
RESTRICTED 1514 Bull .  Blood S u b s t i t u t e s  
' 1  

' APPENDIX 111. J 

PROPOSED FROTOCOL OF STUDY GN VALUE JF 'CONCENTRATED GAMMA GLOBULIN 
FROM COPJVALESCENT SCARLET FEVER SERWD/i COLECTED AT GREAT AAl'iES NAVAL 
TRAINING STATION FRObi PATIENTS SUFFERING IlI'iEDGlLINkNTLY FRhIl TYPE 17 
HEijIOLYTIC STREPTOCOCCUS INFECTION. 

A t  a conference c a l l e d  by t h e  Nat iona l  Research Council  on 16 h1ay 1945 under 
t h e  chairmanship of Dr, A. R. Dochez, it was recormended t h a t  a study of t h e  
e f f e c t i v e n e s s  of t h e  gamma g l o b u l i n  prepared from convalescent  s c a r l e t  f eve'? serum 
obtained a t  t h e  Great Lakcs Naval Tra in ing  S t a t i o n  be made along t h q ' f o l l o w i n g  l i n e s :  

( 1  I 

1, Place  of Study. n s i n g l e  s t a t i o n ,  where Type 17 i n f e c t i o n s  a r e ' b r e v a l e n t .  
The Great 'Lakcs Naval Tra in ing  S t a t i o n  appears  t o  be s u i t a b l e  a t  t h e  rdomehb. 

2, Tine f o r  Study. Since hemolyt ic  s t rep tococcus  i n f e c t i o n s  are 'still pre- 
v a l e n t  a t  Great Lakes and t h e  f i r s t  l o t  of gamma g l o b u l i n  w i l l  be ava i l aBle  i n  a c 

few days,  it seemed wise t o  begin t h e  s tudy  as soon as poss ib l e  t h i s  $dr, 

3. S e l e c t i o n  of Cases. It  was recommended t h a t  (a) g l o b u l i n  be used f o r  
t r ea tmen t  and- not  f o r  prophylaxis ,  (b )  ca ses  of s c a r l e t  f e v e r  on ly  be s tud ied  re- 
g a r d l e s s  of s e v e r i t y  on admission. 

4, Segrega t ion  of Cases. It was recommended t h a t  s t r e p t o c o c c a l  typ ing  on 
t h e  cases  be c a r r i e d  out as promptly as p o s s i b l e  and t h a t  a l l  cases not  due t o  
Type 17 be removed t o  o t h e r  wards as soon as, t h e y  c a n , b e  i d e n t i f i e d  i n  o rde r  t o  
reduce c ros s - in fec t ions ,  
s tudy,  
under t h e  supe rv i s ion  of t h e  same i n d i v i d u a l s  and under t h e  same gene ra l  cond i t ions .  

These' cases  would..be followed l i k e  o t h e r  p a t i e n t s  i n  t h e  
It w a s  recommended t h a t  cases  i n  all t h e s e  groups (see s e c t i o n  5) be kept  

5 4  Groups for Study. It was recomniended t h a t  t h e  s u b j e c t s  of t h e  s tudy  be 
d iv ided  i n t o  t h r e e  groups,  according t o  t rea tment  s e l e c t e d  i n  ro ta t i .on  as f a r  as 
is p r a c t i c a b l e  : 

Group I,  Gama globul in;$ 

Croup 111. Untreated controls-;*-;i. 
. Group 11. P e n i c i l l i n  , 

, 
I 6, Dosage - Group I. Ganma Globulin.  S u f f i c i e n t  g l o b u l i n  should be g iven  

in t r amuscu la r ly  a t  one t ime t o  g ive  a dose of 9,000 n e u t r a l i z i n g  u n i t s  of s c a r l a -  
t i n a l  a n t i t o x i n  ( t h i s  r e p r e s e n t s  a dose of 30 cc,  of t h e  f i rs t  l o t ,  IIGISF3). 

Group 11. P e n i c i l l i n .  i, r ~ i i n h m  of 120,000 u n i t s  d a i l y  should be 
g iven  i n  d iv ided  doses  in t r amuscu la r ly  f o r  t e n  days.  

* P e n i c i l l i n  should be g iven  i f  p reva len t  complicat ions develop i n  p a t i e n t s  of 
Groups I or 111, 

x+ If some of the  u n t r e a t e d  cases become s o  severe t h a t  t rea tment  i s  r equ i r ed ,  it 
is urged t h a t  p e n i c i l l i n  and gamma g l o b u l i n  be g iven  t o  a l t e r n a t e  cases  i n  t h i s  
ca t egory  , 
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7. C l i n i c a l . a n p  Laboratory:Studies .  It wap, . fe l t  t h a t  t h e  oppor tun i ty  presented  
by t h i s  s tudy 'was  so  unique and ' ,so important  t h a t  a g r e a t  d e a l  of e f f o r t  should be 
devoted t o  'very c l o s e  observa t ion  of t h e  p a t i e n t s  from a l l  p o i n t s  of view, 
t o  accomplish thisi,[ i t  was recormended t h a t  a group composed of s p e c i a l l y  q u a l i f i e d  
personnel  be ass igned  t o  t h i s , p r o j e c t .  

( a )  Per iod of Observation. Because rheumatic f e v e r  tends'  t o  appear l a t e  i n  

I n  order  

1 . ,  . .  . ,  

convalescence,  p a t i e n t s  should be he ld  i n  t h e  wards f o u r  weeks and then  
followed ' f o r  s e v e r a l  weeks t h e r e a f t e r  as c l o s e l y  as p o s s i b l e ,  /. 

(b)  C l i n i c a l  Observation. It was reconmended . t h a t  ;i kpeciak c h a r t  be designed . -- t o  f a c i l i t a t e  t h e  record ing  of f requent  observa t ions  on each p a t i e n t  i n  
t h e  s tudy ,  

S p e c i a l  a t t e n t i o n  should be pa id  t o :  

1) Temperature, r a s h ,  and g e n e r a l  t o x i c i t y ,  p a r t i c u l a r l y  i n  t h e  e a r l y  
I phase of t h e  d i sease .  

' 

2) Accurate record  of t h e  pu l se  ra te  (not  recorded soon a f t e r  
walking about  ward o r  smoking). 

3 )  S i z e  and t ende rness  of lymph nodes. 

4 )  Appearance of t h r o a t .  

5 )  Condit ion of j o i n t s .  

6)  Heart a c t i o n  and sounds. 

7) The appearance of pu ru len t  and l a t e  non-suppurative 
complications.  

( c )  Laboratory S t u d i e s ,  

1) Urine.  Routine and microscopic examination on admission, once 
weekly, and more o f t e n  i f  i nd ica t ed .  

2)  WBC. T o t a l  and d i f f e r e n t i a l  counts  on admission and i f  t h e r e  - 
i s  evidence of complicat ions.  

3 )  Erythrocyte  Sedimentat ion Rate, On admission and once a week - 
t h e r e a f t e r .  

4 )  Elec'tpo cardiogram. On admission, a f t e r  one week, and twice 
weekly t h e r e a f t e r  ( t h e  importance of s p e c i a l l y  t r a i n e d  per- 
sonnel  was emphasized), 

5 )  B a c t e r i o l o a .  Cu l tu re s  of nose and t h r o a t  on admission and once 
weekly wi th  typ ing  of t h e  hemolytic s t r e p t o c o c c i  found, 

6 )  Immunological S tud ie s .  Because of  t h e  unique oppor tuni ty ,  it 
was recommended t h a t  a t  least  5 CC. of s t e r i l e  serum be c o l l e c t e d  
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on admission and once a week thereaf te t ' .  from 25 p a t i e n t s  i n  each of 
Groups I, 11, and 111. 
i n t e r e s t e d  c o l l a b o r a t o r s  o r  by members of t h e  s tudy  group, 

This  should be s tored  a t  5' C. u q t i l  YFed by 
. ' 

8. Co l l ec t ion  of Addi t iona l  Convalescent Serum. It w a s  f e l t  t h a t  it ,would be 
advisabl?  t o  cont inue  t o  c o l l e c t  blood from convalescents  at t h e  Great ,Lakes 
Naval Tra in ing  S t a t i o n  f o r  f r a c t i o n a t i o n  undei. D r .  Cohn's c o n t r a c t  wi;th!the OSRD 
i n  o rde r  t o  have material a v a i l a b l e  f o r  t h e  next season. \ I  

8. Personnel  f o r  Study. Because of t h e  va lue  of t h e  m a t e r i a l ,  t h e  unique 
o p p o r t u a t y ,  and t h e  amount of work involved,  it wa.s reconmended Lhat a d d i t i o n a l  
s p e c i a l l y  q u a l i f i e d  personnel  be ass igned  t o  t h e  study. ' k 

. . .  

For t h e  Conference by 

1 .  

. .  
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