t s  
a c tio n . I t  i s  named (a lp h a )-(2 -p ip e r id y l)  benzhydrol and has- th e  
above s t r u c tu r a l  Formula. The H ydrochloride s a l t  i s  a w h ite , 
odourless powder wit&a s l ig h t ly  b i t t e r  t a s t e .  One p a r t  d is so lv e s  
in  s ix ty  p a r t s  o f hot w ater. At p re sen t i t  i s  dispensed in  T ab le ts  
o f 1; 2 .5 ; and 5 mgms;..

A ction in  th e  Normal.

Twenty normal in d iv id u a ls  were g iven 3 mgms. o f M eratran 
p e r  day in  d iv ided  doses o f 1 mgm. a t  8 a .m ., then  again  a t  11 a.m. 
and f i n a l ly  a t  2 p.m. T his group, who had rep ea ted ly  been used in  
drug t r i a l s  of t h i s  so r t ( a c tu a l ly  they  were s tu d en ts) d id  not know 
th e  n a tu re  o f th e  p re p a ra t io n , and who d id  not en q u ire fw ere, I  th in k , 
r e l a t iv e ly  immune to  ex traneous suggestive  in flu en c es . They received  
th e  drug f o r  a  p e rio d  of th re e  weeks.

Two of these  persons d id  not experience any n o tic a b le  
e f f e c t  from th e  drug; th e  rem aining e ig h teen  rep o rted  an in s id io u s  
e le v a tio n  of mood which reached su b je c tiv e ly -d e te c ta b le  le v e ls  some 

m inutes a f t e r  th e  in g es tio n  of th e  i n i t i a l  morning dose, and 
which p e r s is te d  u n t i l  re tirem en t and sleep  th a t  evening. No 
ap p rec iab le  a l t e r a t io n  of th e  induced mood e lev a tio n  r e s u lt in g  from 
th e  f i r s t  d a ily  dose o f M eratran fwas n o tic ed  fo llow ing  in g e s tio n  of 
th e  second and th i r d  doses. A ll agreed th a t  th e  i n i t i a l  morning 
dose seemed th e  most e f fe c t iv e  d e sp ite  th e  lack  of any hang-over 
e f f e c t  the  next morning. I  conclude th a t  th e  d u ra tio n  o f a c tio n  
of th e  drug i s  fo r  a  p e rio d  of around tw enty-four hou rs, c e r ta in ly  
no t le s s  then s ix te e n . There would seem to  be a  th re sh o ld  e f f e c t .
The e le v a tio n  o f mood was accompanied by an in c reased  a b i l i t y  to  
co n cen tra te , in c reased  work o u tp u t, and heightened  confidence. I t  
was no t o f s u f f ic ie n t  degree to  be ch a rac te riz ed  as euphoric , and 
was no t a sso c ia te d  w ith  any marked in c rease  o f speech ou tp u t. Not 
one o f th e  T r ia l  Group mentioned Anorexia, P a lp i ta t io n ,  o r  r e s t le s s n e s s  
a s  a r e s u l t  of ta k in g  t h i s  drug. Two, however, complained o f s l ig h t  
i n i t i a l  insom nia; enquiry  rev ealed  s l ig h t  i r r i t a b i l i t y  in  the  cases of 
th ese  two p a t ie n ts ;  i t  was n o t s p e c if ic a l ly  mentioned as an e f fe c t  
and conceded only  a f t e r  r e f le c t io n .  One of t h i s  group experienced 
nausea in  th e  th re e  days im m ediately a f t e r  commencement; i t  was not 
a t  a l l  severe and, as  I  have m entioned, was only  a t r a n s ie n t  f e a tu re .

Repeated checks of th e  v a rio u s  p h y s ica l systems of th ese  
v o lu n te e rs  (a lth o u g h , of cou rse , i t  was out of th e  question  to  
i n s t i t u t e  t o t a l  su rv e illa n ce  and, on t h i s  account, th e  r e s u l t s  a re  
open to  question ) d id  no t re v e a l any s ig n if ic a n t  d ev ia tio n  from 
normal; th u s , card io v ascu lar and re s p ira to ry  responses were normal 
th roughou t, as were th e  Blood Sugar t e s t s ,  Blood Counts, L iv er

/fu n c t io n  t e s t s
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fu n c tio n  t e s t s ,  and U rinary  c o n s ti tu e n ts . Himwich has 
expressed th e  view th a t  although M eratran i s  a  s tim u lan t and, 
th e re fo re , presum ably resem bles, e .g . ,  th e  Amphetamine group of 
drugs in  some o f i t s  a c tio n , y e t i t  cannot be considered 
sympathomimetic, fo r  i t s  a d m in is tra tio n  does not evoke th e  over­
a c t iv i ty  o f  th e  Sympathetic Nervous System c h a rac te riz ed  by d i la te d  
p u p i ls ,  sw eating, tach y ca rd ia , and increased  blood p re s su re . 
Experience in  t h i s  group confirm s th e  view o f Himwich th a t  the  
stim u lan t e f f e c t  of M eratran, however produced, i s  no t due to  an 
a c tio n  on th e  Sympathetic Nervous System p e r ip h e ra lly  o r o therw ise . 
I  must comment again  on th e  absence of depression  or "hang-over" 
e f f e c t  so fre q u e n tly  seen fo llow ing  th e  te rm in a tio n  o f the  p e rio d  
o f a c tio n  o f th e  Amphetamines. The experience o f American workers 
i s  confirmed on t h i s  p o in t and w i l l  be dwelt on again  when the  
th e ra p e u tic  and p h y s io lo g ic a l a c tio n s  o f M eratran, such as a re  
known, a re  compared w ith  o th e r s tim u lan ts .

.ELECTRO -M C TH i^C ^R A C Tr.

The e f f e c t  of M eratran on th e  E.E.G. records was e l i c i t e d  
in  only  fo u r p a t ie n ts ;  experience th e re fo re , i s  very  l im ite d . The 
drug would appear to  a l t e r  the  r e s t in g  p a tte rn . , the  E le c tro ­
encephalogram assuming th e  f a s t e r  freq uencies  and lower am plitude 
c h a r a c te r i s t ic  o f th e  a le r t in g  response . I  have mentioned a lre ad y  
th e  view o f Himwich and R in a ld i, th a t  th e  s i t e  o f a c tio n  o f M eratran 
i s  m ainly the  R e tic u la r  Substance o f th e  Tegmentum which, th ey  say, 
i s  s tim u la ted , and then in  tu rn  s tim u la te s  the  c o rte x , r e s u l t in g  in  
th e  E.E.G. change. Whether t h i s  view has been su b s ta n tia te d  I  do not 
know -  I  can o f fe r  no re le v a n t opin ion .

I  am a f r a id  th a t ,  fo llow ing  th e  e x h ib itio n  of the  drug to  
th e  Normal Group fo r  the  p e rio d  o f th re e  weeks mentioned, the  
im m ed ia te ly -g ra tify ing  r e s u l t s  and observations .which were p rov ided , 
were seized, on as firm  evidence fo r  proceeding w ith  th e  trea tm en t of 
abnormals w ith  M eratran. As experience w ith  th e  drug widened, types 
o f response began to  c la r i f y  and I  found m yself u n w ittin g ly  dw elling 
on th e  norm als. Perhaps more i s  be ing  read  in to  th e  few untoward 
responses which occurred than  should s t r i c t l y  be allow ed. Some 
months l a t e r ,  armed and re -o r ie n ta te d  by what was, co n p ara tiv e ly , a 
w ealth  of knowledge and experience , I  re -in te rv iew ed  th e  group of 
tw enty  Normals; by then  I  knew what to  look fo r  and, p robably , was 
determ ined to  f in d  i t .  I  quote my fin d in g s  b r i e f ly  fo r  what they  
a re  w orth, in  view o f a la rg e , su b je c tiv e , d is to rting  fa c to r .
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I  was p r im a rily  in te re s te d  in  the two p a t ie n ts  who 
developed i n i t i a l  insom nia, and the  two who d id  no t re p o rt any 
e f f e c t  a t  a l l .  I  am convinced th a t  insomnia as a s ide  e f fe c t  o f 
M eratran i s ,  in  r e a l i t y ,  an exacerbation  or "blow-up” of anx ie ty  
which may, o r may n o t, have been recognised in  mixed depressive  
p ic tu r e s .  I  am convinced, a ls o , th a t  the  drug r a re ly  c re a te s  
an x ie ty  p e r  s e , bu t only exacerbates  p re -e x is tin g  an x ie ty . T his 
o b se rv a tio n , which i s  no t a t p re sen t s tre sse d  by the Americans, 
i s  of extreme im portance. I f  an x ie ty  i s  recognised  before  g iv ing  
th e  drug, th e re  a re  ways o f p rev en tin g  ”blow-up" -  Both those 
p a t ie n ts  who developed insomnia proved, on b e la ted  s c ru tin y , to  
be c o n s t i tu t io n a l ly  anxious in d iv id u a ls .

Of th e  two who were u n affec ted  by th e  drug, exam ination 
o f them in  space and tim e provided ample evidence of marked h y s te r ic a l  
t r a i t s .  I t  has been my experience th a t  freq u en tly  such persons 

e i th e r  to le r a te  la rg e  doses of th i s  drug w ith  equanim ity, o r they  
e x h ib it  " to x ic ” e f f e c t s ,  which fo r  lack  of knowledge we brand 
e m p ir ic a lly  as  d is s o c ia t iv e  or even, as I  have seen, paradoxical, e .g . ,  
pronounced somnolence. These f in d in g s  re tro s p e c tiv e ly  discovered 
in  th e  Normals w i l l  be fu r th e r  d iscussed  when the  use of the  drug in  
Abnormals i s  covered.

• Antos has described  h is  se lf-experim en ts w ith  M eratran 
when on ly  th e  r e s u l t s  o f animal in v e s tig a tio n  were known. V arious 
doses from .1 mgm. up to  3 mgms. were t r i e d  a t  f i r s t ;  l a t e r ,  high 
doses were g iven . A fte r  a few days of h it-o r-m is s  t r i a l s  i t  was 
e s ta b lis h e d  th a t  th e  average dosage was 1-2 mgms. I n i t i a l l y  only 
one d a i ly  dose was g iven; l a t t e r l y ,  th e  tendency to  d iv id e  in to  
th re e  a d m in is tra tio n s  was used . The Americans then  g en era lly  
recommend a dosage of mgms. p e r day in  the  Reactive D epressions 
which a re  su ita b le  fo r  M eratran Therapy, and la rg e r  doses in  
Endogenous D epressions. In  the  s e r ie s  of Reactive D epressions 
which I  t r e a te d ,  the  optimum dosage seemed to  be between 3 and 7.3mgms. 
p e r  day, given as 1- 2 .3  mgms, th r ic e  d a i ly . I  would regard  the  
fig u re  o f 7 .3  mgms. of M eratran d a ily  as th e  extreme upper l im it  
in  any D epressive N eurotice R eactive , however th e ra p e u tic a lly  id e a l 
th e  case might seem.

In  th e  fa ir ly e la rg e  number o f cases of D epression of a l l  
k inds which a re  included  in ,  and which have formed th e  b a s is  fo r  
t h i s  work, c e r ta in  f a c ts  have emerged which a re  a t  va rian ce  w ith 
th o se  form ulated in  America and rep o rted  in  the American Jo u rn a ls . 
Perhaps American w orkers, in  th e  l ig h t  of fu r th e r  experience , have 
a l te r e d  t h e i r  views and th ese  w i l l ,  in  tim e, be p ropagated . I  may, 
i f  f u r th e r  experience d ic ta te s ,  r a d ic a l ly  a l t e r  mine. I  am bew ildered 
by th e  b ip o la r i ty  of the  find ings and can only hope th a t ,  as 
experience accrues, re c o n c ilia tio n  w il l  occur. The d iffe ren ce  in  
approach and o r ie n ta tio n  of th e  p s y c h ia tr is t  su re ly  do not account 
fo r  i t  a l l ;  i f ,  indeed, they  do I  have been sadly  misguided th ese
sev e ra l y e a rs .



I t  i s  my experience th a t M eratran should never "be given 
to  any Dexvression in  doses of more than  1 mgni. t l ir ic e  d a i ly  a t the 
maximum w hile  commencing trea tm en t. I t  i s  g en e ra lly  w iser to  s ta r t  
w ith  doses o f 1 mgm. b .d .

I t  i s  th e  American con ten tion  th a t  where d iu rn a l Mood 
Swing i s  marked the  drug should be given in  amounts which v ary  
d i r e c t ly  w ith  the in te n s i ty  of the depressive  a f f e c t .  T his sounds 
very  reaso n ab le ; i f  th e  p a tie n t  i s  most depressed in  th e  morning 
th e n , n a tu ra l ly ,  the  h eav ie r dose should be given to  co incide  and 
i n i t i a l  morning doses of up to  and beyond 6 mgms, are recommended.

My experience has been th a t  i t  i s  much le s s  dangerous to  
give r e la t iv e ly - la r g e  doses to  R eactive D epressions th a n  to  
Endogenous A ffec tiv e  Psychoses, and th a t  the  r e s u l ts  of M eratran 
Therapy, in  a l l  bu t a v e ry  few types of Endogenous D epression - 
which re q u ire  very  c a re fu l  s e le c tio n  -  are not only poor bu t 
sometimes extrem ely harm ful. American v/orkers have claim ed over 
30/S improvement (Fabing, Ii.D .; Hawkins, J .R . : Moulton, J .A .L . ; 
address to  th e  American P sy c h ia tr ic  A sso c ia tio n , S t. L ouis,
3 rd . May, 1934). This c e r ta in ly  i s  not confirmed in  my experience.

Controversy over th e  o r ig in  and in te r - r e la t io n  o f the 
D epressions seems en d less; Lewis and Curran have opined th a t  th e re  
i s  no r e a l  d iffe re n c e  between endogenous and R eactive D epressions; 
Lewis in  1934, Curran in  1941 . Tredgold a lso  propounded th e  same 
view in  1 941 . For c lose  on twenty-two weary y ears  known to  me, 
th e  c o n f l ic t  has raged; now b u rs tin g  fo r th  to  la c e ra te  the  whole 
contemporary scen e , then  rum bling 011 the  f r in g e , our l i t t l e  w orld1 s 
echo; f l ic k e r in g  in to  p r in t ,  the  announcing o r d ep artin g  glow, o f 
p s y c h ia tr ic  s ta r s .

By s e lf -d e n ia l  I  can accept th a t  th e re  i s  no r e a l  
d iffe re n c e  between R eactive and Endogenous D epression. I  do accept 
i t ,  and in  so doing I  never in ten d  to  fo rg e t t h a t ,  although th e re  
i s  no re a l  d iffe re n c e  between them they  occur in  v a s t ly  d if fe re n t  
ty p es  of human be ing ; moreover, t h i s  i s  t ru e  a lso  w ith in  th e  l im its  

o f any one of th ese  two major su b d iv isio n s  i t s e l f .  The Endogenous 
G-roup alone occu rrs  in  a v a r ie ty  of c o n s ti tu t io n a l  s e t t in g s ,  
la rg e ly  g e n e tic a lly  determ ined, and each w ith  t o t a l l y  d if f e r e n t  
a f f i l i a t i o n s , in  the  realm s of pa tho logy , bo th  p h y s ica l and p sy c h ic a l.

The modest f in d in g s  r e s u l t in g  from my work w ith  M eratran, 
even they h in t  a t  some wide c leavage. The above view , perhaps a 
p s y c h ia tr ic  tru ism , h in ts  a t  w ider is su e s . Y/e cannot expect any 
body, even p ro fe s s io n a l, to  do o th e r than r e f l e c t ,  in  i t s  most 
hackneyed d a ily  a c t i v i t i e s ,  th e  p rev a len t b ia s  of the  community 
which i t  in v a ria b ly  claim s to  se rv e .
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The a p p l ic a t io n  o f  G e n e tic , and even more t o t a l  c o n c e p ts , 
to  th e  problem  o f th e  D ep ressio n s , presum ing th a t  such a r a d ic a l  
a l t e r a t i o n  o f o u tlo o k , th e  most d i f f i c u l t  o f a l l  human ach ievem ents, 
co u ld  be e f f e c te d ,  even in  a  group which c o n s id e rs  i t s e l f  e n lig h te n e d , 
would be a  majcr- achievem ent. U n fo rtu n a te ly , d e p re ss io n  o c c u rrs  
in  human beings;, t o t a l  a l t e r a t i o n  o f  approach cannot be d ir e c te d  
s o le ly  to  th e  m orbid; m oreover, as h is to r y  a d v ise s  u s  t o  c o n su lt 
o u r  p r e ju d ic e s ,  we should do so more o f te n ; th e y  w i l l  even produce 
f ig u r e s  f o r  u s .

A more re le v a n t  conc lu sio n  -  in  th e  use o f  M era tran  in  
Endogenous D ep ressio n s , such few as  a re  s u i ta b le  f o r  t h i s  form  of 
th e ra p y  -  response  i s  to  m inimal doses o f th e  drug and th a t  n o th in g  
b u t harm r e s u l t s  from immoderate u se .

I n  th e  v a r i e ty  o f  c o n d itio n s  f o r  which I  have found t h i s  
drug  u s e f u l ,  o f tim es dosage v a r ie s  m arkedly, in  my e x p e rie n c e . I  
know o f  no s p e c ia l  re fe re n c e  in  th e  L i te r a tu r e ,  b u t I  have found 
th e  drug  o f marked v a lu e  in  th e  tre a tm e n t o f  th e  A nerg ia which 
sometimes p e r s i s t s  fo llo w in g  m odified  leucotom y o p e ra tio n s  f o r  
many y e a r s .  The optimum dosage in  t h i s  c o n d itio n  would app ea r 
to  be from  12-1A mgms. p e r  day. T h is  f in d in g  was from a  sm all 
s e r i e s  o f  f iv e  such c a se s .

In  Spasmodic T o r t i c o l l i s ,  f o r  w hich th e  drug seems v e ry  
u s e f u l ,  th e  optimum dosage appears to  be (from  a  s e r ie s  o f  f iv e  
c a se s )  in  th e  reg io n  o f  20 mgms. d a i ly .  T h is  f in d in g , b o th  w ith  
re g a rd  to  th e  e f f e c t iv e n e s s  and th e  dosage, i s  in  accord  w ith  th e  
r e s u l t s  o f American in v e s t ig a t io n s .  One case  o f B lepharospasm  
was t r e a t e d ,  and an encourag ing  response  wras o b ta in e d , on a h ig h  
dosage. In  my o p in ion  th e  dosage in  th e se  c o n d itio n s  i s  o f p a r ­
t i c u l a r  im portance . The to l e r a t i o n  o f co m para tive ly  la rg e  amounts 
o f  M eratran  by th o se  w ith  h y s te r i c a l  f a c e ts  o f p e r s o n a l i ty  has 
p re v io u s ly  been commented on. I  have seen th e  drug d ism issed  as  
v a lu e le s s  in  Spasmodic T o r t i c o l l i s  a f t e r  a  dosage o f 5 mgms. p e r  
day was re a c h ; g e n e ra l ly  th e  aim should  be to  reac h  th e  optimum 
dosage w ith in  seven days from th e  commencement of tre a tm e n t.  Any 
inprovem ent i s  g e n e ra l ly  apparen t w ith in  a  few d ays, and alm ost 
c e r t a in l y  w ith in  a week. I  have found t h i s  g e n e ra lly  t r u e  in  a l l  
c o n d it io n s ,  in c lu d in g  D epression , f o r  which th e  drug  i s  v a lu a b le .
The th e ra p e u tic  resp o n se  occurs soon o r no t a t  a l l .  T h is  has been  
p r e v io u s ly  s t r e s s e d .

Any o th e r  im portan t m o d if ic a tio n  of dosage w i l l  be 
m entioned a p p ro p r ia te ly .

I t  i s  my ex p erience  th a t  D epression  a t t r i b u t e d  a s  a 
r e a c t io n  to  p h y s ic a l i l l n e s s  re sp o n d s , in  p a r t i c u l a r ,  t o  sm all 
doses (3 mgms. d a i ly )  o f th e  d ru g .



USE IN' TIE DEFRESSIOI^S.

D e sp ite  alm ost c e r t a in ly  hav ing  c re a te d  th e  im pression  
o f  in s is te n c e  on sharp  d ia g n o s tic  groupings in  t h i s  d i f f i c u l t  f i e l d ,
I  n e v e r th e le s s  a p p re c ia te  th e  d i f f i c u l t i e s  in v o lv ed  and f u l l y  
re c o g n ise  th e  fre q u e n t occurrence o f mixed and a ty p ic a l  p i c tu r e s .
These f a c t s  a re  ax io m atic : b u t i f  we a re  ev e r to  a s s e s s  th e  v a lu e  
o f  a  p a r t i c u l a r  p h y s ic a l  method o f p s y c h ia t r ic  tre a tm e n t th e  f i r s t  
e s s e n t i a l ,  s u r e ly ,  i s  to  acknowledge th o se  newer c l i n i c a l  c o n ce p ts , 
th e  f r u i t s  o f p a in s ta k in g  e f f o r t s  and m eticu lous o b se rv a tio n , which 
by  t h e i r  o b je c t iv i ty  a re  now open to  every  c l in i c i a n ,  and should  
in tro d u c e  a  semblance o f  agreem ent, b o th  d ia g n o s tic  and th e r a p e u t i c , 
i n  th e  management o f  cases  o f d e p re ss io n .

The e l i c i t a t i o n  o f such o s te n s ib ly -b la ta n t  f e a tu r e s  as 
th e  p re se n c e  o f d a i ly  mood swing, type  o f  insom nia -  i n i t i a l  o r 
te rm in a l  -  p re -p sy c h o tic  p e r s o n a l i ty ,  age o f o n s e t,  p re se n c e  o f 
a g i t a t i o n ,  degree and ty p e  o f hypochondriasis  in te rm in g le d , 
d e ta i le d  fa m ily  h is to r y ,  ( th e r e  a re  many o th e rs )  w i l l  in tro d u c e  a 
s u r p r is in g  degree o f o rd e r  in  th e  l i g h t  o f re c e n t knowledge. I f  
i t  i s  my c o n te n tio n  th a t  th e  l e s s  commonly o c c u rr in g , s im p le - 
r e ta r d e d ,  p u re ly  a f f e c t iv e  d ep ress io n  o f th e  e a r ly  Seniliurn  responds 
to  M era tran , t h i s  th en  should  convey a w ea lth  o f knowledge and 
agreem ent, and perhaps en su re  a f a i r  e s tim a tio n  o f th e  d ru g ; f o r  
th e  obvious immediate cause o f th e  d is c re p e n c ie s  in  r e s u l t s  i s  
d i f f e r e n t  d ia g n o s tic  c r i t e r i a .

The Endogenous Group o f D epressions  t r e a te d  co n ta in ed  
s ix ty - f i v e  p a t i e n t s .  They had been r e f e r r e d  in th e  f i r s t  in s ta n c e  
to  th e  E .C .T . C l in ic ,  and in  th e  norm al course o f ev e n ts  would 
a lm ost a l l  have been g iven  th i s t r e a tm e n t ; whereas th e  s ix ty -n in e  
p a t i e n t s  who were co n sid ered  to  be s u f fe r in g  from d e p re s s io n , 
l a r g e ly  R eac tiv e  in  o r ig in ,  were drawn from th e  O u t-P a tie n t C lin ic s  
and n o rm ally  would have been t r e a t e d  by P sycho therapy , S tim u la n ts  
such  as  Amphetamine a lone o r in  com bination , o r  in  a  few  ca se s  
p ro b a b ly  E le c tro p le x y . T h is  l a t t e r  group were r e f e r r e d  s p e c i f i c a l ly  
f o r  M eratran  tre a tm e n t.

In  th e  Endogenous Group th e  r e s u l t s  were c e r t a in ly  v e ry  
much low er th a n  in  th e  R eac tiv e ; o f s ix ty - f iv e  p a t i e n t s  on ly  fo u r te e n  
o b ta in e d  any l a s t i n g  b e n e f i t  from th e  d rug , and in  view  o f the  s e l f -  
l im i t in g  c y c l ic a l  course  o f many o f th e se  i l l n e s s e s ,  th e  c o r re c t  
f ig u r e s  may w e ll have been low er, A f u r th e r  seven c a se s  in  t h i s  
s e r i e s  showed t r a n s i e n t  e le v a tio n  o f mood, l a s t in g  u s u a l ly  f o r  a 
day o r  so ; in  one in s ta n c e  t h i s  l a s t e d  as long  a s  a f o r tn i g h t .

Sometimes a  d ep ressed  p a t i e n t ,  no t p re v io u s ly  showing 
obvious a n x ie ty ,  would become a c u te ly  an x io u s, a g i ta te d  and deep ly  
d e p re s se d . F requen t s u ic id a l id e a s  developed where th e y  had p re v io u s ly  
been  ab sen t a s  th e  c o n d itio n  worsened over a p e r io d  o f a few days. 
A lthough t h i s  w as, p o s s ib ly ,  p a r t  o f th e  normal course o f  th e  i l l n e s s ,  
in v e s t ig a t io n  o f  the  r e le v a n t  f a c to r s  d id  no t le av e  t n i s  im p ressio n  
g e n e ra l ly .
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In  my o p in io n  th e  w orsening was a t t r ib u t a b le  d i r e c t l y  to  th e  d rug . 
Fab ing  has w arned a g a in s t g iv in g  i t  where E.C .T . i s  th e  c o r re c t  
t r e a tm e n t ,  and ex p erien ce  w ith  t h i s  group amply confirm s h i s  view .
I n  one case o f  In v o lu t io n a l  D epression  w ith  O bsessio n a l d o u b ts , th e  
d o u b ts  to o k  on te m p o ra r ily  th e  q u a l i ty  o f d e lu s io n s , th e  p a t ie n t  
sudden ly  rem arking "That i t  a l l  f i t t e d  in" . He was t o t a l l y  unable 
to  e la b o ra te  on h is  rem ark, a sch izo p h ren ic  f la v o u r  e n te r in g  th e  
p i c t u r e .  A nother p a t i e n t ,  who had s teep e d  h im se lf  in  th e  works o f  
B lake and Jung , d e sc r ib e d  a la rg e  amount o f a rc h a ic  m a te r ia l  in  th e  
form  o f v i s u a l  images which he was ab le  to  r e c a l l  to  h i s  mind a t  w i l l . 
I t  i s  of i n t e r e s t  to  quote h ere  b r i e f l y  case h i s t o r i e s  to  i l l u s t r a t e  
th e  e f f e c t s  th a t  may fo llo w  th e  use of M eratran  In  Endogenous De­
p re s s io n s  which are u n s u ita b le  f o r  t h i s  form o f tr e a tm e n t .

Case 1 : A m iddle-aged C iv i l  Servan t com plained o f la c k  o f
en erg y , and t i r e d n e s s ,  a s s o c ia te d  w ith  Rum inative f e a r s  o f o rg a n ic  
d is e a s e .  He had p re v io u s ly  been  seen by a p h y s ic ia n  and in v e s t ig a te d  
f o r  vague, a ty p ic a l  abdominal symptoms. No o rg an ic  pa th o lo g y  had 
b een  found and he had been re -a s s u re d  and ad v ised  to  ta k e  a sim ple 
stom ach m ix tu re . He had always d isp la y ed  o b se ss io n a l t r a i t s  o f  
c h a r a c te r  and was a s th e n ic  in  ph y siq u e . A pparen tly  h is  h a b i tu a l  
s e l f - e f f a c in g  m odesty had c loaked  from th e  p h y s ic ia n  th e  u rgency  o f 
h i s  f e a r s  o f d is e a se  and when I  saw him he was d ep ressed , te n se  and 
v e ry  an x io u s . He had f o r  many y e a rs  a  v a ry in g  degree o f  d i f f i c u l t y  
i n  g e t t in g  o f f  to  s le e p  b u t now, in  a d d i t io n , he was awakening e a r ly  
and th e n  h i s  a n x ie ty  was w orse . He s ta te d  th a t  he was a  f a i l u r e  in  
l i f e  and th a t  i t s  r ic h n e s s  and fu l ln e s s  had eluded  him. He was f u l l  
o f  s e lf - r e p ro a c h  and g u i l t  f o r  h i s  p ro fe s s io n a l  f a i l u r e  -  more 
im ag inary  th a n  r e a l .

He was g iven  2 mgms. o f M eratran  to  be ta k e n  in  th e  
morning a t  8 a .m . , th e n  ag a in  in  th e  e a r ly  a fte rn o o n . The n ex t day 
he re tu rn e d  to  th e  h o s p i ta l  in  a s ta t e  o f g re a t a g i ta t io n  w ith  marked 
p re s s u re  o f  t a lk  and s ta te d  th a t  he had n o t s le p t  a l l  n ig h t ;  more 
d ep ressed  and s e l f - r e p ro a c h fu l  th an  e v e r , he was w ith  d i f f i c u l t y  
r e s t r a in e d  from handing in  h i s  r e s ig n a t io n  on th e  sp o t.

Case 2 ; A p ro fe ss io n a l woman in  her la te  t h i r t i e s ,  who was 
unm arried, was rece iv in g  in -p a tie n t  trea tm ent fo r  an Endogenous 
Depr§ggive Episode a sso c ia te d  w ith  D epersonalization  and D e rea liz a tio n , 
was given up t,° 4 mgms. of Meratran d a ily . She had a m eticu lous, 
ex ac tin g , t id y ,  and somewhat withdrawn p e rs o n a lity . In  th e  course of 
a  few days she became more deeply depressed and e x h ib ite d  marked 
a g i ta t io n  and Terminal Insomnia. S u ic id a l though ts, p rev io u s ly  
unmentioned, appeared and one was s tru c k  by th e  in te n s i f ic a t io n  of 
th e  P sych o tic  p ic tu re  r e s u l t in g  from th e  drug. She recovered  a f t e r  
re c e iv in g  E.C.T.



Case 3 * A m arried  woman in  h e r  f o r t i e s  com plained of f e a r -  
c o n ta m in a tio n s , e s p e c ia l ly  by in s e c t s ,  accompanied by  conpu lsive  
w ashing  and d e s tru c t io n  o f contam inated  a r t i c l e s ,  w ith  f e e l in g s  o f 
d e p re s s io n  which were worse in  th e  morning; she re c e iv e d  g ra d u a lly -  
in c re a s in g  doses o f  M eratran w ithou t any apparen t change u n t i l  a 
dosage o f 7 .5  mgms. p e r  day was reach ed . She th e n  became ex trem ely  
d e p re s se d , a g i ta te d  and s u ic id a l .  Her co u p u ls io n s, which had d ie d  
down w h ile  she was in  h o s p i ta l ,  re tu rn e d  w ith  a l l  t h e i r  o ld  f o r c e .

Case 4 : A s k i l l e d  w orker in  h is  l a t e  t h i r t i e s  conp la in ed  of
dexpression which was worse in  the  m ornings, insom nia which was 
te rm in a l in  ty p e , la c k  o f energy and in t e r e s t  o f th r e e  weeks’ 
d u ra t io n ,  was g iven  1 mgrn. of M eratran  tw ice d a i ly  and r e f e r r e d  f o r  
fo u r  d a y s . On h i s  second appearance he s ta te d  t h a t  a lthough  he was 
no b e t t e r  he was c e r t a in ly  no w orse; th e  dose o f M eratran  was 
in c re a s e d  to  1 mgm. t . i . d .  I t  t r a n s p i re d  th a t  he had p re v io u s ly  
had an a t ta c k  o f d ep re ss io n  some s ix  y e a rs  b e fo re  and th a t  he had 
been  g iven  E .C .T . a s  a V o lu n ta ry  P a t ie n t  and su b seq u en tly  re c o v e re d , 
th e  d u ra tio n  o f th a t  a t ta c k  b e in g  s ix  m onths. He reco g n ise d  th e  
p re s e n t  i l l n e s s  a s  alm ost id e n t ic a l  w ith  th e  f i r s t  and so had sought 
tre a tm e n t much more q u ic k ly . A r a th e r  p le th o r i c ,  pyknic in d iv id u a l ,  
he s ta t e d  t h a t  he had alw ays been c h e e r fu l ,  e n e rg e tic  and o p t im is t ic ,  
and t h i s  was confirm ed by  h is  w ife . Q uestioned about h i s  p a r e n ts ,  
th e  in fo rm a tio n  g a th e red  -  a lthough  n o n -s p e c if ic  -  confirm ed th e  
c l i n i c a l  im p ressio n  of an Endogenous D epression  o f th e  M anic- 
D ep ressive  Group in  a co n s titu tio n a lly -h y p o m a n ic  p e r s o n a l i ty .

A week l a t e r  he made a ta rd y  appearance a t  th e  
O u t-P a tie n t C l in ic ,  having been  brought th e re  -  under p r o te s t  -  
by h i s  w ife .  He was in  a. s t a t e  o f alm ost con tinuous a g i ta t i o n  
and a c u te ly  h a l lu c in a te d ,  th e  v o ic e s  accusing  him o f v a r io u s  
sex u a l m isdem eanours. S tra n g e ly  enough, he d id  n o t a s s o c ia te  
th e s e  o ccu rren ces  w ith  th e  t a b l e t s  which had been  p re s c r ib e d  f o r  
him and he had con tinued  to  tak e  them th ro u g h o u t. He s ta t e d  t h a t  
i f  th e  v o ic e s  con tinued  in  t h e i r  a c c u sa tio n s  he would have to  do 
som ething d r a s t i c ;  con seq u en tly , he was committed fo r  a  p e r io d  o f 
o b s e rv a tio n . The h a l lu c in a to ry ,  paran o id  s t a t e  subsided  w ith in  
fo r th y -e ig h t  hours of th e  d is c o n tin u a tio n  o f th e  d rug , and th e  
d e p re s s io n  re m itte d  w ith  th re e  E .C .T’ s .

E x ten siv e  en q u iry  in to  t h i s  case  in d ic a te s  t h a t  t h i s  
c e r t a in ly  was - n o t an e x a c e rb a tio n  o f a m is-d iagnosed  sch izo p h re n ic  
p s y c h o s is . I t  was seen  in  a re c u r re n t d e p re ss iv e  ep isode o f th e  
manic d e p re s s iv e  type  and m ust, I  th in k ,  be a t t r ib u t e d  d i r e c t l y  to  
th e  drug  i t s e l f .  I t  r e s u l te d  from th e  a d m in is tra t io n  of v e ry  sm all 
.doses o f M eratran  over a  p e r io d  o f fo u r te e n  days in  a l l ,  and 
appeared  suddenly  and d ra m a tic a lly ,  w ithou t any w arning w hatso ev er.
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T here  had n o t been  any "blow-up" o f a n x ie ty , as f a r  as i t  was p o s s ib le  
to  t e l l ,  ana th e  a g i ta t io n  p re se n t was secondary to  th e  co n ten t of th e  
h a l lu c in a to r y  v o ic e s .  He had a b s o lu te ly  no in s ig h t  in to  th e s e ,  th e  
c l i n i c a l  p ic tu r e  resem bling  th a t  seen in  acu te  sch izo p h ren ic  e p iso d e s .

I t  seems th a t  i t  i s  n o t p o s s ib le  to  p r e d ic t  t h i s  type o f 
r e a c t io n  to  M eratran in  th e  p re se n t s ta t e  of our knowledge and t h a t ,  
a lth o u g h  t h i s  was th e  on ly  case which showed th i s  p a th o lo g ic a l  
re sp o n se , i t s  s ig n if ic a n c e  can h a rd ly  be o v e r - s tre s s e d .

Oifjthe fo u r te e n  p a t ie n ts  who re c e iv e d  l a s t in g  b e n e f i t  from 
th e  d ru g , th e  c l i n i c a l  im pression was th a t  th e se  were alm ost a l l  
d e p re s s io n s  o f  th e  m an ic-depressive  ty p e , and th a t  th e  e f f e c t  o f 
M eratran  was to  e x p ed ite  s l i g h t ly  th e  rem issio n  o f  c a se s  o f  d e p re ss io n  
w hich were a lre a d y  undergoing spontaneous s e lf - te rm in a t io n .

mUSTMTIVE CASES.

Case 1 : An ex-N aval P e tty  O ff ic e r  in  h is  l a t e  f i f t i e s  com plained
o f  a ty p ic a l  headache o f te n  months' d u ra tio n , which was a s s o c ia te d  w ith  
e a r ly  waking and d i f f i c u l t y  in  concen trating , o r making d e c is io n s .  His 
c o n d itio n  was more o r  l e s s  s t a t i c  and had not in c re a se d  r e a l l y  in  
s e v e r i ty  s in c e  th e  o n s e t. Though t a l l i s h  he was ex trem ely  p o w e r f u l l y  
b u i l t  and o f f ra n k  and open p e r s o n a l i ty .  There was no p re v io u s  
h i s to r y  o f d ep re ss io n  and he was unable to  adduce any f a c t o r  which 
m ight be re s p o n s ib le  f o r  i t .  I  had no doubt c f  i t s  endogenous n a tu re : 
i f  one looks c a r e f u l ly ,  one w i l l  f in d  few d e p re s s io n s , r e l a t i v e l y ,  
w hich do n o t c o n ta in  an elem ent o f a n x ie ty , however s u p e r f ic i a l ly  
a b se n t i t  may seem. I t  may be p re s e n t as th e  t e r r o r  a s s o c ia te d  w ith
e a r ly  waking o n ly , o r  i t  may be in  th e  form o f in n e r  r e s t l e s s n e s s
w hich i s  p r e s e n t ,  b u t r a r e ly  conp lained  o f as  such.

As s c ru t in y  excluded th e se  f e a tu re s  he was given  1 mgm. o f
M eratran  t . i . d .  f o r  two days, then  re -a s s e s s e d . He s ta te d  th a t  he had 
im proved rem arkably  and th a t  he new; f e l t  v e ry  w e l l . In  p a r t i c u l a r ,  he 
was in p re s se d  w ith  th e  d isappea rance  of the headache and th e  in c re a se  
o f  confidence and energy ou tp u t which had r e s u l t e d  alm ost in s t a n t ly  
from  in g e s t io n  o f  th e  d rug . He s t i l l  found i t  r a th e r  d i f f i c u l t  to  ge t 
go ing  in  th e  m orning, b u t t h i s  sp e e d ily  d isap p eared  s h o r t ly  a f t e r  
ta k in g  h i s  morning dose o f M eratran , He 7/as ad v ised  to  co n tin u e  h i s  
tre a tm e n t and took  th e  dose o f  3 mgms. d a i ly  f o r  a p e r io d  o f  th re e  
m onths, under p r o t e s t ,  th a t  as he f e l t  so w e ll th e re  r e a l l y  was no 
n e c e s s i ty  to  con tinue  w ith  i t . He has now been w ithou t th e  drug fo r  
two months and has rem ained very  w e ll .

Case 2: A man o f 42 conp lained  o f d e p re ss io n , which was worse
in  th e  m orning, headache and c o n s tip a tio n ; he a lso  conplained. o f e a r ly  
w aking and n o te d  th a t  he d ith e re d  over shaving and d re s s in g ; in  
p a r t i c u l a r ,  'when he was engaged- in  th e se  a c t i v i t i e s  he n o tic e d  th a t  
he had d i f f i c u l t y  in  remembering where he had p u t th in g s ,  and s ta te d  
t h a t  i t  o f te n  to o k  f i f t e e n  m inutes to  c o l le c t  h is  shoving goer from

/v a r io u s
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v a r io u s  p la c e s .  He was a t h l e t i c  in  physique and in  h i s  p re v io u s  

p e r s o n a l i ty  he had e x h ib ite d  pro longed  endogenous mood sw ings. He had 
d i f f i c u l t y  in  making eventhe most t r i v i a l  d e c is io n .

T h is  p a r t i c u l a r  ep isode had la s t e d  f o r  e ig h t m onths, and 
th e re  was a  h i s to r y  o f a s im i la r  episode e lev en  y e a rs  b e fo re ,  f o r  which 
he had n o t had any p a r t i c u l a r  trea tm e n t and which had r e m itte d  spon­
ta n e o u s ly  a f t e r  s ix  months. He f e l t  th a t  t h i s  a t ta c k  of d e p re s s io n  
was more sev ere  and i t s  s l ig h t ly - lo n g e r  d u ra tio n  had caused  him to  seek 
a d v ic e .

He was re a s s u re d  as to  th e  outcome o f h is  i l l n e s s  and g iven  
M era tran  r a th e r  th a n  E .C .T . because o f th e  absence o f a n x ie ty ,  and 
becau se  i t  was f e l t  t h a t  th e  a t ta c k  would soon te rm in a te . W ith in  a 
week o f  re c e iv in g  1 mgm. of M eratran  t . i . d .  he was alm ost h is  o ld  s e l f ,  
and s a id  th a t  he had improved r ig h t  from talcing  th e  f i r s t  t a b l e t . He 
to o k  t h i s  dose o f th e  drug f o r  te n  weeks. I t  was d isc o n tin u e d  s ix  
weeks ago and he has rem ained w e ll .

Case 3 : A th i c k - s e t  m arried  woman o f 38 com plained o f  D ep ressio n
o f  fo u r  months' d u ra tio n  and which she a t t r ib u t e d  to  th e  f a c t  th a t  h e r  
m arriag e  was b a r re n . She had , f a i r l y  r e c e n t ly ,  been in v e s t ig a te d  f o r  
s t e r i l i t y  and had been  g iven  a d is a p p o in tin g  p ro g n o s is . Q uestion ing  
r e v e a le d  th a t  h e r  d e p re ss io n  was worse in  th e  morning and th a t  i t  was 
acconpanied  by  Term inal Insom nia. The i l l n e s s  had a lre a d y  la s t e d  fo r  
fo u r  months and, a lth o u g h  she a t t r ib u t e d  i t  to  h e r  c irc u m stan c es , and 
i t  was conceded th a t  r e a c t iv e  f e a tu r e s  were p r e s e n t ,  in  view  of th e  
p re v io u s  p e r s o n a l i ty ,  body b u i ld ,  type  o f s leep  d is tu rb a n c e  in  
a d d i t io n  to  th e  v a r i a t io n  in  th e  in t e n s i ty  o f th e  mood d is tu rb a n c e  
from  morning to  even in g , i t  was co n sid ered  la rg e ly  endogenous. She 
was g iv en  M eratran  in  doses i n i t i a l l y  of 1 mgm. b . d . ,  r i s i n g  w ith in  
a  few  days to  2 mgms. b .d .  She im m ediately in p ro v ed , and w ith in  a 
week f e l t  v e ry  w e ll ;  w ith  s u p e r f ic i a l  p sycho therapy  she r a d ic a l ly  
a l t e r e d  h e r  view  o f h e r  d i f f i c u l t i e s .  More o p t im is t i c ,  she reg a in ed  
h e r  p re v io u s  v iv a c i ty .  She con tinued  to  ta k e  th e  drug f o r  th r e e  weeks 
w ith o u t o th e r  th a n  b e n e f ic ia l  e f f e c t .

Case A- A r e t i r e d  m anufac tu rer had become v e ry  d ep ressed  
im m ediate ly  fo llo w in g  th e  dea th  o f  a fa v o u r ite  n ie c e .  He was aged 72 
and th e  ap p aren t p r e c ip i t a t in g  cause had occu rred  fo u r  months p re v io u s ly , 
h i s  n ie c e  having been  k i l l e d  o u tr ig h t  in  a c a r  a c c id e n t .  The d e p re s s io n  
to o k  th e  form o f a  r a p id  and com plete w ithdraw al o f  i n t e r e s t  from 
o u ts id e  ev en ts  w ith  marked te rm in a l insom nia and a  f a i r  degree o f 
psychom otor r e ta r d a t io n .  H is w ife  remarked th a t  in  th e  course o f a 
few  days he had become an o ld  man, y e t h is  immediate dom estic c i r c l e  
considered , th a t  th e  change was w arranted in  view  o f th e  i n t e n s i t y  o f 
h i s  a ttachm en t to  h is  n ie c e . His General. P r a c t i t i o n e r ,  to o ,  fo r  a 
lo n g  tim e accep ted  t h i s  phenomenon f o r  what i t  appeared  to  b e .
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The degree o f p a s s iv e  acceptance o f what a re  co n sid e red  th e  normal 
v i c i s s i t u d e s  o f l i f e  i s  q u ite  a s to n ish in g , and my e x p e rien ces  in  
d-enera 1 P ra c t ic e  have convinced me th a t  many com m only-occurring 
p s y c h ia t r ic  syndromes a re  sim ply no t reco g n ised , and o f te n  when th e y  
a r e ,  a  f re q u e n t r e a c t io n  i s  to  ig n o re  them.

He was seen  fo u r  months from th e  onse t when i t  was s t i l l  
ap p aren t th a t  th e  in t e n s i ty  of th e  re a c t io n  was ou t o f a l l  keeping 
to  th e  p r e c ip i t a t in g  cause , and th a t  th e  depth  o f  mood v a r ia t io n  was 
p s y c h o tic  in  deg ree . Exam ination showTed th a t  h is  memory was i n t a c t ,  
h i s  re a so n in g  c lea r ' and no o th e r  s ig n s  o f d e te r io r a t io n  were a p p a re n t. 
I t  i s  n o t commonly a p p re c ia te d  th a t  endogenous d e p re s s io n s  o f th e  manic 
d e p re s s iv e  ty p e  occur f o r  th e  f i r s t  tim e l a t e  in  l i f e ,  and such a 
c l i n i c a l  e n t i t y  t h i s  was consid ered  to  he ; th e  p re v io u s  p e r s o n a l i ty  
■was q u ite  in  keeping w ith  t h i s  concep t. .

Because o f th e  d u ra tio n , and th e  p ic tu r e  o f s in p le  
r e ta r d a t io n  w ithou t a n x ie ty  o r  a g i t a t i o n ,  he was g iv en  1 mgm. o f 
M era tran  t . i . d .  w ith  marked im provem ent. H is d ep re ss io n  d isap p ea red  
o v er a  p e r io d  o f th re e  days, he s le p t  b e t t e r ,  and s t a r t e d  to  r e g a in  
h i s  o ld  i n t e r e s t s .  The r e ta r d a t io n  consp icuously  v a n ish e d . He 
co n tin u ed  to  take  th e  drug fo r  th re e  m onths, a f t e r  which i t  was 
s topped  w ith o u t r e la p s e .

There i s  l i t t l e  doubt in  my mind th a t  M eratran h as  l i t t l e  
p a r t  to  p la y  in  th e  trea tm e n t o f Endogenous D ep ressio n , and I  cannot 
s u b s ta n t ia te  th e  American f in d in g s  o f over 50%> im provement. Such 
v a lu e  a s  i t  has in  t h i s  group o f c o n d itio n s  i s ,  in  my v iew , co n fined  
to  th o se  o f  Manic D ep ressive  o r ig in  and t h i s ,  I  b e l ie v e ,  has n ev e r 
been  s t r e s s e d ,  th e  American w orkers sim ply lumping a l l  th e  Endogenous 
D ep ressio n s as  one c l i n i c a l  e n t i t y .  M oreover, th e  d e p re ss io n s  should 
be f r e e  from f e a tu r e s  o f a n x ie ty  g e n e ra lly  speak ing , a lth o u g h  t h i s  
can be c o n t ro l le d ,  and by  t h e i r  d u ra tio n  th e  c l in ic i a n  shou ld  su sp ec t 
th a t  n a tu ra l  rem iss io n  i s  p ro b ab ly  in  th e  o f f in g .  I t  shou ld  n o t be 
u sed  as a s u b s t i tu te  f o r  E .C .T . f o r ,  in d eed , i t  i s  n o t .  In v o lu t io n a l  
d e p re s s io n s , e s p e c ia l ly .th o s e  commonly seen o c c u rrin g  in  o b se s s io n a l 
and c o n s t i tu t io n a l ly -a n x io u s  in d iv id u a ls ,  a re  in  my view  t o t a l l y  
u n s u i ta b le  f o r  M eratran ; v e ry  f re q u e n tly  i t  i s  harm fu l. Here ag a in  
i t  shou ld  no t be used  where E .C .T . i s  in d ic a te d .

Many d ep ressed  p a t ie n ts  com plain o f s le e p  d is tu rb a n c e s ,  
and th e se  can prove a v a lu a b le  guide in  c la r i f y in g  th e  c l i n i c a l  
syndrome. F req u en tly  th e  s leep  d is tu rb a n c e  i s  a dominant f e a tu re  
a s  f a r  a s  th e  p a t ie n t  i s  concerned, and i t  i s  my ex p e rien ce  th a t  
M eratran  can s a fe ly  be combined w ith  th e  u su a l B a rb i tu ra te  S e d a tiv e s . 
IfT e rm in a l Insomnia i s  p re se n t i t  can be g iven in  c o n ju n c tio n  w ith  
M edinal, g r s .  V-X, h a l f  to  th r e e -q u a r te r s  o f an hour b e fo re  r e t i r i n g .  
The o c c a s io n a l hang-over e f f e c t  o f t h i s  drug  should  be remembered as  
i t  can in te n s i f y  th e  d ep re ss io n  o f p a t i e n t s ,  a lthough  t h i s  e f f e c t  i s  
by  no means u n iv e r s a l ,  ^ t  can a lso  be combined w ith  s a fe ty  w ith  
Sodium Am ytal, Amytal, o r  Nembutal, in  th e  u su a l h y p n o tic  d o se s , a s  
a ls o  in  my ex p erien ce  w ith  C h lo ra l H ydrate o r C a r b r i t a l .
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T h is  i s  no t s tre s s e d  in  the  L i te ra tu re . In  my view , th e se  com­
b in a tio n s  a re  o ften  h e lp fu l and r a re ly  harm ful.

USE IN REACTIVE DEPRESSIQMS.

T h is  group contained s ix ty -n in e  p a t ie n ts ,  who were 
s p e c i f ic a l ly  re fe r re d  as l ik e ly  to  b e n e f it  from M eratran therapy  
and who were drawn from those a tten d in g  th e  O u t-P atien t C lin ic s .
In  th e  normal course of events they would probably  have been 
t r e a te d  w ith  Amphetamines, alone o r incom bination, o r rf .fo r  example, 
Psychotherapy, o r income in stances by E lec trcp lex y .

I t  i s  w ith  t h i s  type of p a t ie n t  th a t  M eratran was 
claim ed by the  American workers to  be most u se fu l, and so we can 
co n sid er i t  the  most re le v an t group t r e a te d .  Moreover, i t  i s  in  
R eactive  D epressions th a t Amphet amines are so u s e fu l, and we can 
gauge whether M eratran has th e ra p eu tic  e f fe c ts  su p e rio r  to  the 
above-mentioned group o f drugs.

I t  i s  of in t e r e s t ,  in  view of the  in c re a s in g  occurrence 
o f m ild e r, depressive re a c tio n s , to  e lab o ra te  some of the  con­
c lu s io n s  which were apparent from a study of t h i s  group.

Depressed p a t ie n ts  almost always complain of p h y sica l 
d is tu rb a n ce s , and f a i lu r e  to  enquire  about any mood change p re sen t 
can r e s u l t  in  complete m isleading of the p r a c t i t io n e r .  The p h y s ica l 
co n p la in ts  a re  wide and v a r ie d , inc lud ing  headaches, d iz z in e s s , a 
v a r ie ty  of undefined aches and p a in s , as w ell as d istu rbance  o f 
a lim en tary  and card io v ascu lar fu n c tio n . There i s  no doubt th a t  
th e se  m an ife s ta tio n s  are  a c tu a lly  due to  th e  depression  and i t  i s  
o f common occurrence to  f in d  th a t  these p a t ie n ts  have been t r e a te d  
fo r  a  p h y s ica l complaint befo re  being  re fe r re d  to  the p s y c h ia t r i s t . 
Many of th ese  d is tu rbances seem roo ted  in  a d iso rd e r of fu n c tio n  
o f th e  antonomic nervous sytem.

I t  i s  common to  f in d  a h is to ry  in d ic a tin g  a break  in  th e  
p a t te rn  of l i f e  and outlook. In d iv id u a ls  who g en e ra lly  had a warm, 
a c tiv e  in te r e s t  in  persons and events lo s t  their enthusiasm s and 
t h e i r  e n e rg ie s , and freq u en tly  complained of d i f f i c u l ty  in  concen­
t r a t i n g ,  an i n a b i l i ty  to  face th e  fu tu re , o r to  cope w ith  day -to -day  
e v en ts . Many, about >̂0%, gave a h is to ry  of a s im ila r  a tta c k  
p re v io u s ly  and freq u e n tly  adumbrated th e i r  p o t e n t i a l i t i e s  in  t h e i r  
p rev io u s  p e r s o n a l i t ie s ,  an in o rd in a te  s e n s i t iv i ty  to  the d i f f i c u l t i e s  
o f l i f e  o r ,  perhaps, th ey  were m ildly p e s s im is tic  in  outlook and 
tended to  magnify t h e i r  d i f f i c u l t i e s .  F ea tu res  of a n x ie ty , h y s te r ia  
o r n eu ra s th en ia  were o ften  in term ing led .
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_Insomnia was an almost constant fe a tu re  and, commonly in  
th e  R eactive  R epressions, was i n i t i a l  in  ty p e , th e  p a t ie n t  complain­
ing  ohat he could not get to  s le e p . The a ffe c tiv e  d istu rbance  was 
n o t o f su sta in ed  in te n s i ty  and g en era lly  they  could be made to  laugh 
by some amusing a llu s io n . I f  anything, th e i r  dep ression  was worse 
in  th e  evening. T h is, however, was not commonly remarked upon and 
th e y  s ta te d  th a t they  f e l t  depressed a l l  th e  tim e.

For purposes of th e rap eu tic  t r i a l s  t h i s  group of s ix ty -  
n in e  p a t ie n t s  was fu r th e r  sub-divided. The l im ita t io n s  and p re ­
sum ptions of th i s  are apprecia ted ; n e v e rth e le ss , i t  was f e l t  th a t  
more l ig h t  could be thrown on the  drug* s p ro p e r tie s  in  t h i s  fa sh io n . 
Thus, tw enty-seven o f th ese  cases were considered r e l a t iv e ly  fre e  
o f  o b sessio n a l anx iety  o r h y s te r ic a l fe a tu re s , and were considered 
p u re  R eactive D epressions although, of course, th e  ex is ten ce  of 
such a c l in ic a l  e n t i ty  i s  doubted by some. I t  was in  t h i s  group 
th a t  th e  r e s u l ts  of M eratran Therapy were most encouraging, and of 
th e se  tw enty-seven p a t ie n ts  tw en ty -th ree , i . e ,  Q5%, were impro v e d , 
fo u r ,  i . e . ,  1 l$o were not improved, ye t none considered them selves 
worse as a r e s u l t  of th e  drug.

IIXU ST RAT IVE CASES.

Case 1 : A youngish, recen tly -m arried  man conplained of
" ten sio n "  headache a sso c ia ted  w ith  i r r i t a b i l i t y  and low s p i r i t s ,  
more marked in  th e  evenings and asso c ia ted  w ith  d i f f i c u l ty  in  
g e t t in g  o ff  to  s leep . The onset of the  co n d itio n  occurred th re e  
months p rev io u s ly  and he a t t r ib u te d  i t  d i r e c t ly  to  h is  m arriage.
He s ta te d  th a t  h is  w ife was s tu p id  and bored him, and th a t  he could 
n o t understand why he had m arried h e r. H is p a re n ts  had beenqpposed 
to  th e  match, h is  mother having informed him b lu n tly  th a t  he had 
m arried  beneath him.

He was given 1 mgm. of M eratran B.D. i n i t i a l l y  and, 
as he to le r a te d  th i s  w e ll, a f t e r  th ree  days the  dose was in c reased  
to  1 mgm. t . i . d .  He improved almost immediately w ith the  drug; he 
lo s t  h is  i r r i t a b i l i t y ,  became more ch eerfu l and o p tim is tic . He 
a p p re c ia te d , w ith  a l i t t l e  psychotherapy, h is  w ife 's  v i r tu e s  (o f  
which she had many) and le a rn t  to  minimise h e r f a i l in g s .  His 
insom nia, however, remained bu t d id  not become any more tro u b le ­
some. I t  was e a s i ly  countered by sm all, hypnotic doses o f Sodium 
Amytal. He received  M eratran fo r  s ix  weeks; fo llow ing  i t s  d is ­
continuance he remained w e ll.
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Case 2: An unmarried man of tw enty-seven, employed as a
salesm an w ith  a la rg e  wholesale p ro v is io n  conpany, conplained o f 
d ep ress io n  o f s ix  months' d u ra tion  w ith  marked fe e l in g s  of 
inadequancy and s lig h t insomnia. He f e l t  th a t  h is  i n a b i l i t y  to  
co n cen tra te  would jeopard ize h is  jo b , and he a t t r ib u te d  h is  con­
d i t io n  to  th e  unpleasantness and h ec to rin g  manner of h is  immediate 
su p e r io r  a t  work. He s ta te d  th a t i f  h is  co n d itio n  d id  not improve 
he would have to  seek o th e r enployment. He adm itted  th a t  he had 
always been e a s i ly  upset by th e  d i f f i c u l t i e s  of in te rp e rso n a l 
r e la t io n s h ip s  which o ther people appeared to  take  in  t h e i r  s t r id e .

He was re -a ssu red  and given 1 mgm. of M eratran 
tw ice d a i ly  in  conjunction w ith  Sodium Amytal, g rs . 3 a.t n ig h t .
He improved immediately, f e l t  much more o p tim is tic  about h is  
p ro sp ec ts  and more able to  cope w ith h is  day-to -day  d i f f i c u l t i e s .  
H is energy and a b i l i t y  as a salesman in c reased  and he d i r e c t ly  
a t t r ib u te d  th i s  to  the  heightened confidence he experienced from 
th e  darug. A fte r one month he was able to  sleep  w ithout s ed a tiv e s  
and he rece iv ed  from then  a maintenance dose of 1 mgm. o f M eratran 
d a i ly .  He has continued to  take  th i s  amount fo r  many months now 
w ithou t fe e lin g .an y  n e c e s s ity  to  increase  th e  dose, and w ith  con­
s id e ra b le  b e n e f i t .

I t  i s  in  th i s  group of p a t ie n ts  th a t  M eratran i s  of 
considerab le  value and ap p ears , by i t s  absence o f untoward s id e -  
e f f e c t s ,  e . g . ,  insomnia o r anorex ia, to  be of more value th an  the  
Amphetamines.

REACTIVE DEPRESSIONS WITH ANXIETY FEATURES.

The speedy r e a l i s a t io n  o f the  general u n su it a b i l i t y  of 
t h i s  group fo r  M eratran Therapy re s u lte d  in  a  d e lib e ra te  cu rta ilm en t 
o f  i t s  s iz e .  Some seven p a t ie n ts  only were included and th e  r e s u l t s  
were p o o r. Moreover, the  tendency of th e  drug to  exacerbate  an x ie ty  
was c le a r ly  dem onstrated. Of th ese  seven p a t ie n ts ,  th re e  were only 
v e ry  s l ig h t ly  improved, one was not improved, and th re e  were very  
much worse.

I  wish to  r e c a p itu la te  my view th a t  th e  drug does not 
c re a te  an x ie ty  where i t  does not a lread y  e x is t ,  ^ t may, o r may n o t, 
have been recognised  as i t  i s  extrem ely d i f f i c u l t  to  d i f f e r e n t ia te  
to  what ex ten t th i s  e n t i ty  i s  p re sen t when depression  a lso  e x i s t s .
I t  i s  a lso  my im pression th a t Insomnia, when i t  r e s u l t s  from th e  
e x h ib itio n  of th i s  drug, i s  a lso  a m an ifesta tio n  of 'b low -up ' of 
an x ie ty  not p rev io u sly  recognised .



IIXUSTRATIV'E CASES.

Case 1 : A ra th e r  asthen ic  male of tw en ty -e igh t conplained of
d ep ress io n  of two months* du ra tion  a sso c ia ted  w ith  insorahia and 
in te n se  i r r i t a b i l i t y ,  accompanied by bou ts  ofT achycardia and sw eat­
in g . He had f i r s t  a ttended the  Tavistock C3_inic a t th e  age of 
fo u rtee n , and was regarded as su ffe rin g  from a chronic  an x ie ty  
s t a t e .  N evertheless, the depressive element was param ount, in  
h is  view , and he a t tr ib u te d  i t  to  the  fa c t  th a t  he was a t  p re se n t 
ob liged  to  l iv e  w ith h is  m other-in-law , who in te r fe re d  o f f ic io u s ly  
in  h is  m arriage.

In  view of h is  c o n s ti tu tio n a l an x ie ty  he was given - 
in  s p i te  of doubts -  1 mgm. o f M eratran B.D. He re tu rn ed  two days 
l a t e r  to  h o sp ita l in  a s ta te  of g rea t Tension arid complained th a t  
he had no t s le p t a t a l l  in  th e  p rev ious two n ig h ts . There was no 
in c rease  in  h is  somatic m an ife s ta tio n s , bu t m enta lly  he was g re a t ly  
a c c e le ra te d , w ith  marked p ressu re  o f T alk . H is d ep ression  had 
markedly in creased . M eratran was imm ediately d isco n tin u ed  and he 
was sedated  w ith L a rg a c ti l ,  30 mgms. t . i . d .  w ith , in  a d d itio n ,
Sodium Amytal g rs . 6 a t n ig h t. He s e t t le d  g rad u a lly  over th e  next 
few days. His depression  has p e rs is te d  and was not re l ie v e d  by 
E.C.T.

Case 2 : A s in g le  woman of 2+2 had had a m odified leucotomy
o p era tio n  performed s ix  y ears  p rev io u s ly  fo r  a chronic te n s io n  
s t a t e ,  w ith  a f a i r  degree of r e l i e f  o f h e r symptoms.

I/hen I  saw h e r she was s t i l l  r a th e r  te n se  and was 
com plaining of depression  of s ix  weeks' d u ra tio n , which she 
a t t r ib u te d  to  worry about her s i s t e r 's  h e a lth , and consequent 
d i f f i c u l t i e s  in  h e r work as a s ec re ta ry .

With some dub ie ty  she was given 1 mgm. o f M eratran 
B.D. She f a i le d  to  keep h e r f i r s t  appointm ent, bu t tu rn ed  up a week 
Mfcer. Her Tension was very  much in c reased , she wrung h e r hands 
and co n to rted  h e r s e lf  in  her c h a ir  s ta t in g  th a t  h e r  h a b itu a l insomnia 
was w orse. Her stream  of Talk was under g re a te r  p re s su re . N everthe­
l e s s ,  she was very  w e ll s a t i s f i e d  w ith  th e  r e s u l t ,  h e r  mood le v e l 
be ing  considerab ly  ra is e d , even though h e r Tension was worse.

I t  i s  my l a t e r  experience and, as y e t to  my knowledge, 
th e re  i s  not any re fe ren ce  in  th e  L ite ra tu re  to  the  f a c t  th a t  in  
such cases as the above th e  management and r e s u l t  can be considerab ly  
am elio ra ted  by combining Meratran w ith  Sedative Drugs o r T r a n q u il l is e r s .



Where A nxiety i s  openly apparen t, or i t s  la ten cy  suspected , the  
r i s k  ol f la re -u p  i s  re a d ily  prevented by combination of M eratran 
w itn  L a rg a c ti l  (23/73 mgms. to  each dose) o r . 2 3 /1  mgm. of 
S e ip e rs i l  in  su ita b le  cases. Equally e f fe c t iv e  i s  i t s  com bination 
w ith  Amytal, g rs . /  to  each 1 mgn. of M eratran, o r Sodium Amytal, 
g rs . 1' j , to  each 1 mgm, of M eratran.

T his i s  an important f in d in g , as the  c h ie f  drawback of 
th e  drug appears to  be th e  tendency to  "blow-up" an x ie ty  and, i f  
t h i s  can be combated, the  th e ra p eu tic  scope of the  drug i s  
co n siderab ly  enhanced.

REACTIVE DEPRESSIONS WITH HYSTERICAL EEATURES.

Some twenty-two of the  to t a l  s ix ty -n in e  p a t ie n ts  w ith  
p r im a rily  R eactive D epressions were regarded as  f a l l in g  w ith in  th e  
l im i t s  o f t h i s  group. Eleven p a t ie n ts  (3 0 /) considered th a t  th ey  
were improved as a r e s u l t  o f the drug, e ig h t p a t ie n ts  were no t 

improved, and th ree  (13/°) were worse. I t  seemed c h a r a c te r is t ic  of 
t h i s  group th a t  almost a l l  of th e  3 0 /  who were helped d id  no t com­
p la in  of any sp e c if ic  sleep  d istu rbance  as p a r t  of t h e i r  d ep ress io n .

I t  was a lso  in  th i s  group th a t  b iz a r re  e f f e c t s ,  undoubtedly 
d is s o c ia t iv e , were seen in  the  13 /  who were made worse by the  drug. 
These e f f e c ts  included M icropsia, Aphonia, T ran sc ien t P a re s is  of 
lim bs, and the  paradoxical re a c tio n  of Somnolence. This l a s t  was 
th e  commonest, and I  have a lso  seen i t  r e s u l t  from In travenous 
Methedrine in  disposed in d iv id u a ls .

ILLUSmTJVE_CASES_,

Case 1 : Miss A.M., aged 32 , was re fe r re d  from th e  Department
o f P h y sica l M edicine, where she had been rece iv in g  trea tm en t fo r  low 
back p a in  fo r  over one y ear. She conplained to  me of depression  of 
th re e  months' d u ra tio n  which, however, was not accompanied by sleep  
d is tu rb a n ce , and which she a t t r ib u te d  to  her back co n d itio n  and i t s  
in te rfe re n c e  w ith  her normal l i f e .  There was no c h a r a c te r is t ic  
d iu rn a l mood swing, and she s ta te d  th a t  she was depressed  a l l  th e  
tim e . She did  not ex h ib it the B elle  In d iffe ren ce  of J a n e t;  never­
th e le s s ,  th e re  was a suggestive blandness of h e r a f f e c t .  She 
v o lu n tee red  th a t  she had lo s t  the use of h e r r ig h t  arm fo r  sev e ra l 
weeks when she was fo u rteen .

She was g iven , in  a way to  minimise any in flu en ce  of 
su g g es tio n , 1 mgm. of Meratran t . i . d . , and in  a week s tim e she 
re p o rte d  th a t  she was no longer depressed b u t ,  r a th e r ,  o p tim is tic  
and c h e e rfu l. Although her physio therapy had been in te r ru p te d  h er 
backache was le s s  severe . She has continued to  rece iv e  M eratran,

/3  mgms, d a ily
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M era tta r/
3 mgms..d a ily  over these  l a s t  th re e  months, and has 

remained very  w ell.

Case 2 : J.W. was a  divorced woman who had re ce iv ed  prolonged
M ethedrine ( In travenous) Treatment fo r  a h y s te r ic a l  p a ra ly s is  of 
h e r r ig h t  hand, and whose m arriage had broken up on account of h e r  
f r i g i d i t y .  She conplained of D epression of two months* d u ra tio n , 
ag a in  w ithout any c h a ra c te r is t ic  d a i ly  mood v a r ia t io n ,  and un­
accompanied by Insomnia.

She a t tr ib u te d  h er depression  to  th e  p a ra ly s is  of 
h e r  r ig h t  hand, which se r io u s ly  a ffe c te d  h e r p ro fe s s io n a l c a p a c ity  
as  a J o u r n a l is t .  She had considerab le  in s ig h t in to  h e r d i s a b i l i t y  
and was h igh ly  in te l l ig e n t .

She was given M eratran up to  4  mgms. d a i ly  in  two 
doses without any u p s e t, and w ith  considerab le  b e n e f it  bo th  w ith  
reg a rd  to  the  depression  and the  functional, d is tu rb an ce  o f h e r  
hand, which almost com pletely d isappeared . She continued on t h i s  
Therapy f o r  one month, when she d ischarged  h e r s e lf  a s  cured .

Case 3 : T .S . , a male aged 40, had been regarded  as  a
H y ste r ica l Hypochondriac fo r  some e ig h t y e a rs . He was r e fe r re d  to  
me complaining o f p e r s is te n t ,  f l a tu le n t  dyspepsia , which in  the  
p a s t  month had become more severe and was a sso c ia te d  w ith  D epression. 
P h y sica l and R ad io log ica l Exam ination w e ie e s se n tia lly  n eg a tiv e .
His D epression was continuous and unvarying in  s e v e r i ty .  He s ta te d  
th a t  he d id  not get any sleep a t  a l l  now; n e v e r th e le s s , he looked 
rem arkably f re sh .

He was te n ta t iv e ly  given 1 mgm. of M eratran .B.D.
Two days l a t e r  he 'phoned to  say th a t  he had not been ab le  to  get 
out of bed since  he commenced t h i s  trea tm en t. He. conplained of 
excessive  somnolence, and th a t every th ing  looked sm all and f a r  away. 
He was reassu red  and to ld  to  s tep  tak in g  th e  drug . When I  saw him 
l a s t ,  te n  days ago, h is  cond ition  c e r ta in ly  had no t a l te re d  f o r  the  
b e t t e r ;  indeed, i t  was h is  con ten tion  th a t  my trea tm en t had been so 
d r a s t i c  th a t  a l l  chance of h is  ever being cured had now evaporated*

^ACTIVE DEPRESSION ASSOCIATED WITH ORGANIC DISEASE.

M eratran proved f a i r l y  u se fu l w ith  th i s  group: o f th i r te e n  
cases o f D epression a sso c ia te d  w ith  organic d ise a se , a l l  b u t two of 
th ese  cases  were improved, and i t  i s  of in te r e s t  to  no te  t h a t ,  in  
g e n e ra l, a  dose of up to  3 mgms. a day o f the  drug was g e n e ra lly  
e f f ic a c io u s . F requently  th e re  was a f a i r  degreeof a l le v ia t io n  of 
p h y s ica l synptoms such as dyspnoea in  ad d itio n  to  e le v a tio n  of mood. 
Of th ese  th i r te e n  cases f iv e  were P o s t-In f lu e n z a l D epressions, one 
was a case of depression fo llow ing In fe c tiv e  H e p a ti t is ,  th re e  were

/D ep ress io n s



th re e  w ere/
D epressions a sso c ia te d  w ith  a g re a te r  o r l e s s e r  degree 

o f Cardiac F a ilu re , one case was a sso c ia te d  w ith  P a ra ly s is  A g itans, 
two a sso c ia te d  w ith  Chronic B ro n c h itis  and Emphysema, one 
a sso c ia te d  w ith  a Lyipho-Sarcoma o f th e  C erv ical G lands.

The two cases which were not improved were
(a ) In  a s so c ia tio n  w ith  P a ra ly s is  A g itans,
(b) One P o s t- In f lu e n z a l D epression.

IliUSTMTIVE CASES.

Case 1 : R. B . , a man o f th i r ty - e ig h t  y e a rs , was adm itted
e a r ly  in  a  second a t ta c k  of Congestive F a ilu re  p r e c ip i ta te d  by a 
m ild upper r e s p ira to ry  T rac t In fe c tio n . Be su ffe red  from Rheumatic 
V alv u lar D isease and e x h ib ite d  a w ealth  of p h y s ica l s ig n s . He had 
a marked p ra e c o rd ia l heave due to  enlargem ent of h is  r ig h t  v e n t r ic le ,  
th e  righte b o rd e r of h is  h e a rt by p e rcu ss io n  being alm ost a t  th e  mid- 
c la v ic u la r  l in e ;  th e  l e f t  bo rder was in  th e  s ix th  in te rsp ace  
beyond the  m id -c la v ic u la r  l i n e .  When I  saw him he ex h ib ited  con­
t r o l l e d  f i b r i l l a t i o n ;  he had a blow ing, s y s to l ic  murmur a t  the  apex, 
h ig h -p itch ed  and propagated to  th e  l e f t  a x i l l a  and to  th e  back of 
h is  c h e s t ,  in  a d d i t io n  to  a sh a rp ly - lo c a liz e d  m id -d ia s to lic  murmur 
a t  th e  m it r a l  a r e a .  T ricu sp id , S y s to lic  and A o rtic  D iastolic 
murmurs were a lso  p re s e n t .  His l i v e r  was en larged  and p u lsa te d .
He was considered  as su ffe r in g  from M itra l S ten o sis  and incom petence, 
w ith  A ortic  and T ricu sp id  Incompetence.

D esp ite  th e  improvement in  h is  p h y s ic a l co nd ition  
e f fe c te d  by tre a tm e n t, he was h o p e less ly  depressed and conplained 
o f  t e r r i f y in g  dreams. The marked p a lp i ta t io n  which he experienced 
and th e  l i v e r  p u ls a t io n , of which he was a c u te ly  conscious, he con­
s id e red  th e  main fa c to rs  f o r ,  as he s a id , th ey  co n s tan tly  reminded 
him of the  p recario u sn ess  o f h is  hold on l i f e .

He was ordered  1 mgm. o f M eratran th r ic e  d a i ly , to  
be given a t  8 and 11 a .m ., then  again  a t 2 p.m . His mood improved 
rem arkably a f t e r  one day and, c h a r a c te r i s t ic a l ly ,  he s ta te d  th a t  
h is  d ep ress io n  was le s s  marked. The change in  mood was v e ry  marked 
and he e n te r ta in e d  me w ith  fa c e tio u s  rem arks about th e  exam inations, 
in  the  c l in i c a l  p a r t  o f which he had f ig u red  f o r  th e  a p p ra is a l  of 
c an d id a te s . Although he has been in  h o p i t a l  fo r  th ese  l a s t  two 
months he has remained o p tim is tic  and c h e e rfu l , and has continued 
to  take  3 mgms. o f M eratran d a ily  w ithout harm ful e f f e c t .



Case 2 : M ss  M. K. , aged 39, su ffe re d  from P a ra ly s is  A gitans,
which had been d iagnosed  some te n  months b e fo re . She complained of 
D epression  w ith  s u ic id a l  th o u g h ts , th e  onset of which had occurred 
some two months p re v io u s ly  and which was accompanied by b o u ts  of 
a g i ta t io n  and c ry in g . In  th e se  a t ta c k s  she c o n tin u a lly  r e i t e r a te d  
th a t  she had n o th ing  to  be depressed  about, and t h i s  fe a tu re  alm ost 
amounted to  p a l i l a l i a .  In  th e  fo u r tee n  days p r io r  to  th a t d a te  on 
which she was f i r s t  in te rv iew ed , she had rece iv ed  200 mgms. d a ily  
o f E thopropazine H ydrochloride (L ysivane). I  have observed the 
tendency o f  t h i s  drug to  cause D epression; consequently , fo llow ing  
h e r  adm ission i t  was stopped, and she was given A rtane, 2 m gm s.t.i.d  
in  conibination w ith  M eratran , 1 mgm. t . i . d .

The e f f e c t  of th i s  th e rap y  was to  in c re a se  h e r 
D epression  and A g ita tio n ; i t  in c reased  h e r su ic id a l rum inations; 
consequen tly , i t  was stopped a f t e r  two days. She has shown 
tem porary improvement as a r e s u l t  o f E lec tro p lex y , b u t over th e se  
l a s t  th re e  months she has re q u ire d  m aintenance E.C.T. a t  f o r tn ig h t ly  
in te r v a l s .  U n fo rtu n a te ly , I  have no t s u f f ic ie n t  experience of 
M ental D isturbance a sso c ia te d  w ith  P a ra ly s is  A gitans to  f u l ly  ap p ra i 
t h i s  case . She p re sen ted  more as an In v o lu tio n a l D epression w ith  
th e  c h a r a c te r i s t ic  a g i ta t io n ;  h e r  p e r s o n a l i ty  b e fo re  th e  onset was 
o b se ss io n a l, as i s  f re q u e n tly  the  case in  In v o lu tio n a l Psychoses. 
Many o f th e s e ,  however, respond p o o rly  to  E lec tro p lex y . The exact 
connection  w ith  the organic changes o f P a ra ly s is  A gitans i s  obscure.

This case , d e sp ite  th e  co n p lex ity  o f th e  f a c to r s  
invo lved , h e lp s  to  confirm  th e  im pression th a t  In v o lu tio n a l 
D epressions should no t re c e iv e  th i s  d ru g .

Case 3 • A. L . , a male o f tw enty-seven , complained of 
a ty p ic a l  headache, l a s s i tu d e ,  lack  of in te r e s t  in  h is  surroundings 
and m ild d ep ress io n  which was continuous. He s ta te d  th a t  he had 
f a i l e d  to  "p ick  up" a f t e r  in f lu e n z a , th e  onset of which had occurred  
f iv e  weeks b e fo re , and f o r  which he had beenrbreated w ith  hi <k B 
t a b l e t s .  Enquiry  rev ea led  th a t  he had had a\ f e b r i l e  i l l n e s s  
a sso c ia te d  w ith  aching lim bs and cough, and nor which he had r e ­
ce iv ed , as f a r  a s  I  could a s c e r ta in ,  30 grams o f Sulphsbriad, 
fo llow ing  which he sa id  he f e l t  u t t e r l y  p ro s tr a te d  p h y s ic a l ly  and 
m en ta lly . H is p rev ious p e rs o n a li ty  was r a th e r  o b sess io n a l, and 
h is  physique good. I t  was f e l t  th a t a com bination of In flu en za  
and Sulphonarnides, bo th  o f which a re  f re q u e n tly  follow ed by 
d ep re ss io n , had produced th e  c l in ic a l  p ic tu r e .

He was given 2 .3  mgms. of M eratran tw ice d a i ly  and 
improved im m ediately a f t e r  th e  f i r s t  dose. His in te r e s t  b r ig h ten e d , 
h is  energy output in c re a se d , and h is  vague headache re so lv ed .



T his drug was continued  fo r  one month. He remained p e r f e c t ly  w ell 
f o r  th e  two subsequent months and was d ischarged  as reco v ered .

The P o s t- In f lu e n z a l D epression which f a i le d  to  respond 
to  th e  drug p re sen ted  r a th e r  as  th a t  of the  Manic D epressive Dype 
which had been tr ig g e re d  o ff  by the  f e b r i le  i l l n e s s ,  and which was 
no t a t r u e  p ic tu re  o f the  syndrome d esc rib ed  as Organic N euresthen ia  
which fo llo w s In f lu en z a , th e  a d m in is tra tio n  of Sulphonamides, and 
In fe c tiv e  H e p a t i t is .

SPASMODIC TORTICOLLIS.

F ive cases of t h i s  d is t r e s s in g  co n d itio n  were t r e a te d  
w ith  M eratran , fo u r o f whom were improved, One p a t ie n t  rece iv ed  
37*5 mgms. of the  drug p e r  day w ithout any improvement i n i t i a l l y ,  
a lthough  subsequently  i t  was p o s s ib le  to  combine th e  drug w ith  
in trav en o u s  M ethedrine, w ith  f a i r  b e n e f i t  to  the  p a t i e n t .  The 
optimum dosage of th e  drug in  t h i s  co n d itio n  appears to  be in  th e  
re g io n  of 20 mgms. p e r  day. In  t h i s  group th e  r e s u l t s  v a r ie d  w ith  
th e  d u ra tio n  o f the  i l l n e s s ,  and the  degree of in te g ra t io n  and 
development o f th e  p e r s o n a li ty . Those w ith  a good p rev ious 
p e r s o n a li ty  and a sh o rt h is to ry  responded b e s t to  th e  drug, and 
v ic e  v e rs a . G enera lly  speaking , such th e ra p e u tic  response as  i s  
going to  occur m an ifests  i t s e l f  in  th e  f i r s t  few days of tre a tm e n t.

ILLUSTRATIVE CASES.
* 3Case 1: S .L . , a s to ck b ro k e r!c le rk  of fo r ty -o n e , had su ffe re d

from Spasmodic T o r t ic o l l i s  o f one y e a r 's  d u ra tio n  and of sudden 
o n se t. He e x h ib ite d  marked c lo n ic  spasm of th e  r ig h t  S te rn o - 
M astoid m uscle, w ith  severe p a in  and, of co u rse , d e v ia tio n  o f  h is  
head to  th e  l e f t .  He a t t r ib u te d  i t  to  re p ea ted  movements o f h is  
head w hile answering a b a t te r y  o f te lephones in  th e  Stock Exchange. 
He nursed  a sense of g rievance ag a in s t h is  en p lo y er, f e e l in g  th a t  
men o f l e s s e r  a b i l i t y  had been promoted over h is  head w hile h is  
hard  wrork and r e l i a b i l i t y  has p assed  u n n o ticed . He s ta te d  th a t  
du ring  h is  absence from work, which had la s te d  f o r  one y e a r , th re e  
o th e r  in d iv id u a ls  were employed on the work wiiich he. had managed 
a lo n e . He l iv e d  in  a dorm itory  suburb and t r a v e l le d  to  th e  C ity  
d a i ly .  He was ha rd -p ressed  to  m ain ta in  h is  growing fam ily  and 
su s ta in  th e  payments on h is  house m ortgage. He had served as a 
C aptain in  th e  Sudanese Camel Coxps, and made in v id io u s  comparisons 
between being  one of th e  tveLve m illio n s  in  th e  G rea te r London a rea  
s tru g g lin g  to  pay a house m ortgage, and being  passed  over a t  work, 
and th e  freedom which he n o s ta lg ica lly  a c c re d ite d  th e  pagans of 

a lthough  subsequent events have d isenchanted  hiip.



H is p rev io u s p e r s o n a l i ty  was good. He had rece iv ed  a v a r ie ty  of 
tre a tm e n ts  w ithout e f f e c t ,  y e t h is  a f f e c t  was in te n se  and deep.
H is d i s t r e s s ,  I  am c e r ta in ,  was h e a r t f e l t .

fie re ce iv ed  from me in te n s iv e  d a i ly  psychotherapy o f an 
ex p lan a to ry  and re -e d u c a tiv e  type w ith  some su ccess , so th a t  in  
com bination w ith  o ra l  M ethedrine, mgms. 5 , B.D. ( i  had im m ediately 
d isco n tin u ed  th e  th rice -w eek ly  in je c t io n s  of M ethedrine, 30 mgns., 
which gave him tem porary r e l i e f ) ,  he was ab le  to  go back to  work. 
T h is  r e tu r n  to  employment re s u lte d  in  immediate and c a ta s tro p h ic  
r e la p s e .

He was n o n ch a lan tly  p re sc r ib e d  M eratran 2 .3  mgms. t . i . d .  
w ith  immediate improvement, th e  dose being  ra is e d  over fo u r days to  
20 mgms. d a i ly ,  given in  fo u r  doses o f 3 mgms. each. He has been 
symptom-free except im m ediately on awakening in  th e  m orning, and 
has con tinued  to  take t h i s  amount of th e  d rug . He s t a t e s  th a t  th e  
main e f f e c t  i s  to  r e l ie v e  p a in  and spasm; he n o tic e s  ve ry  l i t t l e  
c e re b ra l s tim u la tio n , although  he complained o f i n i t i a l  insom nia, 
which was e a s i ly  c o n tro lle d  by sm all doses of Sodium Amytal.

Case 2: A. R . , a male execu tive  of $6, had conplained  of
Spasmodic T o r t i c o l l i s  o f th re e  y e a rs ’ d u ra tio n , of sudden o n se t, 
and f o r  which he had rece iv ed  a v a r ie ty  of tre a tm en ts  w ithout a v a i l .  
His m arriage was not a success: he i s  im potent. His ou tlook  was 
one of bored , b land  s o p h is t ic a t io n  and he had a t  one tim e given 
p sy choanalysis  -  as he s a id  -  "a  w h ir l" . He occupied a rem unerative 
p o s t a s  an a d v e r tis in g  agent to  a la rg e  Petroleum  Company. He 
to ld  me th a t  he had f a i l e d  to  f u l f i l  th e  e a r ly  prom ise as a  w r i te r  
which he had ex h ib ite d  in  h is  Cambridge days. His demanding, 
widowed, Clergyman f a th e r  who had dominated him u n t i l  he d ied  
(when th e  p a t ie n t  was 28) had, he m ain ta ined , made him in d e l ib ly  
what he was.

He was given M eratran in  doses of 3 mgms. d a i ly  
i n i t i a l l y ,  and th i s  was ra is e d  over te n  days to  37.3  mgms. w ithout 
any a l l e v ia t io n  of th e  man':^ co n d itio n , and w ith  a  s l ig h t  in c rease  
o f p a in  and spasm.

The M eratran was th en  d isco n tin u ed  and he commenced 
a  course  o f In tra-V enous M ethedrine In je c t io n s  given a t  tw ice-w eekly 
in te r v a ls  in  doses of up to  30 mgms. T h is was accompanied by con­
s id e ra b le  r e l i e f  fo llow ing  each in je c t io n  f o r  a p e r io d  of tw enty- 
fo u r h o u rs . T h is , however, was follow ed by in te n s i f ic a t io n  o f h is  
synptoms, w ith  a degree of d ep ress io n . I t  was found p o s s ib le  to  
co u n ter t h i s  "let-dow n" by M eratran in  doses of up to  7 .3  mgms. 
d a i ly ,  in  th e  in te r v a ls  between th e  M ethedrine In je c t io n s .  He has 
continued  th i s  form of trea tm en t fo r  s ix  weeks and has improved 
co n sid e rab ly  on th i s  regim e.



24 .

BIIEPHAEOSPASM.

As in  Spasmodic T o r t i c o l l i s ,  M eratran seems of co n sid e rab le  
v a lu e  in  th e  trea tm en t ©f H y s te r ic a l Blepharospasm. One case on ly  
was t r e a te d :  i t  wassesn 'in  an  e ld e r ly  lady  who had b i l a t e r a l  spasm 
o f th e  o r b ic u la r i s  o c u li ,  mid which occasioned h e r much inconven iece . 
The co n d itio n  was o f some tw enty months1 d u ra tio n . She has been 
helped  immensely by a s t a b i l i s in g  dose of 14 mgms. of M eratran d a ily  
and, a lthough t i c - l i k e  movements of th e  o rb ic u la r is  o c u li s t i l l  
occur, th ey  a re  much l e s s  severe  th an  fo rm erly .

POar - M JCOTOMY ANERGIC STATES.

F ive such cases  were t r e a te d :  th e  optimum dosage of 
M eratran in  t h i s  co n d itio n , as I  have s a id , appears to  be between 
12 mgms. and 14 mgms. d a i ly .  These p a t ie n t s  had had leuco tom ies 
perform ed f o r  a  v a r ie ty  of c o n d itio n s . Two of them had been p e r ­
formed in  th e  e a r ly  1940* s and were S tandard O perations in v o lv in g  
bo th  upper and lower q u ad ran ts . These had been follow ed by con­
s id e ra b le  le th a rg y  and la c k  of i n t e r e s t ,  in to  which th e  p a t ie n t s  
had s u f f ic ie n t  in s ig h t to  com plain, and which had p e r s is te d  fo r  
y ea rs  d e sp ite  th e  a d m in is tra tio n  of v a r io u s  s tim u la n ts . I t  was 
in  t h i s  group th a t  th e  r e s u l t s  were b e s t ,  th e  p a t ie n ts  v o lu n te e rin g  
th a t  M eratran was v a s t ly  su p e r io r , in  i t s  s tim u lan t p ro p e r t ie s ,  
t o  th e  Amphetamines s t r e s s in g ,  in  p a r t i c u la r ,  th e  in s id io u s , 
su s ta in e d  a c tio n  and th e  absence o f "hang-over" e f f e c t s .  The o th e r 
th re e  p a t ie n ts  had had r e la t iv e ly - r e c e n t ly  perform ed low er quadrant 
S e c tio n s , and two of them were given th e  drug in  th e  a lm ost-  
immediate p o s t-o p e ra tiv e  p e r io d , in  doses of up to  14 mgms. p e r  day. 
The r e s u l t s  were h ig h ly  encouraging , a lthough no t so marked as in  
th e  lo n g -s tan d in g  group.

USE IN COMBINATION WITH HESERPINE.

I t  has been re p o rte d  th a t  M eratran i s  of p a r t i c u la r  
v a lu e  in  combating the  le th a rg y  fre q u e n tly  a sso c ia te d  in  hy p erten ­
s iv e  su b je c ts  with, the  a d m in is tra tio n  of S e rp a s i l .  Two such p a t ie n ts  
were g iven  M eratran, w ith  encouraging r e s u l t s  and w ithout a f f e c t in g  
th e  hypotensive a c tio n  of th e  Rauw olfia p re p a ra t io n . In  th e se  cases 
th e  American p ra c t ic e  was fo llow ed, th e  dose in  mgms. of M eratran 
b e in g  h a l f  th a t  of S e rp a s il .  T h is would seem a re la tiv e ly -p ro m is in g  
use  f o r  t h i s  p a r t i c u la r  drug.

My experience suggests  th a t  M eratran i s  a lso  o f value in  
combating th e  le th a rg y  r e s u l t in g  from th e  use o f a n ti-c o n v u lsa n ts  
in  E p ilep sy .



USE BT H vE V B B IO N  OE lvUGRA._IEE.

Tv/o such cases v/ere t r e a te d  b u t ,  though the  s e v e r i ty  of 
th e  a t ta c k s  was d im inished , no e s s e n t ia l  fe a tu re  v/as a l te r e d  o r , 
indeed , a b o lish ed . This r e s u lte d  so le ly  from th e  p ro p h y la c tic  
a d m in is tra tio n  o f the  drug. Since the  p a r t  of v a sc u la r  d is tu rb an ce  
i s  w e ll reco g n ised  in  m igraine , such knowledge as we have o f the  
a c tio n  o f M eratran would not encourage us in  any optimism we might 
have about i t s  va lue  in  t h i s  co n d itio n . The l i t t l e  in fe ren ce  one 
can admit from only  two cases would seem to  suggest th a t  such value 
a s  i t  has i s  in  r a is in g  th e  mood and m itig a tin g  psychogenic 
p r e c ip i ta t in g  f a c to r s  in  th e  co n d itio n .

Each of th ese  tv/o p a t ie n t s  was given 1 mgm. t . i . d .  fo r  
a p e rio d  of two months. The a tta c k s  v/ere l e s s  frequen t and le s s  
sev e re , b u t in  no wise d i f f e r e n t  from u s u a l. The value  in  t h i s  
co n d itio n  i s  only  l im ite d .

TOXIC AflD s e t ; e ffec ts .

Undoubtedly, th e  c h ie f  to x ic  e f f e c t  o f th i s  drug i s  i t s  
tendency to  exacerbate  th e  p re -e x is t in g  a n x ie ty , and t h i s  fe a tu re  
depends la r g e ly  on th e  p e r s o n a l i ty  s e t t in g ,  ^ t i s  ju s t  a s  l ik e ly  
to  occur w ith  minimal doses of th e  drug as  w ith  the  la r g e r ,  and 
t h i s  untoward a c tio n , as I  have s a id , depends p rim a rily  on 
p e r s o n a l i ty .  T his cannot be o v e r-s tre ss e d  and i s  one o f i t s  r e a l  
dangers. T his i s  e s p e c ia l ly  t ru e  in  th e  D epressions of th e  
in v o lu tio n a l p e r io d , which a re  so fre q u e n tly  seen in  an o b sessio n a l 
p e r s o n a l i ty ,  and accompanied. by a g i ta t io n  and. a n x ie ty . In  th ese  
cases th e  depth  of the  dep ress io n  i s  fre q u e n tly  augmented, and 
s u ic id a l  id eas  vvhich may’ have been la te n t  become prom inent. In  
th e  R eactive D epressions com plicated by t h i s  f e a tu re ,  ex acerb a tio n  
i s  a lso  l ik e ly  to  occur and prove exceed ing ly  . a larm ing b o th  to  
th e  p a t ie n t  and h is  r e l a t iv e s .  In  such persons th e  com plaint i s  
o f  g re a t i r r i t a b i l i t y  and r e s t le s s n e s s ,  w ith  marked, p re ssu re  of 
t a l k ,  f re q u e n tly  insom nia, ex acerb atin g  to  a degree bo rd erin g  on 
th a t  o f p a n ic . V isc e ra l m a n ife s ta tio n s  a re  v e ry  r a r e .

A few p a t ie n ts  complain o f fe e lin g  "muzzy-head.ed" and 
I  have tak en  t h i s  to  mean the  minimal degree of v e r tig o  s u b je c tiv e ly  
experienced . L ikew ise, nausea i s  r a r e ly  complained o f . One p a t ie n t ,  
o f a l l  t h i s  s e r ie s  t r e a te d ,  developed a m acular ra sh  on th e  f le x o r  
a sp e c ts  o f h is  arms and on h is  tru n k . This d isappeared  com pletely  
w ith in  tw en ty -fo u r hours of d iscon tinuance  o f the  drug. As f a r  as 
i s  known, the  drug does no t a l t e r  th e  u r in a ry  c o n s ti tu e n ts  and has 
no e f f e c t  on l i v e r  fu n c tio n  or bone marrow. There i s  no m ention 
of jaundice in  th e  L ite ra tu re  and I  have never encountered i t .



U n fo rtu n a te ly , I  must re p o rt th e  occurrence of a p sy ch o tic  
episode which can only  be a t t r ib u te d  to  th e  drug i t s e l f  and concern­
ing  which, to  d a te , th e re  i s  no mention in  th e  L i te r a tu r e .  We have 
seen th e  in te n s i f ic a t io n  of doubts in to  d e lu s io n s , th e  adding o f a 
sch izophren ic  flav o u r to  an. In v o lu tio n a l D epression: t h i s  i s  not the 
most s i n i s t e r  e f f e c t ,  since i t  i s  recogn ised  by some a u th o r i t ie s  
th a t  c e r ta in  of th e  In v o lu tio n a l D epressions a re  r e la te d  to  th e  
S ch izo p h ren ias .

The most d is t r e s s in g  fe a tu re  was th e  appearance of an 
Acute H a llu c in a to ry  Paranoid  S ta te  in  an Endogenous D epression of 
th e  l^anic D epressive Group in  a lo n g -s tan d in g  i l l n e s s  ( th e  h is to ry  
extended back over seven y ears) and which could not c l i n i c a l l y ,  by 
any method o f en q u iry , be a t t r ib u te d  to  a m isdiagnosed sch izophren ic  
p sy ch o sis . I t  occurred fo llow ing  the a d m in is tra tio n  o f 3 mgms. .of 
th e  drug f o r  fo u rtee n  days. I t s  onset was acu te  and i t  subsided 
w ith in  fo r ty -e ig h t  hours o f d iscon tinuance  o f m era tran . The most 
d isc o n c e rtin g  fe a tu re  i s  th e  t o t a l  i n a b i l i ty  to  p re d ic t  t h i s  type 
o f R eaction  in  the  p re sen t s ta t e  o f our knowledge, and t h i s  i s  a 
v e ry  r e a l  danger. The v is c e r a l  m a n ife s ta tio n s  of o v e r-s tim u la tio n  
a re  absent w ith  t h i s  drug, so th e re  i s  no warning w hatsoever.

Insomnia i s  r e l a t iv e ly  r a r e ,  and i t  i s  my s trong  im pression  
th a t  when i t  occurs as a r e s u l t  o f M eratran i t  i s ,  in  r e a l i t y ,  a 
m a n ife s ta tio n  o f the  Mblow-upn of p re -e x is t in g  an x ie ty  which one 
has f a i l e d  tc  recogn ise  in  th e  mixed p ic tu re  so common in  th e  
psychoneuroses. I n i t i a l  insomnia may suggest i t s  o therw ise-h idden  
p resen ce , bus no t always; a fam ily  h is to ry  may p u t one on guard .

A norexia i s  a lso  v e ry  r a r e  and I  have not encountered i t  
a s  a dominant f e a tu re .  I t  has been claimed by some American w orkers 
th a t  th e  drug i s  of use in  th e  co n tro l of o b e s ity , s in ce  by i t s  
s tim u lan t powers i t  augments d e c is io n , thus f a c i l i t a t i n g  s e l f -  
c o n tro l of a p p e t i te .  T h is , I  th in k , i s  a r a th e r  co n ten tio u s  and 
involved  concept and r e a l ly  to o  loose  to  be confirm ed o r d e n ie d .
I  have n o t p e rso n a lly  in v e s t ig a te d  th i s  claim ; i t  adm its o f too 
many f a l l a c i e s .

D is c re tio n  should be ex erc ised  in  ad m in is te rin g  M eratran 
to  th e b la ta n t  ̂ - h y s te r ic a l , a s  th e  s ide  e f f e c t s ,  which i t  i s  con­
v en ien t to  reg a rd  as d is s o c ia t iv e  and concerning which we know v e ry  
l i t t l e ,  can be extrem ely d is t r e s s in g  and alarm ing fo r  th e  p a t i e n t 5 i 
th u s , I  have seen in  t h i s  s e r ie s  somnolence, t r a n s ie n t  p a r e s is  of 
lim bs, and m ic ro p sia . Paradoxical though is  may b e , they  can u t t e r l y  
d e s tro y  any rap p o rt c re a te d , and may add symptoms to  those  a lread y  
in  e x is te n c e . This can be a major ca ta s tro p h e  in  h y s te r ic a l  p a t ie n ts  
and should always be borne in  mind when e x h ib it in g  any r e l a t i v e ly -  
pow erful drug

The drug was given to  one b la ta n t ly -o b se ss io n a l p a t ie n t  
in  a d d itio n  to  Case 3 c i te d  amongst th e  Endogenous D e p r e ss iv e  
group. This was a d e l ib e r a te  c u rt ailm ent on my’ p a r t , f o r  1 had

/ l i t t l e
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f o r  I  had /
l i t t l e  doubt, follow ing my i n i t i a l  experience w ith  th e  

d rug , th a t  such p a t ie n ts  would be made worse. In  Case 3 of the  
Group c i te d  above, we note the in c rease  of th e  depth  of th e  
d ep ress iv e  e f f e c t ,  w ith  extreme a g i ta t io n .  The o th e r p a t ie n t  c i te d  
developed a marked in c rease  in  the tendency to  rum inate o b sess iv e ly , 
bo th  th e  su b jec tiv e  fe e lin g s  of ten s io n  and in te rn a l  re s is ta n c e  
which th ey  h a b itu a lly  f e e l  being  markedly in c reased  w ith  re s u l ta n t  
a g i ta t io n  and insom nia.

The tendency of the drug to  "blow-upM a n x ie ty  in  the  
In v o lu tio n a l Group and the  few O bsessionals given i t ,  was a g rea t 
a s  in  th e  c o n s ti tu tio n a lly -a n x io u s . In  the  O bsessiona ls , the 
" in n e r - re s t le s s n e s s "  engendered by the drug, and which may be much 
g re a te r  th an  the  degree of a g i ta t io n  o r an x ie ty  might le ad  one to  
suppose, can be l i t e r a l l y  overwhelming f o r  th e  p a t i e n t ,  so th a t  he 
may f e e l  a s  i f  h is  mind were be ing  re n t in  p ie c e s .

CONTROL OP SIDE EITECTS.

T his has p rev io u s ly  beenmentioned and re q u ire s  l i t t l e  
e la b o ra tio n . The e f fe c t iv e  combination w ith  L a rg a c til  and the  
B a rb itu ra te s  i s  o ften  s u f f ic ie n t  to  p reven t "blow-up" of a n x ie ty . 
T h is  i s  o f p a r t ic u la r  consequence in  th e  R eactive D epressions.
I t  should not be u t i l i s e d  in  In v o lu tio n a l D epressions o r any 
Endogenous D epression showing g rea t a g i ta t io n ,  as M eratran i s  
u n su ita b le  fo r  the  trea tm en t of th ese  cases and, moreover, even 
in  com bination in  t h i s  l a t t e r  group the depth of involvement of 
th e  psyche i s  so g rea t th a t  th e  response i s  p oo r. I t  i s  o f 
in t e r e s t  to  p o in t out -  and. I  b e lie v e  th a t  th i s  has no t a lread y  
been done -  hew g e rp e r s i l  i s  o f use in  combating the  Anxiety 
induced by M eratran and, converse ly , the  value o f M eratran in  
combating th e  le th a rg y  of S e rp e r s i l .  T his l a t t e r  a c tio n  h a s , I  
b e l ie v e , been remarked upon by American w orkers bu t not ( s h a l l  I
say) th e  r e c ip ro c i ty  o f a c tio n  of th ese  two drugs.

I  w ish a lso  to  p o in t out th a t  com bination of M eratran 
w ith  the  Scandinavian T ra n q u il l iz e r  "S u a v itil"  seems d e f in i te ly  
encouraging. In  some re s p e c ts  th i s  com bination i s  more p o te n t 
th a n  com bination w ith  L a rg a c ti l  or S e rp e rs i l .  This f in d in g , 
however, re q u ire s  fu r th e r  study . I t  should be mentioned th a t  the  
com bination w ith  B a rb itu ra te s , in  th e  l ig h t  of l a t e r  experience , 
i s  no t so su ccessfu l as th e  combination w ith  the o th e r dungs and 
th a t  th e  anxiety-dam pening e f fe c t  o f th e  B a rb itu ra te s  seems to
wear o f f  in  a few months. The dose of B a rb itu ra te s  in  such
in s ta n c e s  was not in c reased , as the  danger o f a d d ic tio n  w ith  
th e se  drugs i s  now w ell recogn ised . G enerally  they  were withdrawn 
g ra d u a lly  and one of th e  o th e r drugs mentioned s u b s t i tu te d .  More­
ov er, th a t  th e  prolonged use of B a rb itu ra te s  can r e s u l t  in  a Tension 
S ta te  i s  w e ll recogn ised .



Nausea re s u l t in g  from M eratran i s  r a r e ly  severe and 
d isap p ea rs  alm ost im mediately th e  drug i s  stopped. One p a t ie n t  
developed a sk in  e ru p tio n  which d isappeared ra p id ly  on d iscon tinuance  
o f th e  drug. I tc h in g  of the  e ru p tio n  was not complained o f and I 
d id  not co n sid e r i t  necessary  to  o rder any s p e c if ic  tre a tm e n t. The 
p re v e n ta tiv e  trea tm en t o f " f la re -u p "  has been mentioned. When one 
encounters a s im ila r  " f la re -u p "  which has no t been an t: c ip a ted  the  
drug must im m ediately be d iscon tinued  and th e  in d iv id u a l seda ted .
The most u se fu l drug, I  f in d , i s  L a rg a c til  in  doses o f 50-IOQmgms. 
th r i c e  d a i ly ,  I f  Insomnia i s  marked and s p e c i f ic a l ly  complained 
o f ,  i t  i s  ad v isab le  to  co n cen tra te  the dose of L a rg a c ti l  tow ards 
th e  evening . I f  B a rb itu ra te  sed a tiv es  are  ordered the  p o te n t ia t in g  
q u a l i t i e s  of Chlorpromazine must be c o n s ta n tly  borne in  mind, and 
i t  i s  ad v isab le  to  ensure considerab le  tim e in te rv a l  between the 
l a s t  dose of L a rg a c til  and the  Hypnotic.

In  Endogenous D epressions, A g ita tio n , and deepening of 
d ep re ss io n  as a r e s u l t  o f in ju d ic io u s  M eratran Therapy may c a l l  fo r  
immediate E .C .T ., e sp e c ia lly  i f  s u ic id a l  id eas  are  prom inent.

In  p a t ie n ts  w ith  h y s te r ic a l  tendenc ies th e  d is s o c ia t iv e  
phenomena re s u l t in g  from M eratran a re  u s u a lly  ephemeral i f  adequate 
reassu rean ce  and exp lana tion  are  im m ediately forthcoming,* i f  
n e ce ssa ry , combined w ith  adequate sed a tio n , u su a lly  B a rb itu ra te .
I t  i s  o f g re a t im portance th a t  they be d e a lt  w ith  qu ick ly  l e s t  they  
become f ix e d . I t  may be necessary  to  heigh ten  s u g g e s t ib i l i ty  by 
u s in g  In travenous Sodium Amytal or P e n to th a l, and I  have seen 
hypnosis su cc e ss fu lly  employed by a co lleague in  such a case . At 
any r a t e ,  i t  i s  extrem ely in p o rt an t to  m ain tain  rap p o rt so th a t  
th e  e ffe c t iv e n e s s  o f any a l te r a t io n  in  trea tm en t re q u ire d  i s  not 
im paired . This can be p a r t ic u la r ly  d i f f i c u l t  where p a rad o x ica l 
r e a c t io n s  have occurred . One p a tie n t  of t h i s  p a r t ic u la r  s e r ie s  
demanded M eratran to  make her sleep  and keep h e r qu ie tened .

The acu te  h a llu c in a to ry  paranoid  s ta te  re p o rted  in  t h i s  
s e r ie s  n e c e s s ita te d  admission to  an o b servation  ward, w ith  immediate 
c e s s a tio n  o f th e  drug. Enquiry rev ealed  th a t  in tra -m u scu la r 
L a rg a c t i l ,  in  doses o f 50 mgms. t . i . d . , had a rem arkably-calm ing 
e f f e c t  on th e  p a t ie n t .



TOLERANCE.

C lin ic a l  t r i a l s  of M eratran were f i r s t  in s t i tu te d  in  th e  
U n ited  S ta te s  in  February, 1953 and, as f a r  as I  am aware, the  drug 
has been undergoing in v e s t ig a tio n  in  t h i s  country fo r  over a y ear.

To d a te ,  from th e  l i t e r a tu r e  and from my p e rso n a l experience , 
th e re  i s  l i t t l e  evidence to  show th a t  to le ran ce  i s  developing . A 
few p a t i e n t s  mentioned th a t  the e f fe c t  tended to  wear o f f  w ith  tim e. 
T h is  i s  by no means common, and in  my experience of t h i s  s e r ie s  only 
f iv e  p a t ie n t s  have remarked th a t th e  morning dose of th e  drug was 
ten d in g  to  produce ra th e r  le s s  e f f e c t .  This was conplained of only 
a f t e r  p e r io d s  of s ev e ra l months.

There seems to  be a considerab le  v a r ia t io n  in  th e  amount 
o f th e  drug which can be to le ra te d  by d if fe re n t  p e rso n s. Persons 
■with h y s te r ic a l  t r a i t s  o f p e rso n a lity  would appear to  to le r a te  
la rg e  doses w ith  l i t t l e  u p se t. I  have not seen any r e a l  in d ic a tio n  
o f  to le ra n c e  in  any c o n d itio n , d e sp ite  th e  fa c t  th a t  some p a t ie n ts  
have rece iv ed  the  drug fo r  many months. I t  was in  th e  D epressions 
th a t  a  f a l l in g - o f f  in  a c tio n  was remarked on. I  have no experience 
o f ad m in is te rin g  the  drug to  psychopathic in d iv id u a ls , worth 
m entioning , so I  cannot s ta te  whether th e  to le ra t io n  o f Amphetamines 
by ex p lo siv e  and aggressive  psychopaths i s  being m irrored  in  th e  
case o f M eratran.

So f a r ,  th e re  i s  no evidence o f ad d ic tio n  to  M eratran, 
e i t h e r  from th e  L ite ra tu re  or from experience of th i s  s e r ie s .
Our experience i s ,  however, ve ry  lim ite d  in  tim e; judgement must 
be re se rv ed  on th ese  is su e s .

INDICATIONS AND CONTRA-INDICATIONS.

The g rea t d i f f i c u l ty  in  d e fin in g  the  range of th e ra p eu tic  
v a lu e  o f  a  drug by one p a r t ic u la r  in d iv id u a l can re a d ily  be 
a p p re c ia te d . N ev erth e less , as a r e s u l t  of c o n s is te n t use o f th e  
drug  in  a  f a i r ly - la r g e  s e r ie s  of cases over a  p e rio d  of many months 
to  th e  exclusion  of any bu t r e la te d  a c t i v i t i e s ,  c e r ta in  v e ry  d e f in i te  
concep tions of i t s  a p p lic a tio n  and l im ita tio n s  have been fo rm ulated . 
The drug i s  p r im a ri ly  in d ica ted  in  th ese  R eactive D epressions 
uncom plicated by fe a tu re s  of A nxiety , H y ste ria , o r O bsessional 
t r e n d s .  A very  la rg e  percentage of such p a tie n ts  re g a in  th e i r  
normal s ta t e  of w e ll-b e in g  on M eratran. G enera lly , th e  response 
i s  alm ost immediate and no good r e s u l t  i s  delayed longer than  one 
week from commencement.

R eactive D epressions w ith h y s te r ic a l  fe a tu re s  v a ry  in  t h e i r  
response ; only  about h a lf  respond w e ll. Absence of s leep -d is tu rb an ce  
in d ic a te s  a good response , and the drug can be given w itn  confidence 
to  such p a t ie n t s .
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In  re a c t iv e  depressions w ith  fe a tu re s  of an x ie ty , th e  
drug i s  u n su ita o le  except in  combination; t h i s  i s  p a r t ic u la r ly  tru e  
o f d ep ress io n  seen in  obsessional in d iv id u a ls . Phobic f e a r s ,  in  
p a r t i c u l a r ,  are  a warning not to  give th e  drug.

D epressions re a c tiv e  to  p h y sica l i l ln e s s  are a d e f in i te  
in d ic a tio n  f o r  th e  drug. O ccasionally , d e sp ite  appearing super­
f i c i a l l y  r e a c t iv e ,  they  a re  in  r e a l i t y  endogenous; these  should be 
avoided. The drug helps to  re lie v e  p h ysica l symptoms.

Endogenous D epressions are u n su itab le  fo r  lie r a t  ran  Therapy, 
e s p e c ia l ly  th e  In v o lu tio n a l D epressions, o r D epressions accompanied 
by a n x ie ty  o r a g ita t io n . A few Endogenous D epressions repond f a i r l y  
w e ll;  th e se  a re  Remitting. D epressions of the Manic D epressive ty p e .

Spasmodic T o r t ic o l l i s  and Blepharospasm are  d e f in i te  
in d ic a t io n s  fo r  th e  drug. The sh o rte r  the  h is to ry , the  s tro n g e r 
th e  in d ic a tio n ; the  younger the  p a t ie n t ,  th e  more d e f in i te  th e  
in d ic a t io n .  A good response w ill  appear w ith in  a week. Should 
th e  drug f a i l  by i t s e l f  i t  can, w ith  advantage, be combined w ith  
In tra-V enous M ethedrine.

The drug i s  d e f in i te ly  in d ica ted  in  post-leucotom y A nergia. 
The optimum dosage i s  12-14. mgms. d a ily . The more ra d ic a l  th e  
leucotom y, th e  more s tr ik in g  the  r e s u l t ,  p robably  because le th a rg y  
i s  more marked.

The drug i s  of va lue  in  re lie v in g  th e  le th a rg y  induced 
by R eserpine in  severe h y p e rten siv es , and. i t  i s  in d ica ted  to  re l ie v e  
th e  le th a rg y  induced by an ti-co n v u lsan ts  in  E pilepsy .

There i s  a  s l ig h t  in d ic a tio n  fo r  the  drug in  m igraine, 
e s p e c ia l ly  i f  psychogenic p re c ip i ta t in g  fa c to rs  a re  marked, e .g ,  
d ep re ss io n . The r e s u l t s  are ra th e r  d isap p o in tin g .

S lig h t experience in d ic a te s  th a t  i t  i s  of va lue  in  
r e l ie v in g  th e  "hang-over" e f f e c ts  of a lco h o l.

The presence of A nxiety i s  a p rec lu d in g  fe a tu re  as f a r  as 
M eratran  i s  concerned, and t h i s  has been rep ea ted ly  s tre s s e d .

Psychotic  tre n d s  are  a d e f in i te  c o n tra - in d ic a t io n , e . g . , 
p a ran o id  d e lu sio n s .

M eratran should never be given where E.C.T. i s  p ro p e rly
in d ic a te d .



coi,prisonjivrr: Am erican pproiMGs.

The value  of the drug in  Reactive Repressions i s  g e n e ra lly  
confirm ed, and i t s  su p e r io r ity  to  the  Amphetamines by th e  absence 
o f ’’hang-over" e f f e c t , and by the absence of Insomnia and A norexia 
i s  s u b s ta n tia te d . I t  was found p o ssib le  to  sub-d iv ide  th ese  cases 
and th e reb y  d e lin e a te  more exact in d ic a tio n s  than  p o in ted  out by 

• American w orkers.

The claim s of American workers th a t  50fc and over of 
Endogenous D epressions are improved are not su b s ta n tia te d .
In v o lu tio n a l D epressions, in  p a r t ic u la r ,  a re  made worse by the  drug. 
The Americans have not s tre ss e d  t h i s  fa c t  in  p a r t i c u la r ,  nor have 
th e y  p o in te d  out th a t  i t  seems to  be only of use in  those D epressions ; 
o f th e  Manic D epressive Type which a re  undergoing s e lf - te rm in a tio n .

They do not p o in t out how th e  "blow-up" of A nxiety can 
be p rev en ted  by combination w ith  o th e r drugs; th i s  i s  an im portant 
f in d in g .

The use of th e  drug in  Post-Leucotomy Anergia i s  not 
re p o r te d  by  American w orkers.

The value o f th e  drug in  D epression a sso c ia te d  w ith  
Organic d isea se  i s  confirm ed.

The value of th e  drug in  H y ste rica l T o r t ic o l l i s  i s  
confirm ed, a lso  Blepharospasm.

The r a p id i ty  of the  T herapeutic  Response i s  not s tre s s e d  
by th e  American w orkers.

I t s  value in  combating the  Lethargy r e s u l t in g  from 
R eserp ine  i s  confirm ed.

P sychotic  D isturbances a r is in g  p u re ly  from th e  use of 
M eratran  are  re p o rte d  in  th i s  s e r ie s .  This i s  not mentioned by 
American w orkers.

The fin d in g  of Pabing th a t  i t  should never be used 
where E.C.T. i s  in d ic a te d  i s  confirm ed.

The value  in  combating the  "hang-over” e f f e c t  of the  
Anphet amines has been demonstrated, e .g . ,  I.V . M ethedrine. This 
i s  no t mentioned by American w orkers.
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COltPARISON WITH MtPHET/limE.

I t  i s  re le v an t to consider the ac tio n s  o f Anphet amine 
which has "been exhaustive ly  in v e s tig a te d  since the  i n i t i a l  work 
by P in ess  and co-workers in  1930. Amphetamine, racem ic B Phenyl-  
isoprcpy lam ine, i s  c lo se ly  a l l ie d  in  chemical s tru c tu re  to  ephedrine, 
phenylpropanolam ine methamphetamine, and hydroxpmphetainiiie. The 
pharm acological d iffe ren c es  between anphet amine and a d re n a lin  are  
due e sp e c ia lly  to  the  fa c t th a t  the  form er drug p o sse sse s  an alpha 
m ethyl s u b s ti tu tio n  and lacks pheno lic  hydroxyl groups. The 
s t ru c tu re  of anphetamine confers on i t  re s is ta n c e  to  enzymatic 
d e s tru c tio n  in  th e  body, as a r e s u l t  of which i t  i s  e f fe c t iv e  a f t e r  
o ra l  in g e s tio n  and has a prolonged d u ra tio n  of a c tio n  and th e  
a b i l i t y  to  s tim u la te  the  C entral Nervous System. Due to  th e  
p resen ce  o f an asymmetric carbon atom in  the  molecule 
B-phenyliscpropylam ine e x is ts  in  th re e  forms, namely d - ,  1 - and 
d l-beta-pheny lisopropy lam ine. The d e x tra ro ta to ry  form i s  
approxim ately  tw ice as po ten t as the racemic form on th e  b a s is  of 
c l i n i c a l  t e s t s  on normal in d iv id u a ls  and in  p a t ie n ts  w ith  N arcolepsy 
and p o s tu ra l  hypertension . The L aevoro tsto ry  form i s  th e  le a s t  
p o te n t of th e  th re e , This i s  p a r t ic u la r ly  in te r e s t in g ,  because in  
most in s tan ces  la ev o ro ta to ry  conpounds possess more pharm acological 
a c t i v i t y  than D ex tra ro ta to ry  or racemic conpounds.

I t  i s  h igh ly  probable th a t the  sympathomimetic e f f e c t s  
o f Anphetamine are the r e s u l t  of d ire c t  a c tio n  o f th e  drug on th e  
re c e p to rs  o f muscle and gland c e l l s  innerva ted  by ad renerg ic  
f ib r e s .  I t  has been suggested th a t i t  a c ts  by in h ib it in g  amine 
o x idase , bu t t h i s  i s  by no means su b s ta n tia te d .

The mechanism of the  c e n tra l  s tim u la tio n  produced by 
Anphetamine has not been e lu c id a te d , although the  chemical s t r u c tu r a l  
b a s is  f o r  th i s  a c tio n  i s  f a ir ly -w e ll  understood. The drug has no 
a b i l i t y  to  in c rease  th e  r e s p ira t io n  of the b ra in  c e l l s  in h ib ite d  by 
a n a e s th e tic  drugs, o r to  increase  oxygen consumption of normal b ra in  
t i s s u e .  The stim ulan t e f f e c t s  of Amphetamine on normal and 
a n ae s th e tiz e d  b ra in s  i s  la rg e ly  unexplained; i t  i s  doub tfu l w hether 
th e  p e r ip h e ra l a c tio n s  o f Anphetamine can be p r o f i ta b ly  c o rre la te d  
a t  th e  p re sen t tim e w ith  the e x c ita to ry  e f fe c ts  of th e  drug on th e  
C en tra l Nervous System.



Amphetamine i s  a p o ten t agent fo r  s tim u la tin g  the  
R esp ira to ry  C entre, lessen ing  the  degree of c e n tra l  depression  
caused by a n ae s th e tic s  or n a rc o t ic s . Animals re c e iv in g  la rg e  doses 
of Amphetamine ex h ib it trem or, r e s t le s s n e s s ,  in c reased  motor 
a c t i v i t y ,  a g ita t io n  and s lee p le ssn e ss , to  a marked degree. These 
e f f e c t s  a re  thought to  r e s u l t  from c o r t ic a l  s tim u la tio n  by the 
drug b u t they  may also r e s u l t ,  in  p a r t ,  from an a c tio n  on th e  
R e t ic u la r  form ation of th e  b ra in  stem. Unlike p e n ty le n e te tra z o l 
(C ard iazo l) and c e r ta in  o th e r a n a le p tic s , Amphetamine does not 
produce se izu re  or sub-convulsive dysrhythm ias in  normal an im als.
In  man, th e  response depends upon the  mental s ta te  and p e rs o n a li ty  
o f th e  in d iv id u a l and the  dose adm in istered . Following th e  in g e s tio n  
o f 1 0 - 3 0  mgms. of the drug by mouth we n o tic e  w akefulness and 
a le r tn e s s ,  increased  i n i t i a t i v e ,  and euphoria .amounting almost to  
e la t io n ;  increased  motor and speech a c t iv i ty ,  in c reased  a b i l i t y  to  
co n cen tra te . The e f fe c t  on psychomotor perform ance i s  such th a t 
more work may be accomplished, but th e  number of e r ro rs  i s  not 
n e c e s s a r i ly  decreased.

The psychic e f fe c ts  of Amphetamine a re  no t always as 
d e sc rib ed . The s a lu ta ry  o r p leasu rab le  e f fe c ts  may be reversed  
by over-dosage or repeated  m edication. Many p a t ie n ts  may 
experience headache, p a lp i ta t io n ,  d iz z in e s s , vaso-m otor d is tu rb a n ce s , 
a g i ta t io n ,  confusion, apprehension, de lirium , depression  or f a t ig u e . 
Follow ing s tim u la tio n  p a t ie n ts  almost always complain o f fa tig u e  and 
d ep ress io n . The e f fe c t  of th e  drug on the  S.E.G. i s  to  a c c e le ra te  
and desynchronize th e  r e s t in g  rhythm. The drug a lso  has a s tim u la t­
in g  e f fe c t  on th e  sp in a l cord . The a c tio n  of Amphetamine in  
p roducing  anorexia i s  alm ost c e r ta in ly  a c e n tra l e f f e c t  and has 
been c o rre la te d  w ith  the depression  of sense o f t a s t e  and smell 
r e s u l t in g  from th e  drug. T h is, however, does not com pletely  ex p la in  
th e  phenomenon. A ddiction to  th i s  drug i s  w ell recognised  and 
occurs p r im a rily  in  psychopaths. The drug may be ob tained  from 
in h a le r s .  Alcohol and B arb itu ra te  ad d ic ts  freq u e n tly  abuse 
Amphetamine. The u su a l s in g le  dose taken  by the ad d ic t i s  100-230 mgms. 
and i t  may be repeated  once o r tw ice a day. Such amounts cause 
an o rex ia , insomnia, marked re s t le s s n e s s ,  i r r i t a b i l i t y  and 
ag g re ss iv en ess . Toxic psychoses may occur and a re  c h a ra c te r iz e d  
by a g i ta t io n ,  au d ito ry  and v isu a l h a llu c in a tio n s  ( s im ila r  to  those 
o f cocaine in to x ic a t io n ) ,  and parano id  d e lu s io n s .
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A c h a ra c te r is t ic  abstinence syndrome does no t develop 
when Amphetamine i s  abrup tly  withdrawn, but depression  trem ors 
weaken and g a s tr o - in te s t in a l  symptoms have been observed in  some 
in d iv id u a ls .

Tolerance i s  w ell recognised , and one in d iv id u a l c i te d
in  th e  l i t e r a tu r e  took 230 mgms. a day fo r  f iv e  y e a rs , bu t then
developed an acute h a llu c in o s is .

M eratran, from our s tu d ie s , by comparison w ith  the 
Amphetamines appears to  have a much more in s id io u s  a c tio n  and 
th e  s tim u la tin g  e f f e c t ,  although not q u ite  so g re a t , i s  more 
su s ta in e d . The e f fe c ts  of th e  drug wear o ff  in s id io u s ly  as w e ll, 
and th e  depression  and n let-down" of Anphetamine i s  conspicuously 
ab sen t. The in s id io u sn ess  of ac tio n  i s  ap t to  conceal th e  in ten se  
s tim u la tio n  which does occur.

M eratran has l i t t l e  or no e f fe c t  on a p p e tite  and r a r e ly
causes insom nia, which i s  such a  freq u e n t, u n d esirab le  s id e -e f fe c t
o f th e  Anphet amine s . I t  does not appear to  have any of th e  
sympathamimetic p ro p e r tie s  of Anphetamine and these  a re  conspicuously  
a b se n t. T a lk a tiv en ess , which so freq u en tly  accompanies even 
th e ra p e u tic  doses of Anphetamine, i s  r a re ly  seen in  M eratran 
Therapy and then u su a lly  in  the  c o n s ti tu tio n a lly -a n x io u s .

The s i t e  of ac tio n  of M eratran would appear to  be confined 
to  th e  su b -c o rtic a l c en tre s , whereas in  ad d itio n  to  i t s  p e r ip h e ra l 
a c tio n  Amphetamine a c ts  on the co rtex .

Both drugs can cause d istu rbances which are  s im ila r  to  
th o se  encountered in  th e  psychoses. My experience i s  th a t  th i s  
tendency i s  only d isp layed  on very la rg e  doses of Anphetamine, 
whereas in  the p re sen t work th e  most in tense  d istu rbance  re s u lte d  
from sm all, th e ra p eu tic  dosage of M eratran. Even in  dosage which 
i s  s u f f ic ie n t  to  cause a "blow-up" of an x ie ty , o r in  a c o n s t i tu t ­
io n a lly -d isp o sed  person , Meratran very  ra re ly  causes any of the b o d ily  
m an ife s ta tio n s  o f anx ie ty . Tolerance to  M eratran i s  very  s l ig h t  
and, as  y e t ,  ad d ic tio n  i s  unknown.

A comparison of the T herapeutic Range i s  in te r e s t in g  and, 
d e sp ite  th e  recency of M eratran, i t  i s  ra p id ly  en larg ing  in  
th e ra p e u tic  scope.

The Americans (Eabing) have reported  the e f fe c t iv e  use 
o f  M eratran in  N arcolepsy, but I  have not been able to  confirm  th i s  
due to  lack  of c l in ic a l  m a te ria l, ^ t i s  claimed th a t  th e  drug i s  
even more e f fe c t iv e  than  the  Amphetamines, The e ffe c tiv e n e s s  of 
Amphetamine in  the  treatm ent of the p h y sica l d is tu rb an ces , e .g . ,
Oculo—gy ra l c r is e s  of p a ra ly s is  a g ita n s , i s  not r iv a l le d  by M eratran. 
So f a r  as i s  known, Meratran i s  of no value in  th i s  co n d itio n  p e r se .
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Mera.tra.-n seems su p erio r, in  my experience, to  Amphetamines 
in  the trea tm en t 01 Spasmodic T o r t ic o l l is  and Blepharospasm.

Amphetamine i s  of use in  the trea tm en t of chronic a lco h o lis
in  a s s is t in g  p a tie n ts  to  a b s ta in . This claim  i s  a lso  made fo r
M eratran. I  am unable to  a ssess  th e i r  re sp ec tiv e  value in  th i s  
c o n d itio n , as X have l i t t l e  experience. So, a lso , fo r  th e  r e l i e f  
o f A lcoholic  "hang-over" . Both drugs have t h e i r  main f i e ld  in  the
trea tm en t of Reactive D epression. They can both  be used in  combina­
t io n .  Both a re  la rg e ly  u n su itab le  fo r  use in  Endogenous D epression.

The Amphetamines have been found u se fu l in  a whole range 
o f A breactive procedures, alone or in  combination w ith  CO2  o r e th e r ,  
e .g . ,  th e  Traumatic H y ste rica l Syndrome, o r A nxiety S ta te s  in  an 
o bsessional s e t t in g . Work along th ese  l in e s  i s  p roceed ing , but so 
f a r  no inform ation  can be adduced to  show th a t  M eratran has any 
r e a l  ab reac tiv e  p o s s ib i l i t i e s .

Anphet amines Intra-V enously  have been found u s e fu l a s  a 
p u re ly  p h y s ica l trea tm ent of chronic sk in  co n d itio n s . So f a r ,  the  
analogous value o f M eratran i s  uhknown. Amphetamines In tra-V enously  
have a value in  the  d iagnosis  of Stupor and may re le a se  h e re to fo re -  
hidden schizophrenic symptoms. The value of M eratran here i s  unknown 
M eratran i s  su p e rio r , in  my experience, to  Anphetamines in  the  
trea tm en t of Post-Leucotomy Anergia.

I t  i s  a lso  su p e rio r in  combating the  Lethargy of Reserpine 
s in c e , u n lik e  the  Anphet amines, i t  does not e lev a te  th e  b lood 
p re s su re .

Amphetamines are of value in  th e  trea tm ent of po ison ing  
by d ep ressan ts : no inform ation  i s  a v a ila b le  on th e  value of M eratran 
in  such cases .

Amphetamines.,. by th e i r  tendence to  produce Insomnia and 
stav e  o ff  f a t ig u e , were found of value in  th e  exigenice® o f  war.
I t  i s  doub tfu l i f  M eratran i s  of any value under such circum stance® . 
The value  of Anphet amines in  reducing o b esity  i s  not p a ra l le le d  by 
any s im ila r  a c tio n  of lV3e ra tra n  as i t  does not a f fe c t  th e  a p p e ti te .

Ajnphetamines have a wide use due to  a lo c a l vaso­
c o n s tr ic t iv e  a c tio n  in  the  trea tm en t of congestion  o f the  mucosa 
o f  the  re s p ira to ry  t r a c t .  Such therapy i s  w idely enployed in^ 
hay—fe v e r , acute  coryza, acute s in u s i t i s  and vasomotor r h i n i t i s .
They are  a lso  of value in  O rth o s ta tic  H ypotension. Anphet amines 
gjr.0 qp value  in  th e  treatm ent ol en u re s is . M eratran has a lso  been 
used in  t h i s  condition  w ithout d e f in i te  conclusive r e s u l t .
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The value  of Amphetamines in  p e t i t  mal as an adjuvant 
i s  w e ll known.

M eratran has no comparable a c tio n , b u t i t s  va lue  in  
combating the  le th a rg y  of an ti-co n v u lsan ts  i s  reco g n ised .

Amphetamine i s  of d e f in i te  va lue  in  th e  trea tm en t o f 
Behaviour D isorders in  ch ild ren  w ith  E.E.G. ab n o rm a litie s .

I t  i s  o f s im ila r  value in  th e  Dysrhythmic A ggressive 
Behaviour D isorder of A du lts . No knowledge i s  a v a ila b le  about 
M eratran in  such co n d itio n s . Both drugs have very  l i t t l e  
p rev en tiv e  value ip. M igraine.

The value  of Amphetamine in  Dysmenorrhoea and th e  Nausea 
and Vomiting of E arly  Pregnancy i s  recogn ised . The a c tio n  o f 
M eratran in  th ese  cond itions i s  unknown.

SUMMARY OF FINDINGS.

There seems l i t t l e  doubt th a t  in  M eratran a 
va luab le  th e ra p eu tic  agent has been d iscovered  which, by th e  absence 
o f s id e - e f f e c ts ,  prom ises to  be su p erio r to  any s im ila r  drug a t  
p re sen t a v a ila b le . The drug, however, has serio u s  l im ita t io n s ;  
in  p a r t i c u la r ,  i t s  tendency to  exacerbate an x ie ty , and th e  nec­
e s s i ty  fo r  exact d iag n o stic  fin d in g s  b e fo re  i t  i s  ex h ib ite d ; 
moreover, th e  occurrence of p sycho tic  d is tu rbance  on even minimal 
dosage of th e  drug i s  rep o rted . N ev erth e less , th e  drug seems 
su p e rio r in  th e  trea tm en t, fo r  example, o f Spasmodic T o r t ic o l l i s ,  
Post-Leucotomy A nergia, Blepharospasm, and c e r ta in  R eactive  
D epressions, to  any o th er substance a t  p re sen t a v a ila b le . L ike­
w ise , i t s  value i s  apparent in  the trea tm en t of D epression 
r e s u l t in g  from p h y sica l d isea se . I t s  value in  th e  trea tm en t of 
Endogenous D epression i s  not confirmed; however, t h i s  does not 
sev e re ly  r e s t r i c t  i t s  use as m ore-o r-less e f fe c t iv e  methods of 
trea tm en t are av a ilab le  in  such co n d itio n s .

In  th e  p re sen t s ta te  of our knowledge the problem would 
appear to  be whether t h i s  drug should be made a v a ila b le  g e n e ra lly , 
and widespread use advocated. My fe e l in g  in  the  m a tte r i s  th a t  
such a move i s  prem ature, and th a t fu r th e r  in v e s t ig a tio n  o f i t s  
p ro p e r t ie s  should be undertaken. I  f e e l  th a t  the  a n x ie ty - 
exacerbating  p ro p e n s itie s  o f t h i s  drug, d e sp ite  th e  e ffe c tiv e n e s s  
o f com bination to  p reven t t h i s ,  m itig a te s  ag a in s t i t s  genera l use 
(a lth o u g h  i t  i s  a t  p re sen t w idely av a ilab le  in  A m erica). The 
occurrence o f psychotic  d is tu rb an ce , I  f e e l ,  enhances th e  re levancy  
o f th e  s tr e s s in g  of i t s  dangers.
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