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Results,--The Figu re  represen t s  t he  t yp i ca l  response  
cu rves  of (t) n o r m a l  sub jec t  g iven  saline,  (2) n o r m a l  
sub jec t  g iven  secre t in  and  (3) p a t i e n t  w i t h  p a n c r e a t i c  
disease g iven  secret in.  The  h i s tog rams  show t h a t  t he  
no rma l  response to  secre t in  is an  increase in the  u r i n a r y  
v o l u m e  sod ium and alkal i  exc re t ion ,  t he  m a x i m a l  
ra tes  of excre t ion  occur r ing  in the  first  10 rain fol lowing 
in ject ion.  There  is a r ap id  r e t u r n  to normal ,  The  p a t i e n t  
w i t h  panc rea t i c  disease shows a smal le r  and  de layed  
v o l u m e  sod ium and alkal i  excre t ion ,  which  is m a x i m a l  
in the  second or th i rd  10 min  per iod fol lowing in jec t ion .  

The  Tab le  summar i ses  t he  resul ts  ob ta ined  in t he  
52 expe r imen t s  pe r fo rmed .  These  resul ts  are r ecorded  as 
t he  differences be tween  t h e  quan t i t i e s  exc re t ed  in t he  10 
rain per iod  i m m e d i a t e l y  be/ore the  in jec t ion ,  and  t h e  
10 min  per iod  i m m e d i a t e l y  following the  i n j e c t i o n .  

N o r m a l  sub jec t s  show a s t a t i s t i ca l ly  s ign i f ican t  
di f ference be tween  cont ro t  and sec re t in  response w i t h  
regard  to vo lume ,  a lkal i  and sod ium excre t ion .  T h e  
m e a n  increase in the  10 rain excre t ion  fo l lowing secre t in  
is 58 ml  ur ine  vo lume ,  0-5 m E q .  of alkal i  and  3-2 m E q .  
of sodium.  Pa t i en t s  w i t h  panc rea t i c  disease show signi- 
f i can t ly  less response  to secre t in  w i t h  r ega rd  to ur ine  
vo lume ,  alkal i  and sodium. 

As a t e n t a t i v e  e x p l a n a t i o n  of these  results ,  we sugges t  
t h a t  t h e  in i t ia l  e f fec t  of secre t in  is t he  release of pre-  
fo rmed  alkal ine panc rea t i c  ju ice  in to  t h e  d u o d e n u m ,  
where  b o t h  the  w a t e r  and  e lec t ro ly tes  are r a p i d l y  
reabsorbed  and  t h e n  e x c r e t e d  in t he  urine,  g iv ing  an  
' a lka l ine  t ide ' .  

The  v a l i d i t y  of this  e x p l a n a t i o n  is be ing  Iu r the r  in-  
ves t iga ted ,  w i th  specia l  regard  to  possible ac t ions  of 
secre t in  on gas t r ic  or  in tes t ina l  secre t ion  or renal  t u b u l a r  
funct ion.  

The  over l ap  of t he  ranges  of the  no rma l  and a b n o r m a l  
response l imits  the  possible app l ica t ion  of this  t e s t  in t he  
diagnosis  of panc rea t i c  disease. Howeve r ,  i t  is l ike ly  
t h a t  if a pa t i en t  has a m a x i m a l  normal  response severe  
p an c rea t i c  disease can  be excluded,  whereas  a nega t i ve  
response  ne i the r  p roves  nor  d i sproves  t h e  presence  of 
p an c rea t i c  insuff ic iency.  I n  d i f f e ren t i a t ing  be tween  
s t ea to r rhea  of panc rea t i c  or  in tes t ina l  origin,  th is  t e s t  
may ,  therefore ,  be  helpful ,  b u t  m u c h  fu r the r  work  is 
r equ i red  to  es tab l i sh  t h e  response  in pa t i en t s  w i t h  in- 
t e s t ina l  s t e a to r rhea  where  t he  de layed  abso rp t ion  of 
wa t e r  and  e lec t ro ly tes  m a y  affect  the  resul t  of the  seere t in  
tes t .  I n  one case of in tes t ina l  s t ea to r rhea  (non- t ropica l  
sprue) i nves t iga t ed  so far, a no rma l  response was ob- 
ta ined .  

F u r t h e r  work  on the  phys io logica l  basis and possible 
cl inical  app l i ca t ion  of th is  t e s t  is in progress  and  wil l  be 
r epor t ed  a t  a l a te r  date .  
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D. N.  BARON, FREDA NEWMAN*, 
a n d  ANN WARRICK* 

Zusammen/assung 

I n j e k t i o n  von  Sekre t in  t u f t  bei  n o r m a l e n  Versuchs-  
pe rsonen  Diuresis  und  V e r m e h r u n g  der  N a t r i u m -  und 
Alka l i -Aussche idung  hervor .  Diese ~Virkungen s ind ver-  
m i n d e r t  bei  P a t i e n t e n  m i t  chronischer  Pankrease rk ran -  
kung.  Der  m6gl iche  Meehan i smus  und  die p rak t i sche  
B e d e u t u n g  dieser B e o b a c h t u n g e n  werden  diskut ier t .  

P r i m i  ril ievi  sul la  p r e s e n z a  di corpi  di Heinz  
durante  la crisi  emol i t i ca  da f a v i s m o  

I1 p r o b l e m s  pa togene t i co  del la  a n e m i a  emol i t i ca  da 
f av i smo ~ t u t t o r a  d i b a t t u t o ;  la magg io r  p a r t e  dei 
r icerca tor i  de l l ' u l t imo  decennio,  pu r  senza  a v e r  o t t e n u t o  
f inora  d imos t raz ion i  conclusive,  si sforza di t r o v a r e  argo-  
m e n t i  in Iavore  di  una  pa togenes i  alIergica,  ed  in pa r t i -  
colare au toan t i co rpa le .  

La  d imos t raz ione  da  noi r a g g i u n t a  della p resenza  di 
corpi  di He inz  nel le  emazie  du ran t e  la erisi emol i t ica  
depone  in v ia  ana logica  c e n t r e  ques to  m o d e  di vedere.  
I n f a t t i  ques t i  corpi  sono s ta t i  l i n e r s  osserva t i  preci-  
p u a m e n t e  in forme emol i t i che  di n a t u r a  tossica (anemia 
da  feni l idraz ina  e de r iva t i ,  da  sulfamidici ,  da p r ima-  
quine  ecc.). 

Noi  li a b b i a m o  t r o v a t i  in 14 su 17 fabici  e samina t i  in 
fase emoglobinur ica ,  in una  pe rcen tua l e  di emazie  
v a r i a n t e  dal  70% al 20% nelle  p r ime  36 h dal la  inges t ione  
delle fa re ,  e da l  25% al 0% nella  g io rna ta  successiva.  
In  5 casi che al m e m e n t o  deI r icovero  non p r e s e n t a v a n o  
emoglobinur ia ,  o perch~ lievi, o perch~ giS. al la fine della 
crisi, essi c rane  assenti .  I n  a lcuni  casi, segui t i  nel  t empo,  
si ~ os se rva ta  la  p r o g r e s s i v a  d iminuz ione  e s comparsa  
dei corpi  en t r e  le 48-72 h. I n  un case in cui si ~ p o t u t o  
seguire il decorso spon taneo  della  m a l a t t i a  procras t i -  
nando  la t ras fus ione  di quas i  24 h, si & n o t a t e  che la 
d iminuz ione  in va lore  assoluto  delle emaz ie  con corpi  di 
He inz  co r r i spondeva  con suff ic iente  appross imaz ione  
alla q u a n t i t g  to t a l e  delle emaz ie  d i s t ru t t e .  Ci6 fa pensare  
che l ' az ione  e r i t ro les iva  delle f a r e  a v v e n g a  in un  solo 
t e m p o  e s is  q u a n t i t a t i v a m e n t e  d e t e r m i n a t a  fin dal-  
l ' inizio.  

F. PANIZON e G. PUJATTI 

Clinica Pedialrica dell' Universila di Sassari, il 7 agosto 
7957. 

Zusammen/assung 

Die Verfasser  haben  S p o n t a n i n n e n k 6 r p e r  bei 14 yon  17 
da rau fh in  un te r such ten ,  an  F a b i s m u s  le idenden  Kin-  
de rn  w~brend  des Anfal les  gefunden,  und  zwar inne rha lb  
der  e rs ten  36 h post ingestionem der  B o h n e n  in 70-20~/o 
der  r e t c h  ]31utk6rperchen, am, fo lgenden Tag  n u t  in 
25-0~0. In .  e inem Fal l  k o n n t e n  sie den  (durch Blu t -  
t ransfusion)  n ich t  bee inf luss ten  Ver lau f  der  K r a n k h e i t  
ve r fo lgen  und  fests tel len,  dass  die Angmie  m i t  d e m  
Schwinden  der  Innenk~Jrper e n t h a l t e n d e n  BlutkiJrper-  
chen para l le l  geht .  Sie s ind daher  der  Auffassung,  dass 
die b lu t sch i id igende  "Wirkung der  B o h n e n  u n m i t t e l b a r  
a u f t r i t t  und  yon  Anfang  a:l q u a n t i t a t i v  fest l iegt .  

Department o/ Chemical Pathology, The Royal Free 
Hospital, London, October 3, 1957. 

* Supported successively by grants from tile Royal Free HospitaI 
Endowment Fund. 

Z u m  F a b i s m u s  als  Erble iden  

Der  F a b i s m u s  is t  geograph isch  s t r eng  umschr ieben ,  
wi rd  aber  t r o t z d e m  heu t e  noch  eher  als eine al lergische 
E r k r a n k u n g  angesehen.  
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V o m  M a t e r i a l  de r  U n i v e r s i t i i t s k i n d e r k l i n i k  Sassar i  
a u s g e h e n d ,  h a b e  ich 100 F a m i l i e n  a n a m n e s t i s c h  au f  
F a b i s m u s  u n t e r s u c h t  u n d  d a b e i  fo lgende Ta t s ac tmn  
fes tges te l l t  : 

1. Das  s t a r k e  l~berwiegen  des m~Lnnlichen Geschlech-  
tes, das  m a n  a m  k l in i s chen  Mate r i a l  an t r i f f t ,  i s t  nu r  an  die 
grSssere Schwere  de r  E r k r a n k u n g  bei  den  K n a b e n  ge- 
b u n d e n .  

2. Die gr6ss te  Zah l  de r  F~tle  m a n i f e s t i e r t  s ich b i n n e n  
der  e r s t en  f i inf  L e b e n s j a h r e .  

3. Bet  77% de r  F~ille s ind  be ide  E l t e r n  normal ,  bet 
21% eines u n d  be t  2 %  be ide  gegen  die B o h n e n  fiber- 
empf ind l i ch .  

4. Die g e f u n d e n e n  F r e q u e n z e n  de r  be fa l l enen  Kin-  
de r  s t i m m e n  g u t  m i t  den  n a c h  BERNSTEIN b e r e c h n e t e n  
t iberein,  u n d  zwar  s ind  y o n  den  K i n d e r n  ge sunde r  
E l t e r n  }i, v o n  d e n e n  e ines  k r a n k e n  ½ und  von  d e n e n  
be ide r  k r a n k e n  E l t e r n  al le  befa l len .  

D a r a u s  m 6 c h t e  ich schl iessen,  dass  der  F a b i s m u s  als 
e in  rezess ives  E r b l e i d e n  a n z u s e h e n  ist,  m i t  h o h e r  Pene-  
t r a n z  u n d  b e i m  m i i n n l i c h e n  G e s c h l e c h t  s t / i rkerer  E x -  
p re s s iv i tg t .  De r  g e f u n d e n e  E r b g a n g  e n t s p r i c h t  n i c h t  d e m  
ti ir  die Al lergic  yon  a n d e r e r  Sei te  vorgesch lagenen .  

E.  SARTORI 

Kinderklinik der Universitiit Sassari (Italien), 10. Au- 
gust 1957. 

Summary 

Ana lys i s  of 100 famil ies  w i t h  a t  l a s t  one  a f fec ted  
o f f sp r ing  seems  conc lus ive  for t he  a s s u m p t i o n  t h a t  
f av i sm is a n  i n h e r i t e d  c o n d i t i o n  a n d  t h a t  t he  respons ib le  
gene is a recess ive  one.  The  p e n e t r a n c e  of the  gene seems 
to be  h i g h  a n d  t he  expres s ion  s t r o n g e r  in males.  

R e c e n t  pharnaacologica l  i n v e s t i g a t i o n s  on  a n i m a l s  
t h r o w  some l ight  upon  these  cl inical  resul ts .  W e  descr ib -  
ed p rev ious ly  z e x p e r i m e n t s  in which  m e p a c r i n e ,  pro-  
guan i l  and  p r i m a q u i n e  were e x a m i n e d  in r e g a r d  to t h e i r  
ac t ion  on the  f o r m a l i n e - a r t h r i t i s  of r a t s ;  t he  r e su l t s  
o b t a i n e d  i nd i ca t ed  t h a t  these  a n t i m a l a r i a l s  possess  a n  
in t ens ive  unspeci f ic  a n t i i n f h t m m a t o r y  ac t ion .  \Ve be-  
l ieve t h a t  th i s  q u a l i t y  is in ques t i on  w h e n  r h e u m a t i c  
disorders ,  l upus  e r y t h e n m t o s u s ,  etc. ,  are t r e a t e d  w i t h  
an t ima l a r i a l s .  Our  e:trl ier a n i m a l  e x p e r i m e n t s  were  
car r ied  ou t  u n d e r  a n e s t h e s i a  (I 0(I m g / k g  s u l ) c u t a n e o u s l y  
of N u m a l  'Roche ' ) .  \Ve h a v e  now i n v e s t i g a t e d  t h e  ef fec ts  
of m e p a e r i n e  and  e h h m l q u i n e  on u n , m e s t h e t i z e d  an ima l s .  
For  each  s u b s t a n c e  10 or 20 a n i m a l s  were  used.  Mepa-  
c r ine  or  ch lo roqu ine  were g iven  b y  in tmth ,  and ,  e x a c t l y  
30 rain la ter ,  i n f l a m m a t i o n  was i nduced  b y  t h e  sub-  
c u t a n e o u s  in j ec t ion  of 0.1 1nl of  3 %  fo rma l in  i n to  a 
h i n d  paw.  E x a c t l y  135 rain a f t e r  t he  in jec t ion ,  t he  
an ima l s  were ki l led;  t he  t)aw a n d  i ts  u n i n f l a m c d  fel low 
were  i m m e d i a t e l y  a m p u t a t e d  a n d  t h e i r  wf lumes  de-  
t e rmined .  The  d i f ference  of these  wf lumes  gave  t h e  
wf lume  of swell ing caused  b y  t he  i r r i t a n t .  T h e  a n t i -  
i n f l a m m a t o r y  eff icacy of t he  a n t i m a l a r i a l s  t e s t e d  was  
e s t i m a t e d  by  c m n p a r i s o n  of t he  v o l u m e  of  swel l ing  in 
these  an ima l s  w i th  t h a t  s imi la r ly  p roduced  in con t ro l  
an ima l s  which h a d  no t  rece ived  a n y  a n t i - i n f l a m m l t t t ) r y  
t r e a t m e n t ,  

T h e  resul t s  are s u m n m r i z e d  in t he  Table .  T h e y  indi -  
ca te ,  t h a t  the  unspecif ic  inhi l f i t ion  t>f i n f l a n m m t i n n  b y  
a n t i m a l a r i a l s  as well in u n a n e s t h e t i z e d  as in a n e s t h e t i z e d  
a n i m a l s  co r responds  to the  a n t i - i n f l a m m a t o r y  i n t e n s i t y  
of cor t i sone  u n d e r  the  same  c(mdit i tms.  

R, I)(}MF.NJOZ a n d  \V. "I'IIF.OI~AI.I) 

Pharmacological Laboratories, J, R. Geigy, Basle, 
September 16, 1957. 

A n t i m a l a r i a l s  i n  R h e u m a t o i d  A r t h r i t i s  

D u r i n g  t he  l a s t  few yea r s  a n u m b e r  of a u t h o r s  h a v e  
descr ibed  t h e  use of a n t i m a l a r i a l s  in  t he  t r e a t m e n t  of 
r h e u m a t i c  d i so rde r sL  

Lancet 1957/I, 414. - J. ]~SCARPENTIER-ORIoL, A. CARRERAS- 
BAYL.'s, and M. SARIOLS-GoMEZ, Mcdizinische 1955, 1083. - J. Fo- 
RESTIER and A. CERTONCINY, Rev. Rhum. °.1,395 (19541. -A.  FRI.;ED- 
MAN, Ann. Rheum. Dis. 16, ~251 (19561. -A .  FREEDMAN and F. BAclI, 
Lancet 1952[II, 3'21. - CH. GRUPPER, Bull. See. franq~. Derm..5. ,1'23 
(1954). - G. G. HA'VDU, Amer. J. reed. Sci. 22~i, 71 (19531. - W. Hm.f, 
and L. PARR, VIIIe Congr?~s International du Rhumatismc, Gcn~ve 
1953. - J. LACAP~.RE, H. MOrnER, and G. VIAL, RCV. Rhum. 21~ 
389 (19541. - X. VILANOVA, Klin. Wschr. 32, 905 (1954), 

Zft.~alllllll'H/¢lgS1¢11[~ r 

Mit  Ma la r i ami t t e ln  k (mnte  :tin F(wm;t l in6detn  t ier 
R a t t e  in e iner  l)osis yon  50 m g / k g  per os sowohl  bet 
na rko t i s i e r t en  als at tch bet n i c h t n a r k o t i s i e r t e n  T ie ren  
eine unspezif ische en t z i i ndungshemnaen( l e  K o m p o n e n t e  
nachgewiesen  werden,  I)ie l t l t ens i t ' a t  de r  inhibi t (~r ischen 
W i r k n n g  e n t s p r a c h  dabe i  tier l ' . ' n t z i i n d u n g s h e m m u n g  
w m  2 X 50 m g / k g  Cort isml.  Unse r e r  A n s i c h t  n a c h  
dt i r f te  dieser unslx~zifische ant iphl t~gis t i sche  Igffekt bet  
der  B e l u m d l u n g  r h e u m a t i s c h c r  Affe l i t ionen,  des I .u lms  
e r y t h e m a t o d c s  usw. mi t  M a l a r i a m i t t e l n  zur  G e l t u n g  
k o m m e n .  

2 11, I)oMr:t~JOZ, Sere. llGp. Paris 31, ~7o:1 (1955). - W. 'I'm:O- 
LIALI, ~ ~:lllil R, ])OMI,:NJOZ, Dlsch. nwd, J, 6, 5:1 (1955). 

'Fornlalille oedctna' (ff rats 

Substances 

Doses in mg/kg oral ly .  
Subcutaneously 
Number of animals 
Volume of swelling in mm a . . 
a 4 -  
e 4 -  
Significant Difference. 
Inhibi t ion in % in compari- 

son to unt rea ted  controls . . 

Cortisone 

2 × 5 0  
20 

124 
78-28 
17-50 

6-32 

54 

Under anesthesia 

Mepacrine CMorguanid 

50 50 

20 20 
115 1t6 

48.69 47.88 
10.89 10.71 

8.44 8.44 

57 57 

Priluaquine 

50 

20 
123 

55-40 
12-38 
74)0 

54 

Without ancst]wsia 

Cortisone Mepaerhm 

.5t) 
2 x 50 

211 10 
191 216 

814i8 68.95 
18.26 21-81 

3.85 6. I 

33 38 

CMoroquine 

5t) 

20 
21[ 

(~1.94 
13-85 
4.(~3 

37 

Exper. 3 


