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j HEMOLYSIS  A T T R I B U T E D  TO M E D I C A T I O N  

j To Hie Editor: "P ic  August  4 ks«tc o f  i h c  Jom-mi t a r r i e d  
t d i e  article, "Hemolytic-Uremic Syndrome , "  m which  the 
' a u i l w s  slate t h a t  (lie tncdiealions used  by t h e  patients l o v e  
; »o» b e e n  iBiplieatcd In  causing hemolytic anemia,  with t h e  

exceptwn o f  hemolytic episodes secondary to  pciiiuISijl a d 
ministration. 1 imvever, ! o f  the i r  pat ients  d i d  receive acct-
amiiiojslieis (Tylenol), a n  aittlme derivative, vvhkb docs  
(according to G o o d m a n  a n d  Oilman in  The Plummmtogicol 
HUM of ThtmpMtfa, th i rd  edi t ion,  p a g e  334)  occasionally 
cat t i e  a l iemolpfc  anemia,  in eveu small amounts .  T h e y  
further state t ha i  this  hemol) t i f  may resul t  f r o m  J o f  S 
di f ferent  processes: glutose-f l -ptospl iate  dehydrogenase  
deficiency; ait a u t o i m m u n e  process wltls t h e  d r u g  acting as  a 

I h a p t e n  adsorbed o n t o  d i e  sur facc  o f  t h e  r e d  cell; » r  «*yi i i -
ariiiii o f  hemoglobin a n d  gluta th ione  anil  o t h e r  s t i l f l i p l r j i  
j ; toup» In  she r e d  cell. I t  is f u r t h e r  s ta led  in relation i o  this 
last mechanism liml "'.'j: o c r m a i  iuoA'sdaals taking large 

i doses  o f  e i ther  phenacet in  o r  ace taminophen ,  t h e  e ry th ro 
cyte l i fe  s p a n  «* n o t  greatly shor tened ,  b u t  it i s  sigiiificamiy 
s i i oncncd  in patients  u-itli r ena l  insufficiency; this migli l  b e  
d u e  t o  line fac t  tha t  wrc-wa a s  w#B a s  t h e  d r u g s  reiiu.ee t h e  
gluta thione content  o f  t h e  t e d  blood cell*." 

STAXtt* C .  IlEtlESINSKI 
Student 

University o f  Illinois 
College  of  Medicine 

Chicago. Illinois 

M r .  Dciesinsici's I t n e r  was r e f e r r e d  t o  t h e  a u t h o r s  o f  t h e .  
p a p e r  i n  rjaestion, o n e  o f  whom of fe rs  t h e  following rep ly :  

To the Editor: M r .  Beresinsfci if q u i t e  correct  in his  c o m -
i)lent that  acetoarntnophen has  b e e n  implicated in acu te  
hemolytic anemia  a n d  renal  fai lure.  O u r  opin ion  was f o u n d 
e d  u p o n  a search o f  t h e  l i terature concern ing  nephrotoxins  
a n d  adverse  hematologic reactions. N o  specific r e f e r ence  t o  
acetoaminophen a s  a cause  o f  a c ine  hemolytic  anemia o r  
a c m e  renal  shu tdown was encoun te r ed .  Article* In t h e  liter-* 
at t i re  concern ing  the hematologic a n d  nephro tox ic  effects o f  
phenacet in ,  however ,  o f t e n  i iuUnle closely re la ted ac t t t t imi -
i iophen a n d ,  the re fore ,  llie lat ter  d r u g  s c a n s  t o  ha ve  t l w e i -
ojicd gtriit by  association. 

I n  l l ie  series i epo t t e d  only  1 patient  (Case I I )  received 
the  d r u g .  At n o  t ime  was s h e  anur ic .  O f  interest  is t h e  fact 
t ha i  t h e  indirect Coombs lest was negative, t he  lmvisnrcincM 
e f  glucose-6-phosphate dehydrogenase  was i ior i isJ  a n d  t h e  
renal-biopsy findings w e r e  not those  o f  acu te  ttibtiLv necrosis 
OF e f  interstitial nephri t is .  

Etxi.v I.i.vat KMAN. M.l) .  
Assistant t'refesior of Pttlfalrirt 

University o f  Southern California ami  Chiklrais  Hospital o f  
' . A n g e l a  

' > «  Angeles, California 

POKEBERKV  POISONING 

To thf Editor: Children a n d  atitilts sustaining sysleinfc 
exposure  t o  pok^wecd fJPkjkatuau amerkam) by be r ry  inges-

»oi« o r  even only contact with skin abrasions develop platmit-
<>tosis a n d  o the r  changes  (such as mitosis) i n  per iphera l  
bliKxl e c l »  in vivo,'-* T h e  " p o k e  cells" tltal ap|K-ar u n d e r  
such elrcinnsiatsccs resemble pe r iphera l  Mood 15'inpliocyies 
t h a t  I w e  umhrrjpwie "blastogcnests" i n  v i t ro  in response  to 
jj|jj-toheinji|{gltill*t« «>i [voU-Mcctf m i t ogen . '  We a r e  present ly  
cu-gafCTt i n  collaboralisc effor ts  t o  elucidate short- term physio
logic effects » a d  long-term d i n k a l  nnpficalions o f  t h e  in vivo 
pheiwtnt'iwHi. W e  sltoiitd a p p r e d u t e  a n y  ojjjXHtunity t o  s tudy  
pat ients  e»«niiilerc-tl i.Ws year  h i  llie \ ' t w  England a r e a  
wh«! have sustained p roved  jwfeeveetl |io»soi»«g. 

II,  E .  I'tt.D. 
P .  PARSES, M . L ) .  

V. It.  y M « a * .  XI.D. 
I I .  FAxtvos. M.L). 

Depar tments  o f  Pathology a n d  Pediatrics 
R h o d e  W a n d  Hospital  

Provide!tcc, R h o d e  Is land 
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H E P A T I T I S  T R A N S M I T T E D  BY 
A X T I K E M O l ' H I I . I C  G L O B U L I N  

To ike Editor: T h e  simple, inexpensive  antl efficient p r e p a 
rat ion o f  ;tniiiieim»!»hliie gk>l>t»!tB ( A U G ,  Factor ' V I I I )  con -
cemratc  by  cold  predpitasion, a s  described by  Poo!  a n d  
Shannon , '  represents  a d ramat ic  advance  ill the  manageoKnt 
o f  classic l iemophilia (Factor V I I I  tleficiencj"). r r e w t t s  bt t-
tuan  A H G  car .ccn:raici hr.vc been  l i f f c n l l  a n d  exjjensive t o  
p r e p a r e ;  t h e y  have  also been  know#  t o  transitu! lie pa tit it.1 

W e  have  recently- s e e n  a pat ient  wirti presumably 

transmiiled b y  cold-prci,:p.;:.:e(i A H G  concentrate .  Tl i i s  
thiny-ninc-y^ear-old m a n ,  who  was known  lo  have classic 
lierrwphilia. was  admiiietl t o  the  Cleveland Veterans  Admin
istration Hospital o n  J u l y  211, 1086,  with a five-day history o f  
j aund ice .  Sixty days previously l ie  had received a total  o f  2 8  
uni t s  of  cold-precipitated A l f G  concent ra te  a t  ano the r  hos
pital a t  t h e  t ime o f  den ta l  extrar  tiorts. T h e r e  vras no o t h e r  
a p p a r e n t  exjjostlre. N i n e  m o n t h s  b e f o r e  ailB»isKt»n h e  h a d  
b e e n  adtnitictl  t o  t i te  s a m e  hospital  fer p«»|>iiar)wgeal 
bleeding ani l  h a d  receivetl co!d-t>rccij)ttatcd A H G  e w i w u -
t r a t e  a n d  f resh- f rozen  plasma. Physical examination disctesed 
obvious j aund i ce  a n d  a t e n d e r  liver 4 o»». telow llie r tg ln  
€M!si! » w f i n -  "11 ic  sertttii total bilirubin was lU.g mtg. j5er 
HI® ml., t h e  senn i i  glutamic oxalacetic irausamitiasc 1200 
Karmen  tutiis, a m i  t h e  alkaline pliospliatase '£8 K i n g - A r m 
s t r o n g  units .  A f t e r  o n e  d a y  o f  nausea  a n d  vomit ing r a p i d  
cllijfcai inipi nomciii  uiisu-.i;, a n d  (lie liver (f st-. . . t .kHy re-
IWUCil IjBW.ir-! t i o rnn l  

Because hcp.uiiis a p j w s f s  i o  Iravc been  iraiisnitttcil b y  t h e  
cold-i>recip!t.ited A H G  concentrate in tliis ease,  care shou ld  
be exen i scd  in  t h e  selection o f  i t o n o r  | i lamia.  

VINCENT B E L L;-.-. * J X „  M . D .  
R .  BCKNTTT M . D .  

! It*. !r. trii.-;y S c d i a n  
Ve te rans  Administration Hospital  

ClevetaiKl, Ohio 

R E F E H E N C E S  

i .  Pool. J .  C:.. ami Shannon, A. Pr«!nctkw of liigH-jxntncy conceu-
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«K» T H E  NEW  E N G L A N D  J O U R N A L  O F  MEDICINE O c i .  T ,  

/ •  i i a r «  of antihemophilic globulin in cloinl-bag system, A'ro- En. 
Med. 273;UI3-1t t7 .  t9G5. 

2. Mariicr, V, A., ami Srhulnsan, N. R. Major sttrgt-ry in dainral 
ItcroopMia ustag Fraction I.  Am. J. .lira. 41:56-75, IMS, 

T h e  fetter printed above  was r e f e r r ed  to  Dr. Pool, wha, 
with  a colleague, offers  the  following  reply: 

To the Editur: W e  w e r e  interes ted lo k-arn «1" ilic ease  o f  
p robab l e  transmission o f  hepati t is  by  f a c t o r  V I I I  r r j o p r e c i p 
i ta te  r e p o r t e d  by Drs .  Del D u e s  ai»l Eppes .  W e  a r c  not  
a w a r e  o f  this complication a f t e r  t h e  administrat ion o f  m e r e  
iba t i  3000  cryopreclpitates i n  m : r  o w n  inst i tut ion,  hirt l i n t  
o f  n o  reason  why  s u c h  prepara t ions  shou ld  i>e a n y  m o r e  
f r e e  o f  transmissible hepati t is  tha t t  oilier s ingle d o n o r  units 
given i n  l a rge  n u m b e r s .  \Vc t h e r e f o r e  a g r e e  tha t  o n e  shou ld  
?>e caut ious  in selection o f  donor s .  

JUDITH G .  P O O U  I 'M,!),  
Senior Research Associate 

W I L L I A M  i \  Cumm, M J J .  
Associate Pmfeuur ttj Mediant 

Head 
Division o f  Hematology 

S t a n f o r d  University School o f  Medicine 
Palo Alia,  Cal ifornia 

S U R G I C A L  T R E A T M E N T  O F  MYOCARDIAL  I S C H E M I A  

To the Editor: W e  n o t e  with interest i n  t h e  editorial enti
t led " R cvasc u I a rization o f  t h e  Myocardium" c o m m e n t i n g  o n  
o u r  p a p e r  in, t h e  s a m e  issue  e f  t h e  Journal {August  11),  the 
following s ta tement ;  "un fo r tuna te ly ,  tliey [Corliii  a t td  T a y 
lor) have failed t o  use  the exercise electrocardiogram in the . 
preoperative arid (ate  jiostope rathe  physiologic evaluat ion  o f  
t he i r  scries. . . | they]  bypass .  , .the  amazingly accura te  and 
relatively simple  test f o r  myocardial ischemia t h a t  is a f fo rded  
by t h e  elect roca r diogra p hie compar ison  o f  r e s t i ng  with ex-,  
e t ted  mjoeardium.'  

T h e  m a j o r  r eason  f o r  vol presenting s u c h  d a t a  i n  pos top
erative evaluation was given  i n  our  or iginal  art icle — n a m e 
ly, t h a t  t h e  postoperative- pericardit is  changed the  S T - T  
segments  m much  a s  t o  render  d i e m  meaningless .  I t  is an 
ax iom  that t h e  exercise  elect rocarii'ojjtam has  little meaning 
if  taken in t h e  face  o f  a previously  abnormal resting electro
ca rd iogram,  a s  was  i n d e e d  t r i te  for all o u r  pa t ien ts  a f t e r  
ope ra t ion .  T h e  exercise  electrocardiogram was t a k e n  in  10 
pat ients  after operation and  found  n o t  l o  b e  subject  to in-
tcrpietruion. 

Finally, we  submit t h a i  evidence  concerning  mpocnrdM 
"nuirietii How" and  metabolism a f t e r  any  attempt  a t  revascu
larisation remains  the objective t ype  of  p roof  w e  all n e e d .  
We ,  too ,  wish t h a t  a s imple  tes t  tike t h e  exerc ise  electrocar
diogram  could  b e  useful  in per ioperat ive  evaluation; u n f o r 
tunately,  it i t  n o t .  

• RICHARD OORI.JX ,  M i ) .  
W.VKKtN j ,  T.VVIOR, M.l) .  

I'eter Bent hrigham Hospital 
Boston 

S A F E T Y  O F  O X Y G E N  ATMOSPHERES 

To the Editor: Dr. E .  M.  Rolh ,  i n  hit  excellent  review arti
cle,  "Gas  J*faysi«fogy i n  Space  Operations," which  appeared 
In the  July 21  issue o f  t h e  Journal, discusses d a t a  derived 
f r o m  research  d o n e  a t  th is  laboratory. Although  t h e  factual 
presentation is essentially correct ,  w c  disagree  with Ins  inter
pretations. 

I n  rats exjKMed h e r e  t o  100 p e r  cent oxygen  a t  5 psia {5 
p o u n d s  p e r  s q u a r e  Inch absolute)  o r  258  m m .  o f  mercury for 
t h r e e  t o  n ine ty  days,  morpholog ic  changes  deve loped  i n  
t h e  liver a n d  kidney mitochondrial structure, but these  

changes  w e r e  mos t  impressive a t  o n e  week a n a  then tejuj^ 
l o  r e t u r n  toward  n o r m a l  with continued exposure.  S t i l ^  
fjuctst electron-microscopy o f  tissue from  rats, dogs  a , l (j  
nxmkcys exposed  t o  t h e  sainc environment contitut [ , ,  
two hundred  a n d  thirty-si* days  confirms  l i te  in pr ' j !! 
t ha t  t h e  mitochondrial changes  a r e  rcversili te Mid  •leh.usc,. 
n o t  progress ive  with  increased  duration o f  ex|Kwtre.  |J, 
addi t ion ,  t h e  significance o f  these  a n d  o t h e r  uftniarwcuirai 
changes  seen  is, a s  ye t ,  unc lear .  Al though  w e  h a v e  deimii,. 
strated a n  uncoupling  o f  oxidative phosphoryla t ion  in livcf 
mitochondria a f t e r  i n  vivo exposure  t o  100 |>er cent  oxy-gt^ 
a t  I I  psi (7t>0 n u n  o f  mercury)  n o  abnorinaliticj I n  mi. 
wchondr i a !  Ct>nr>ion iiave  been  found M the* 5-psra pressure 
utilized h i  ipace-mbin  ' a t iwap l i e r e s .  Whereas  ia i t ia!  analysis 
o f  d a t a  obtained  f r o m  b lood clwttika! stiulics o f  clogs and 
monkeys  e x j » s « I  t o  a simulated spacecraf t  :itiiitjsjrfiej-c 

i imtimsously Cor eight  tnomlit  d i d  suggest  tliiit then- ^ a v  
slight elevation o f  cer ta in  scrum ciuyiucs  a f t e r  s i s  niontlis, 
final a n a l y A  o f  d a t a  a t  right rnexults fai led t o  o in f i rm  ihii. 

By  ex t rapola t ion  f i « m  t h e  results o f  p r o l o n g e d  animal 
es jwf i t r c s  a t  tbi* labora tory  ami  ii:;cr|nctiiiion o f  av:«IIaMc 
information  o n  s l w r t e r  duration hmitat i  exposures,'  we be
lieve tha t  t h e  p u r e  oxygen atmosphere  5 psia i s  s a f e  fo r  
continuous  e spos t i r e s  u p  t o  six months* duration. 

A f u r t h e r  elaboration o f  t i e  iintling* presented above  »nt| 
a discussion o f  m a n y  o f  t h e  problems cited b y  D r .  Roth were 
presented  a t  tlte Seoood Annual  Coi»fere i*e  o i l  Atmospheric 
Contamination i n  Con&ued Sjjaces, he ld  i n  Da) ton, Ohio,  
May, 1986. I 'roceeillngf o f  t l i a  con fe r ence  a r c  currently in 
press  a n d  will b e  available t o  interesiecl reader* o n  rci j t iest  

A . v n i o x v  A .  TtiOiWS, M.l). 
Kts-NETTI C .  BACK, PH.D.  

Fmma. E .  R m m m t m ,  M ^ j o * .  USAF,  \ ' C  
HAKOt.n I*. K a i - h x ,  C v r r A t x ,  USAF,  ,\1C 

Tox i c  I f a a r d i  Drvitinn 
® 7 0 t l i  AeraS|Kt«e M e d i o !  Research  l-alx>ratorics 

Aerosp-ice Medical  Division. Air Force Systenw 0>tu iuand  
-Pa f . e i so i s  A i r  Fo rce  Base, O h i o  

I »%-islt t o  t h a n k  D r .  T h o t n a s  c t  al .  for br i t ightg  t h e  final 
f indings t o  m y  a t tcn i ton .  , 

E .  M. R o n i .  M D-
Ijjvelace Foundation  f o r  Medical Educat ion  a n d  I c sea r ch  

AlbuijueMjuc, New Mexico 

T i l e  teller p r in ted  a b o v e  tvai r e f e r r e d  t o  Dr.  Rntli, s f l *  
offers t h e  f o k i u i i i g  reply: 

To the Editor: T h e  d a t a  tjuoted  i n  m y  review regarding  t he  
changes  i n  an imals  exposed  to  a psia a t  IfMljSf oxv^cn  for 
l o n g  pe r iods  o f  t i m e  w e r e  quo ted  f r o m  a preliminary rc|*>rt 
presented  by* D r .  Back a t  t h e  NASA Workshop Confe tmcc  
u n  Criteria f o r  Selection  a n d  Evaluation o f  Space Mission 
Atmospheres. I louston,  T e x a s ,  N'member  19S3. 'Hie  final 
report o f  t h e s e  data presented  by Drs ,  Thomas .  Back,  Rob
inson  a n d  Kap lan  a t  t h e  Second A n n u a l  C o n f e r e n c e  on 
Atmospher ic  Contamination  i n  Cci»f lo«l  Spaces  hek l  a t  
Dayton,  O h i o ,  May  1000. d o c s  indcof indicate l l iat  t l te  find-
ings w e r e  only  transient. 

Siner llie r e  w e r e  residual cliatige* i n  tlte dec t ron  
grapl is ,  1 feel  t h a t  o n e  m a s t  still apply caution  i n  validating 
pure oxygen atmosplteres far Iminaw use .  T h e  stalettieBl 
t h a t  p u r e  oxygen  a t t eosp l ie rc  a t  5 psi  Is s a f e  f e r  wji i t inuotu 
cxposa-fe  u p  t o  6 months  d u r a t i o n  should h e  l imited t<> 
s ia iu la to r j ,  1 still" f e d  t h a t  ground  based s tud ies  o f  equal  
duration  shou ld  preceed  t h e  u s e  o f  any  exot ic  atmosphere  in 

RESCISSION O F  R E V O C A T I O N S  O f  LICENSES 

To the Editor; T h i s  i i  t o  inform  you  that a t  a mee t ing  
t h e  B o a r d  o f  Registration In Medicine hekl  o n  Septentbet* 
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