
November 11, 1974 

Dr. E. J. Eichwald, Editor 
Principal Editorial Office 
Bepartment of Pathology 
The University of Utah Medical Center 
Salt Lake City, Utah 84112 

Dear Doctor Eichwald: 

I return the enclosed manuscript for re-consideration in the 
light of revisions made at the suggestion of your reviewers. 
As you saggested, I shall outline what steps were taken to meet 
their criticisms. I also return a copy of the criticisms with 
annotations so that you may conveniently follow my responses. 

Review I: This review was most kind and the 4 points raised 
were all resolved. 

Review I1 
1. The revue raises the question of the similarity of the 

system to the A80 system which is the basic question pxoposed by 
the paper, ie can one use a study of natural heterophile immunity 
tlh make any deduction regarding the presence or absence of the 
antigen. We hypothesized that one could and tested that hypotheses 
in 41 renal transplants. This is discussed on Page , paragraph 
and throughout pages of the manuscript. We have 
previously published unequivocal evidence that individuals with 
anti-BT-A in their sera do not have HT-A in their kidneys 
(ref. 4 of the bibliography). I fear that the difficulty in 
establishing the presence of HT-A in tissues was not clear and 
have added a clarifying statement on the introduction (Page 
paragraph , final sentence). 

2,4 The introduction summarizes salient features of earlier 
work in which the figure of 72% was observed. A clarifying phrase 
was added to sentence- , paragraph , page . As to which 
figures are correct, I can only respond by saying that all are 
correct. 
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3 .  Natural  immunity i s  genera l ly  def ined a s  t h a t  immunity 
requi red  i n  t h e  absence of purposeful o r  planned immunization. 
W e  a r e  by d e f i n i t i o n ,  r epor t ing  i n  t h i s  paper a s tudy of  n a t u r a l  
immunity i n  over 900 people. The f a c t  t h a t  t h i s  n a t u r a l  i m u n i t y  
decl ined with age i s  an observed f a c t  i l l u s t r a t e d  i n  Figure 2. 
W e  do n o t  know i t s  cause nor have w e  specul&hed upon it, V?e s a i d  
( l a s t  sentences,  page , f i r s t  sentence,  page ) t h a t  t h e  
discrepency i n  t h e  incidence of no he te roph i l e  immunity i n  t h e  
genaabl population (27.6%) add t h e  population below t h e  age of  2 1  
(154) w a s  due t o  t h e  observed dec l ine  i n  immunity wi th  advancing 
age. The observat ion i s  discussed a t  t h e  
where it is  s p e c i f i c a l l y  s t a t e d  thatthhe"etio1oqy--is unknown". 

4 .  W e  c e r t a i n l y  do no t  see how anything w e  have w r i t t e n  would 
l e a d  to  t h e  inference  t h a t  "only t h e  15% without antibody possess 
t h e  appropr ia te  ant igen",  It  i s  t h e  population with anti-HT-A 
t h a t  does no t  have t h e  ant igen  (maximum observed 30%) and t h e  
populat ion without  anti-HT-A which "possibly does (maximum 70% 
b u t  c e r t a i n l y  less i n  r e a l i t y ) .  we discussed this concept on 
page , paragraph , 80% of page , page - paragraph 
and page - paragraph 

5. The terms which a r e  confusing t o  t h e  reviewer a r e  c l e a r l y  
def ined on page , paragraph of t h e  manuscript. They a r e  
used throughout the paper t o  conform p r e c i s e l y  t o  these  d e f i n i t i o n s .  
One change w a s  made. P!e have i n  t h e  p a s t  genera l ly  r e f e r r e d  t o  
r e j e c t i o n s  r e l a t e d  t o  he terophi le  immunity as he te roph i l e  r e j e c t i o n s .  
I t  probably i s  more p rec i se  to a?- them HT-A r e j e c t i o n s .  
Therefore,  t h e  t i t l e  of t h e  l a s t  sec t ion  i n  ma te r i a l s  and methods 
was changed t o  read, "Diagnosis of NT-A r e j ec t ion" .  ( page 
paragraph 

6 .  We apologize f o r  omi t t ing  a s ta tement  regarding t h e  
examination of  absorbed s e r a  on sheep erythrocytes ,  This  was, of 
course,  always done and t h e  appropr ia te  sta-ent was i n s e r t e d  
(Page , paragraph , f i n a l  sentence) .  However, it must be 
r e c a l l e d  t h a t  only 13% of human sera agg lu t ina te  sheep e ry th rocy tes  
y e t  sheep ery throcytes  absorb t h e  a n t i - r a t  hemagglutinins i n  a much 
l a r g e r  percentage of sera. That phenomenon was discussed i n  
d e t a i l  i n  an earlier publ ica t ion  (Bibliography reference)4/ )  
The e s s e n t i a l  po in t  which t h e  reviewer at tempts  t o  r a i s e  here  i s  
a good one although he has no t  thought it through. I be l i eve  what 
he meant t o  ask is ,  "Since b a c t e r i a l  (o r  r e n a l )  an t igens  a r e  t h e  
homologous ant igens ,  and t h e  sheep and r a t  e ry throcyte  ant igens  
are heterologous,  why i s  t h e  phenomenon descr ibed n o t  a r e s u l t  of 
a change i n  a v i d i t y ,  o r  a 'narrowingq of s p e c i f i c i t y  of t h e  
he te roph i l e  antibody, perhaps produced by heightened immunity?" 
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This  i s  a p o s s i b i l i t y  which cannot  be  excluded. FIowever, i f  it 
is  t r u e ,  there s t i l l  must be a d i f f e r e n c e  between t h e  he te ra logous  
sheep and r a t  e ry th rocy te  an t igens ,  t o  account f o r  t h e  d i f f e r e n c e  
i n  abso rp t ion  c h a r a c t e r i s t i c s  o f  t h e  s e r a ,  i e  the r e a c t i v e  s i t e s  
on t h e s e  cells may be  very  s i m i l a r  b u t  do d i f f e r .  Thus, when t h e  
ant ibody popula t ion  of a serum i s  such t h a t  it f u l f i l l s  o u r  
criteria of  con ta in ing  Anti-EX-A and anti-HT-A it can be s a i d  t o  
c o n t a i n  t w o  s p e d i f i c i t i e s  even though it i s  produced a s i n g l e  
an t igen .  This  is  i n  accord w i t h  t h e  t i m e  honored s e r o l o g i c  
p r i n c i p l e  t h a t  t h e  s p e d i f i c i t y  of populat ion o f  a n t i b o d i e s  i s  
determined by t h e  an t igens  wi th  which they  r e a c t ,  n o t  t h e  a n t i g e n  
which s t i m u l a t e d  t h e i r  production.  

7. T h i s  i s  an  i n c o r r e c t  i n t e r p r e t a t i o n  by t h e  reviewer which 
i s  d i scussed  i n  Sec t ion  4 .  

8. On Page , paragraph w e  d e s c r i b e  t h e  sera s tud ibd  and 
state t h a t  sera from t r a n s p l a n t a t i o n  family  groups and  cadia an 
family groups w e r e  s tud ied .  

9. This  s e c t i o n ,  regard ing  the Diagnosis o f  IIT-A r e j e c t i o n ,  
w a s  c l a r i f i e d .  

10.  I b e l i e v e  the reviewer ques t ions  the p r o p r i e t y  o f  c a l l i n g  
Non-HT-A r e j e c t i o n  HL-A r e j e c t i o n .  H e  i s  probably c o r r e c t  and 
t h i s  change was made (Page , paragraph . A c l a r i f y i n g  s ta tement  
w a s  a l s o  placed i n t o  t h e  d i scuss ion  (Page , paragraph ) . 

11. These o b j e c t i o n s  a r e  man i fe s t ly  ebsurd.  This paper is n o t  
about  r e j e c t i o n  i n  genera l .  It is  about h e t e r o p h i l e  based, or  
HT-A, r e j e c t i o n .  To i n s i s t  t h a t  r e j e c t i o n s  which occur  i n  t h e  
absence of  anti-KT-A immunity be used i n  t h e  a n a l y s i s  o f  t h e  HT-A 
system is  similar i n  a l l  r e s p e c t s  t o  sugges t ing  t h a t  t h e  e f f e c t  
of p r e - t r a n s p l a n t a t i o n  s e n s i t i z a t i o n  t o  HL-A be eva lua ted  by 
inc lud ing  i n  the a n a l y s i s  r e j e c t i o n  which occurred i n  t h e  absence 
of  p re - t r ansp lan ta t ion  s e n s i t i z a t i o n .  
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1 4 .  These e r r o r s  i n  the t e x t  w e r e  corrected.  

15. I t  is  impossible f o r  anyone who has no he te roph i l e  t i t e r  
t o  have anti-HT-A. The d e f i n i t i o n  of these  terms i s  on Page , 
paragraph of  t h e  manuscript. 

1 6 .  Two fami l i e s  a r e  shown i n  Figure 3 .  Their s ign i f i cance  
lies i n  t h e  f a c t  t h a t  the  p robab i l i ty  of family - a having t h i s  
p a t t e r n  of he te roph i l e  immunity by chance i s  approximately .025, 
t h a t  of family - b i s  approximately .007 (assuming t h a t  30% of 
+&e population i s  HT-A negative and 70% HT-A p o s i t i v e ) .  

17. The legend t o  Figure 3 has been modified t o  c l a r i f y  t h i s  
poin t .  

18. This s ta tement  implies  t h a t  t h e  e n t i r e  gene t i c  hypothesis  
presented i n  t h e  manuscript was deduced from one MT-A negat ive 
o f f sp r ing .  I t  i s  such a gross  d i s t o r t i o n  t h a t  it must be 
considered sarcasm. I h e s i t a t e  t o  r ep ly  to  sarcasm b u t  ~111 
repea t .  W e  observed t h e  d i s t r i b u t i o n  of no he te roph i l e  immunity, 
HX-A immunity, and HT-A immunity i n  over 900 people. Through 
simple mathematics w e  deduced t h e  s imples t  gene t i c  hypothesis.  
We appl ied  t h e  hypothesis t o  t h e  r e s u l t s  of 41 r e n a l  t r a n s p l a n t s  
and demonstrated a s u r p r i s i n g l y  good c o r r e l a t i o n  which was 
s t a t i s t i c a l l y  s i g n i f i c a n t .  F i n a l l y  w e  t r i e d  t o  disprove t h e  
hypothesis  by family s t u d i e s  b u t  could not  do so.  

19. The mathematical appendix i s  simple. I t  c l a r i f i e s  our  
reasoning. It s t rengthens  the  hypothesis. I would p r e f e r  it 
remain s i n c e  it w i l l  be he lp fu l  t o  anyone who wishes t o  ponder it. 

20. These concerns have been discussed i n  o t h e r  sec t ions .  

21 .  The family s t u d i e s  w e r e  performed i n  an e f f o r t  t o  disprove 
t h e  hypothesis.  This cannot be done (nor can t h e  hypothesis be 
proven) with t h e  present  inadequate method of i d e n t i f y i n g  the 
t h e  presence o r  absence of t h e  ant igen.  It can only  be condluded 
t h a t  t h e  immune response i s  g e n e t i c a l l y  based and w e  have presented 
t h e  evidence f o r  t h a t  statement.  

22. Covered e a r l i e r .  
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23. The r e n a l  a l l o g r a f t  da ta  form t h e  most important p a r t  of 
t h e  paper. It i s  t h e  only information which tests t h e  genetic 
hypothesis,  and without it w e  would consider  the paper unworthy 
of publ ica t ion .  

S incere ly ,  

John C. McLlonald, E1.B. 
Professor  of Surgery 


