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The Journal welcomes Letters to the Editor, if 
found suitable, they will be published as space 
allows. Letters should be typed double-spaced 
should not exceed 400 words, and are subject 
to abridgment and other editorial changes in 
accordance with journal style.

Failure of Prophylaxis for 
Bacterial Endocarditis: 
American Heart Association 
Registry
To the Editor:

The American Heart Associa
tion (AHA) recognizes that its cur
rent recommendations for antibi
otic prophylaxis are necessarily 
empiric.1 This situation has arisen 
because important clinical infor
mation on the efficacy of antibiotic 
prophylaxis of bacterial endocardi
tis is lacking. The present recom
mendations are therefore based 
upon secondary sources of infor
mation such as the relative pro
pensity of various procedures to 
cause bacteremia, in vitro studies 
of bacteria recovered from the 
blood, the effect of antibiotics on 
bacteremias, the susceptibility of 
various heart lesions to infection, 
anecdotal case reports, and study 
of experimental models.

Although over 30 individual 
cases of apparent prophylaxis fail
ure have been recorded in the lit
erature, many of our colleagues 
have rightly pointed out that the 
evidence indicating that a signifi
cant number of prophylaxis failures

actually occur is inconclusive. This 
question is of considerable medical 
and medicolegal importance be
cause of the frequency with which 
measures to prevent endocarditis 
are called for, and because of the 
serious consequences of failure to 
prevent the disease.

In an attempt to accumulate use
ful epidemiologic data, the AHA 
Committee has established a Regis
try to record cases of apparent fail
ure of antibiotic prophylaxis of 
bacterial endocarditis. We are now 
soliciting case reports. Notification 
may be made on a simple pre
printed postcard, which will re
quire only identification of the 
patient and the name, address, and 
telephone number of the person re
ferring the case. These postcards 
will be made available to physi
cians and dentists and to any other 
person or organization requesting 
them from the AHA or from one of 
us. Alternatively, a case may be 
reported directly to one of us, at 
the address or telephone number

Continued on page 20

16

For UTI in their 
sexually active years...

M acrod an tin '
(nitrofurantoin
macrocrystals)

Capsules: 25 m g , 50 m g , 100 m g
INDICATIONS: Macrodantin is indicated for the treatm ent of urinary tract 
infections when due to susceptible strains of E schenchia coh. enterococci, 
Staphylococcus aureus (it is not indicated for the treatm ent of associated 
renal cortical or perinephric abscesses), and certain susceptible strains of 
Klebsiella  species, E m erobacter species, and P roteus  species.
NOTE: Specimens for culture and susceptibility testing should be obtained 
prior to and during drug administration.
CONTRAINDICATIONS: Anuria, oliguria, or significant impairment of renal 
function (creatinine clearance under 40 ml per minute) are contraindica
tions to therapy with this drug. Treatment of this type of patient carries an 
increased risk of toxicity because of impaired excretion of the drug. For 
the same reason, this drug is much less effective under these circum
stances.

The drug is contraindicated in pregnant patients at term as well as in 
infants under one month of age because of the possibility of hemolytic 
anemia due to immature enzyme systems (glutathione instability).

The drug is also contraindicated in those patients with known hyper
sensitivity to Macrodantin, Furadantin® (nitrofurantoin), and other nitro
furantoin preparations.
WARNINGS: Acute, subacute and chronic pulmonary reactions have been 
observed in patients treated with nitrofurantoin products, ff these reac
tions occur, the drug should be w ithdrawn and appropriate measures 
should be taken.

An insidious onset of pulmonary reactions (diffuse interstitial pneu
monitis or pulmonary fibrosis, or both) in patients on long-term therapy 
warrants close monitoring of these patients.

There have been isolated reports giving pulmonary reactions as a 
contributing cause of death, (See Hypersensitivity reactions.)

Cases of hemolytic anemia of the primaquine sensitivity type have 
been induced by Macrodantin. The hemolysis appears to be linked to a 
glucose-6-phosphate dehydrogenase deficiency in the red blood cells of 
the affected patients. This deficiency is found in 10 percent of Negroes 
and a small percentage of ethnic groups of Mediterranean and Near-East
ern origin. Any sign of hemolysis is an indication to discontinue the drug. 
Hemolysis ceases when the drug is withdrawn.

Pseudomonas is the organism most commonly implicated in superin
fections in patients treated with Macrodantin.
PRECAUTIONS: Peripheral neuropathy may occur with Macrodantin ther
apy; this may become severe or irreversible. Fatalities have been 
reported. Predisposing conditions such as renal impairment (creatinine 
clearance under 40 ml per minute), anemia, diabetes, electrolyte imbal
ance, vitamin B deficiency, and debilitating disease may enhance such 
occurrence.
Usage in Pregnancy: The safety of Macrodantin during pregnancy and lac
tation has not been established. Use of this drug in women of childbearing 
potential requires that the anticipated benefit be weighed against the 
possible risks.
ADVERSE REACTIONS: Gastrointestinal reactions: Anorexia, nausea and 
emesis are the most frequent reactions; abdominal pain and diarrhea 
occur less frequently. These dose-related toxicity reactions can be mini
mized by reduction of dosage, especially in the female patient. Hepatitis 
occurs rarely.
Hypersensitivity reactions: Pulmonary sensitivity reactions may occur, 
which can be acute, subacute, or chronic.

Acute reactions' are commonly manifested by fever, chills, cough, chest 
pain, dyspnea, pulmonary infiltration with consolidation or pleural effu
sion on x-ray, and eosinophilia. The acute reactions usually occur within 
the first week of treatment and are reversible with cessation of therapy. 
Resolution may be dramatic.

In subacute reactions, fever and eosinophilia are observed less often. 
Recovery is somewhat slower, perhaps as long as several months. If the 
symptoms are not recognized as being drug related and nitrofurantoin is 
not withdrawn, symptoms may become more severe.

Chronic pulmonary reactions are more likely to occur in patients who 
have been on continuous nitrofurantoin therapy for six months or longer 
The insidious onset of malaise, dyspnea on exertion, cough, and altered 
pulmonary function are common manifestations. Roentgenographic and 
histologic findings of diffuse interstitial pneumonitis or fibrosis, or both, 
are also common manifestations. Fever is rarely prominent.

The severity of these chronic pulmonary reactions and the degree of 
their resolution appear to be related to the duration of therapy after the 
first clinical signs appear. Pulmonary function may be permanently 
impaired even after cessation of nitrofurantoin therapy. This risk is 
greater when pulmonary reactions are not recognized early.
Dermatologic reactions: Maculopapular, erythematous, or eczematous 
eruption, pruritus, urticaria, and angioedema.
Other sensitivity reactions: Anaphylaxis, asthmatic attack in patients with 
history of asthma, cholestatic jaundice, drug fever, and arthralgia. 
Hematologic reactions: Hemolylic anemia, granulocytopenia, leukopenia, 
eosinophilia. and megaloblastic anemia. Return of the blood picture to 
normal has followed cessation of therapy.
Neurological reactions: Peripheral neuropathy, headache, dizziness, nys
tagmus, and drowsiness.
Miscellaneous reactions: Transient alopecia. As with other antimicrobial 
agents, superinfections by resistant organisms may occur. With Macro
dantin, however, these are limited to the genitourinary tract because 
suppression of normal bacterial flora elsewhere in the body does not 
occur.
References: 1. Center for Disease Control: N a tion a l N osocom ial Infections 
Study Report. Annual Summary 1976, issued February 1978. Washington, 
DC, U.S. Department of Health, Education, and Welfare, p 8. 2. Cooper J, et 
al: Diagnostic and chemoprophylactic importance of perineal microbial 
carriage, in Siegenthaler W, Luthy R (eds): C urrent Chem otherapy. Wash
ington, DC, American Society for Microbiology, 1978, vol 1, pp 198-200. 3. 
Buckley RM, McGuckin M, MacGregor RR: Urine bacterial counts after 
sexual intercourse. N  E ngl J  M ed  298:321-324.1978. 4. PMR Bacteriologic 
Report, Summer Series, 1978; a national bacteriologic monitoring service 
for 200 acute-care hospitals of 100 beds or more.
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Valium  ̂(d ia z e p a m /R o c h e )

B efore prescrib ing , P leas® '
p roduct in form ation , a sum m ary  of w hicn

Ind ications: Tension and anx ie ty  states: som a tic  
rom D lam ts w h ich  are co nco m itan ts  o f em °}!on^  
facto rs  psych oneu ro tic  s ta tes m an ifested  by SSnM .  ap p re hens io n , fatigue, depress ive  
sym p tom s or ag ita tion: sym p to m a tic  re lief of 
acu te  ag ita tion  tremor, de lirium  tremens; and 
ha lluc inos is  d u e  to a cu te  a lcoho i w ith d ra w a f ad  
junc tive ly  in ske leta l m usc le  spasm  due  to  re flex 
spasm  to loca l pa tho logy: sp as tic ity  c a “ s® f.,b '! 
u p p e r m o to r neuron d iso rde rs: a  k e to s is , s r ff-m a n  
syndrom e: co nvu ls ive  d iso rde rs  (not fo r sole

In e f f e c t iv e n e s s  of Valium (d iazepam ) in lo n g 
te rm  use, that is, m ore than 4 m onths, has not 
been assessed by system atic  d m ica l stud ies, 
ph ys ic ian  should p e riod ica lly  reassess the  usefu 
ness o f the  d ru g  for the ind iv idua l pa tient. 
Contraindicated: Known hypersensitiv ity  to Ihe 
d rug  C hildren un de r 6 m onths of age  A cu te  nar 
row ang le  g laucom a; m ay be  used in pa tien ts  
w ith  open  ang le  g lau com a  w ho are re ce iv ing  
a p p ro p ria le  therapy
W arnings: Not of va lue in ps ych o tic  pa tien ts  
C aution aga insf hazardous o c cu p a tio n s  re qu ir ing  
co m p le te  m enta l a lertness. W hen used a d ju n c - 
tive ly in co nvu ls ive  d iso rde rs, po ss ib ility  o f in 
crease in frequency  a n d /o r se ve rity  of g ra n d  mal 
se izures m ay require inc reased  d o sa g e  of s ta n 
dard an ticonvu lsan t m ed ica tion ; a b ru p t w ith d ra w a l 
m ay be assoc ia ted  w ith  te m p o ra ry  inc rease  in 
frequency an d /o r seve rity  o f se izures A dv ise  
aga inst s im u ltaneous inge s tion  of a lco ho l and  
o ther CNS depressants . W ithd raw al sym p to m s 
(s im ilar to those w ith  b a rb itu ra te s  and a lcoho l) 
have occu rre d  fo llow ing  ab rup t d is c o n tin u a n ce  
(convu ls ions , tremor, a b dom ina l and  m usc le  
cram ps, vom iting  and  sw e a ting ). K ee p  a d d ic tio n - 
p rone ind iv idua ls  un de r ca re fu l su rve illance  b e 
cause of the ir p red isp os itio n  to ha b itua tion  and 
de p e n d e n ce

Usage in Pregnancy: U se of m inor tranqu iliz 
ers during firs t tr im e ste r should  a lm ost al
w ays be avo ided  b ecau se  of increased  risk  
of con gen ita l m alfo rm ations  as sug gested  in 
several s tud ies. C onsider possib ility  of p reg 
nancy w hen institu ting  th erapy; adv ise  pa
tien ts  to  d iscuss  th erapy if th ey intend to  or 
do b eco m e pregnant.

P recau tions: If co m b in e d  w ith  o the r psych o 
trop ics  o r an ticonvu lsan ts , co n s id e r ca re fu lly  
p h a rm a c o lo g y  of ag en ts  em p loyed ; d ru g s  such 
as pheno th iaz ines, na rco tics , ba rb itu ra te s . M AO  
inh ib ito rs  an d  o the r a n tidep re ssan ts  m ay p o te n 
tia te  its ac tion . Usual p reca u tio ns  in d ica te d  in pa 
tien ts  severe ly  d e p re sse d , o r w ith  latent de p re s 
sion, o r w ith  su ic id a l tend enc ies . O bse rve  usual 
p recau tions  in im p a ire d  renal o r he pa tic  func tion . 
L im it do sa g e  to sm allest e ffec tive  am ount in 
e lde rly  and  de b ilita te d  to p re c lu d e  a tax ia  or 
overseda tion .
Side E ffects: D row siness, co n fus ion , d ip lop ia , 
hypo tens ion , ch a n g e s  in  lib ido , nausea, fa ligue. 
depress ion , dysa rth ria , jaun d ice , sk in  rash, a taxia , 
co ns tipa tio n , he adache , inco n tine nce , ch ange s  in 
sa liva tion , s lu rred  sp eech , tremor, ve rtigo , u rinary 
re tention, b lu rred  vision. P a radox ica l reactions 
su ch  as acu te  hype rexc ited  states, an x ie ty  ha l
lucina tions , inc reased  m usc le  spastic ity, insom nia , 
rage, s lee p  d is tu rb a n ce s , s tim u la tion  have been 
reported ; shou ld  these occur, d isco n tin u e  d rug  
Iso la ted  reports  of neu tropen ia , taund ice ; p e rio d ic  
b loo d  co un ts  a n d  liver func tion  tests a d v isab le  
du rin g  long -te rm  therapy.
D osage: In d iv idua lize  fo r m axim um  be ne fic ia l ef
fect. A du lts : Tension, anx ie ty  and  psych oneu ro tic  
sta tes, 2 to 10 m g b .i.d . to q .i.d .; a lcoho lism ,
10 m g t.i.d . o r q .i.d . in first 24 hours, then 5 mg 
t i d. or q .i.d , as ne eded ; a d ju n c tive ly  in skeletal 
m usc le  spasm , 2 to  10 m g  t.i.d . o r q .i.d .; a d ju n c 
tive ly in co n vu ls ive  d iso rde rs , 2 to 10 m g b .i.d , to 
q  i d. G eria tr ic  o r  d e b ilita te d  pa tien ts : 2 to 2 'h  
m g, 1 o r 2 tim es da ily  initially, increas ing  as 
ne eded  a n d  to le ra ted , (S ee P recau tions,) C hil
d ren : 1 to 2 'h  m g  t.i.d , o r q .i.d  initially, increas ing  
as n e e d e d  and  to le ra te d  (not for use under 
6 m onths).
S upplied : Valium  (d ia ze p a m ) Tablets, 2 m g 
5 m g a n d  10 m g — bottles o f 100 and  500; 
Tel-E-Dose p a cka g e s  o f 100. ava ila b le  in trays of 
4 re ve rse -nu m b ere d  boxes  o f 25, and in boxes 
co n ta in in g  10 s trips  o f 10; P resc rip tio n  Paks of 50 
ava ilab le  s in g ly  an d  in trays o f 10.

ROCHE R oche  Labo ra to ries
D iv is ion  of H o ffm a nn -La  R oche Inc.
Nutley, N ew  Je rsey 07110
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listed below. After notification, one 
of us will follow up with a tele
phone call, in order to gather suffi
cient information to evaluate the 
case. All such information will be 
confidential.

Although there are obvious dis
advantages to any retrospective 
evaluation such as this, the practi
cal impossibility of conducting a 
prospective trial of different modes 
of prophylaxis has caused us to 
seek alternative means of gathering 
data. We hope that a useful body of 
information may be accumulated, 
which may influence future rec
ommendations for prophylaxis of 
endocarditis.

Alan L. Bisno, MD 
Chief, Division of 

Infectious Diseases 
University of Tennessee 
Center Health Sciences 

Room 241-Dobbs 
951 Court Avenue 

Memphis, TN 38163 
(901) 528-5786

David T. Durack, DPhil, MD 
Associate Professor and Chief 
Division of Infectious Diseases 

Duke University Medical Center 
Durham, NC 27710 

(919) 684-2660

David W. Fraser, MD 
Chief, Special Pathogens Branch 

Bacterial Diseases Division 
Bureau of Epidemiology 

Center for Disease Control 
Atlanta, GA 30333 

(404) 329-3687

Edward L. Kaplan, MD 
Department o f Pediatrics 

Box 94
University of Minnesota 
Minneapolis, MN 55455 

(612) 373-8938

Mr. Mark A. Oliveira 
Chief, Scientific Councils 

American Heart Association  
AHA National Center 

7320 Greenville Avenue 
Dallas, TX 75231 

(214) 750-5431
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Indications for Urine Culture
To the Editor:

In the first problem of the April 
“ Self-Assessment in Family Prac
tice” I disagree with the answer 
which calls for “ repetition of the 
urine culture and simultaneous 
administration of ampicillin” to a 
five-year-old girl with dysuria and a 
positive urine culture. In the dis
cussion of this question it is stated 
that “ one or two confirmatory cul
tures should be performed to 
document the infection.”

A repeat urine culture will cost 
the patient’s family or third-party 
payor between $15 and $40, and 
seems somewhat superfluous in 
this patient. In addition, a follow
up urinalysis might suffice to con
firm the efficacy of therapy within 
one week after antibiotics were be
gun. Repetition of a urine culture 
two to seven days after antibiotic 
therapy is stopped is appropriate.

We in medicine, and especially 
in family practice, must be con
stantly aware of ways in which we 
can decrease the cost of care with
out compromising the care of our 
patients.

Robert E. Drickey, MD 
Senior Fellow in Family Medicine 

Department o f  Family Medicine 
University o f  Washington 

Seattle
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