
ZARONTIN® (E th o s u x im id e  C a p su le s , U S P )
B e fo re  p re s c r ib in g , p le a se  c o n s u lt  fu ll p re s c r ib in g  
in fo rm a t io n .  A  b r ie f  s u m m a ry  fo llo w s :

Indication: Z a ro n t in  is in d ic a te d  fo r  th e  c o n tro l o f 
a b s e n c e  (p e tit  m a l)  ep ilepsy.
Contraindication: E th o s u x im id e  s h o u ld  n o t be  used  
in  p a tie n ts  w ith  a  h is to ry  o f  h y p e rs e n s itiv ity  to  
s u c c in im id e s .
Warnings: B lo o d  d y s c ra s ia s , in c lu d in g  s o m e  w ith  
fa *»  o u tc o m e , h a ve  b e e n  re p o r te d  to  be  a s so c ia te d  
w ith  th e  u s e  o f e th o s u x im id e ; th e re fo re , p e r io d ic  
b lo o d  c o u n ts  s h o u ld  b e  p e r fo rm e d  

E th o s u x im id e  is c a p a b le  o f p ro d u c in g  m o r p h o 
lo g ic a l a n d  fu n c tio n a l c h a n g e s  in  th e  a n im a l liver, 
in  h u m a n s , a b n o rm a l liv e r a n d  re na l fu n c tio n  
s tu d ie s  h a ve  b e e n  re p o r te d .

E th o s u x im id e  s h o u ld  be  a d m in is te re d  w ith  
e x tre m e  c a u t io n  to  p a tie n ts  w ith  k n o w n  live r o r 
re n a l d ise a se . P e r io d ic  u r in a ly s is  a n d  liv e r fu n c tio n  
s tu d ie s  a re  a d v is e d  fo r  a ll p a tie n ts  re c e iv in g  th e  d ru g  

C a s e s  o f s y s te m ic  lu p u s  e ry th e m a to s u s  na ve  
b e e n  re p o r te d  w ith  th e  use  o f e th o s u x im id e . T he  
p h y s ic ia n  s h o u ld  b e  a le rt to  th is  poss ib ility .
Usage in Pregnancy: T he  e ffe c ts  o f Z a ro n t in  in 
h u m a n  p re g n a n c y  a n d  n u rs in g  in fa n ts  a re  u n k n o w n  

R e c e n t re p o r ts  s u g g e s t a n  a s s o c ia tio n  b e tw e e n  
th e  use  o f a n tic o n v u ls a n t d ru g s  b y  w o m e n  w ith  
e p ile p s y  a n d  a n  e le v a te d  in c id e n c e  o f b irth  d e fe c ts  
in  c h ild re n  b o rn  to  th e se  w o m e n . D a ta  a re  m o re  
e x te n s iv e  w ith  re s p e c t to  p h e n y to in  a n d  p h e n o -  
b a rb ita l,  b u t th e s e  a re  a ls o  th e  m o s t c o m m o n ly  
p re s c r ib e d  a n tic o n v u ls a n ts ; less  s y s te m a tic  o r 
a n e c d o ta l re p o r ts  s u g g e s t a p o s s ib le  s im ila r  a s s o c ia 
t io n  w ith  th e  use  o f a ll k n o w n  a n tic o n v u ls a n t d ru g s .

T£ ? , r? p o r ts  s u g g e s tin g  a n  e le v a te d  in c id e n c e  o f 
b ir th  d e fe c ts  in  c h ild re n  o f d ru g - tre a te d  e p ile p tic  
w o m e n  c a n n o t  be  re g a rd e d  as  a d e q u a te  to  p ro v e  a 
d e fin ite  c a u s e -a n d -e fte c t re la tio n s h ip . T h e re  a re  
in tr in s ic  m e th o d o lo g ic  p ro b le m s  in o b ta in in g  
a d e q u a te  d a ta  o n  d ru g  te ra to g e n ic ity  in  h u m a n s  
th e  p o s s ib ility  a ls o  ex is ts  th a t o th e r  fa c to rs  eg  
g e n e tic  fa c to rs  o r  th e  e p ile p tic  c o n d it io n  i ts e lf ’ m a y  
be  m o re  im p o r ta n t th a n  d ru g  th e ra p y  in le a d in g  to  
b ir th  de fe c ts . T h e  g re a t m a jo r ity  o f m o th e rs  o n  a n ti
c o n v u ls a n t m e d ic a tio n  d e liv e r n o rm a l in fa n ts . It is 
im p o r ta n t to  n o te  th a t a n tic o n v u ls a n t d ru g s  s h o u ld  
n o t b e  d is c o n t in u e d  in  p a tie n ts  in  w h o m  th e  d ru g  
is a d m in is te re d  to  p re v e n t m a jo r  se iz u re s  b e ca u s e  
o f th e  s tro n g  p o s s ib ility  o f p re c ip ita t in g  s ta tu s  
ep H ep ticus  w ith  a tte n d a n t h y p o x ia  a n d  th re a t to  life  
in  in d iv id u a l ca s e s  w h e re  th e  se ve r ity  a n d  fre q u e n c y  
o f th e  s e iz u re  d is o rd e r  a re  s u c h  th a t th e  re m o v a l o f 
m e d ic a tio n  d o e s  n o t p o se  a  s e r io u s  th re a t to  th e  
pa tien t, d is c o n t in u a t io n  o f th e  d ru g  m a y  be  c o n 
s id e re d  p r io r  to  a n d  d u r in g  p re g n a n c y , a lth o u g h  it 
c a n n o t  b e  sa id  w ith  a n y  c o n f id e n c e  th a t e ve n  m in o r  
se iz u re s  d o  n o t p o se  s o m e  h a z a rd  to  th e  d e v e lo p in q  
e m b ry o  o r  fe tus. y

T h e  p re s c r ib in g  p h y s ic ia n  w ill w is h  to  w e ig h  th e s e  
c o n s id e ra t io n s  in  t re a tin g  o r  c o u n s e lin g  e p ile p tic  
w o m e n  o f c h ild b e a r in g  po te n tia l.
Hazardous Activities: E th o s u x im id e  m a y  im p a ir  
th e  m e n ta l a n d /o r  p h y s ic a l a b ilitie s  re q u ire d  fo r  th e  
p e r fo rm a n c e  o f p o te n tia lly  h a z a rd o u s  tasks , s u c h  
as  d r iv in g  a  m o to r  v e h ic le  o r  o th e r  s u c h  a c tiv ity  
re q u ir in g  a le rtn e ss ; th e re fo re , th e  p a tie n t s h o u ld  be  
c a u t io n e d  a c c o rd in g ly .
Precautions: E th o s u x im id e , w h e n  use d  a lo n e  in 
m ix e d  typ e s  o f ep ilep sy , m a y  in c re a s e  th e  fre q u e n c y  
o f g ra n d  m a l s e iz u re s  in  s o m e  pa tien ts .

A s  w ith  o th e r  a n tic o n v u ls a n ts , it is im p o r ta n t to  
p ro c e e d  s lo w ly  w h e n  in c re a s in g  o r  d e c re a s in g  
d o sa g e , as  w e ll a s  w h e n  a d d in g  o r  e lim in a tin g  o th e r 
m e d ic a tio n . A b ru p t  w ith d ra w a l o f a n tic o n v u ls a n t 
m e d ic a tio n  m a y  p re c ip ita te  a b s e n c e  (p e tit  m a nctati ie y
Adverse Reactions
Gastrointestinal System: G a s tro in te s tin a l s y m p to m s  
o c c u r  fr3 q u e n tly  a n d  in c lu d e  a n o re x ia , v a g u e  
g a s tr ic  up se t, n a u se a  a n d  v o m it in g , c ra m p s , 
e p ig a s tr ic  a n d  a b d o m in a l pa in , w e ig h t lo ss  a n d  
d ia rrh e a .
Hemopoietic System: H e m o p o ie tic  c o m p lic a tio n s  
a s s o c ia te d  w ith  th e  a d m in is tra tio n  o f e th o s u x im id e  
ha ve  in c lu d e d  le u k o p e n ia , a g ra n u lo c y to s is  p a n c y 
to p e n ia . a p la s tic  a n e m ia , a n d  e o s in o p h ilia  
Nervous System: N e u ro lo g ic  a n d  s e n s o ry  re a c tio n s  
re p o r te d  d u r in g  th e ra p y  w ith  e th o s u x im id e  ha ve  
in c lu d e d  d ro w s in e s s , h e a d a c h e , d izz in e ss , e u p h o 
ria , h ic c u p s , irr itab ility , hyp e ra c tiv ity , le tharqy, 
fa tig u e , a n d  atax ia . P s y c h ia tr ic  o r  p s y c h o lo g ic a l 
a b e rra t io n s  a s s o c ia te d  w ith  e th o s u x im id e  a d m in 
is tra t io n  h a ve  in c lu d e d  d is tu rb a n c e s  o f s lee p , n iq h t 
te rro rs ,  in a b ility  to  c o n c e n tra te ,  a n d  a g g re s s iv e n e s s  
These e ffe c ts  m a y  be  n o te d  p a rt ic u la r ly  in  p a tie n ts  
w h o  ha ve  p re v io u s ly  e x h ib ite d  p s y c h o lo g ic a l 
a b n o rm a lit ie s .  T h e re  h a ve  b e e n  ra re  re p o r ts  o f 
p a ra n o id  p s ych o s is , in c re a s e d  lib id o , a n d  in c re a s e d  
s ta te  o f d e p re s s io n  w ith  o v e rt s u ic id a l in te n tio n s  
integumentary System: D e rm a to lo g ic  m a n ife s ta - 
f o n s w h 'c h  ha ve  o c c u r re d  w ith  th e  a d m in is tra tio n  
o f e th o s u x im id e  h a ve  in c lu d e d  u r tica ria , S teve ns - 
J o h n s o n  s y n d ro m e , s y s te m ic  lu p u s  e ry th e m a to s u s  
a n d  p ru r it ic  e ry th e m a to u s  ra she s .
Miscellaneous: O th e r re a c tio n s  re p o r te d  ha ve  
in c lu d e d  m y o p ia , v a g in a l b le e d in g , s w e llin q  o f th e  
to n g u e , g u m  h y p e r tro p h y , a n d  h irs u tis m .
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Letters to
the Editor

Pediatric Health Screening
To the Editor:

The article by Eggertsen et al, 
“ An Updated Protocol for Pediat
ric Health Screening,” (Eggertsen 
SC, Schneeweiss R, Bergman JJ. J 
Fam Pract 10:25, 1980), is in gen
eral an excellent analysis of 
pediatric screening. However, I 
would like to take issue with two 
points.

First, the authors point out that 
we do not even know how to define 
pediatric hypertension much less 
what to do with it if we find it. 
Hypertension, defined by adult 
standards, is rare under age ten but 
rises in incidence during adoles
cence and presumably carries with 
it risk of significant morbidity.1 In 
support of screening for hyperten
sion at ages 4 and 6, the authors 
cite “ authorities,” not evidence. I 
contend screening for hypertension 
should be category III in children 
under age 10 and should be cate
gory I in adolescents. I would be 
most interested in hearing of evi
dence to support screening for 
hypertension in younger children.

Secondly, although the authors 
mention screening for several con
ditions by specific parts of the 
physical examination, eg, cardiac 
ascultation and tests for strabis
mus, no specific mention is made in

PARKE-DAVIS
Div of Warner-Lambert Co 
Morris Plains, NJ 07950 USA
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the article of screening for congem- 
tal hip dislocation; (it does appear 
on one of the flow sheets, Figure 
1). This disease is common (inci
dence between 1 in 400 to 2,1 
children), asymptomatic, and eas
ily detected. If treated early, it is 
usually curable. If undetected, it 
leads to serious morbidity. Screen
ing for congenital hip dislocate 
should be included several times it 
the first six months of life as a cate
gory I procedure.

Paul S. Frame, Mi 
Tri-County Family Metick 

Cohocton, New M

References
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To the Editor:
Drs. Eggertsen, Schneeweiss 

and Bergman’s recent article it 
January, “ An Updated Protocol for 
Pediatric Health Screening” 
Fam Pract 10:25, 1980), is an excel 
lent attempt at rational preventive 
care. However, I was quite dis
mayed at one glaring omission. De
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Table 1. Supplem ental Fluoride Dosage Schedule (mg dayt)

Age

< 0 .3

Concentration of Fluoride 
in Drinking W ater (ppm) 

0.3-0.7 0.7

2 w e e k s -2  y e a rs 0 .2 5 0 0
2 - 3  y e a rs 0 .5 0 0 .25 0
3 - 1 6  y e a rs 1.00 0 .50 0

+ 2 .2  m g  s o d iu m  flu o r id e  c o n ta in s  1 m g flu o r id e
T a b le  re p r in te d  w ith  p e rm is s io n  fro m  th e  A m e ric a n  A c a d e m y  o f P e d ia t
rics, C o m m itte e  on  N u tr it io n : F lu o rid e  s u p p le m e n ta tio n : R ev ised  d o s ag e  
s c h e d u le . P e d ia tr ic s  6 3 :1 5 1 , 1979. C o p y rig h t A m e ric a n  A c a d e m y  o f Pe
d ia tr ic s , 1 979

spite the unequivocal evidence 
favoring fluoride supplementation 
as prevention of dental caries, 
there is no mention of this in their 
protocol. Even though most cities 
now have fluoridated water sup
plies, a large segment of our prac

tice in the rural Upper Peninsula of 
Michigan obtains its water supply 
from wells with little or no natural 
fluoride. Since oral fluoride sup
plementation can lead to a 50 per
cent decrease in the number-of den
tal caries, it is essential that these

children do receive oral fluoride 
supplements. The dosage schedule 
approved by the Committee on Nu
trition of the American Academy of 
Pediatrics is listed in Table 1.
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1 A recent survey of physicians shows 
• more DEBROX®recommendations for 

in-home use than all o ther non-Rx brands 
combined! (Data available on request.)

Debrox Drops effectively soften exces- 
* •  sive and im pacted earwax.

3 Debrox cleanses ear with sustained 
• m icrofoam without causing earwax to 

swell.

4 Debrox is safe. It is clinically effective 
• and chemically stable. (Contains car

bamide peroxide 6.5% in specially prepared 
anhydrous glycerol.)

4 reasons 
why you

should recommend 
DEBROX® Drops 
toyour patients

A n o th e r pa tien t be ne fit p roduc t from
PHARMACEUTICAL DIVISION

M A R I O N
L A B O R A T O R I E S .  I N C .
KANSAS CITY. MO 64137

1/2 FL OZ 05 ml)



. . .  too valuable to keep in reserve

Macrodantin
(nitrofurantoin macrocrystals)

Capsules: 25,50, lOOmg

INDICATIONS: Macrodantin is indicated for the treatment of urinary tract 
infections when due to susceptible strains of Eschertcnia colt, entero
cocci. Staphylococcus aureus (it is not indicated for the treatment of 
associated renal cortical or perinephric abscesses), and certain sus
ceptible strains of Klebsiella species, Enterobacter species, and Proteus 
species.

N O TE : Specimens for culture and susceptibility testing should be 
obtained prior to and dyrmg drug administration.
C ONTRAIND IC ATIONS: Anuria, oliguria, or significant impairment of renal 
function (creatinine clearance under 40 ml per minute) are contraindi
cations 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 circumstances.

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

The drug is also contraindicated in those patients with known 
hypersensitivity to Macrodantin, Furadantm® (nitrofurantoin), and 
other nitrofurantoin preparations.
W ARNINGS: Acute, subacute and chronic pulmonary reactions have 
been observed in patients treated with nitrofurantoin products. If these 
reactions occur, the drug should be withdrawn and appropriate mea
sures 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-Eastern origin. Any sign of hemolysis is an indication to discon
tinue the drug. Hemolysis ceases when the drug is withdrawn.

Pseudomonas is the organism most commonly implicated in superin
fections in patients treated with Macrodantin.

Hepatitis, including chronic active hepatitis, has been observed 
rarely Fatalities have been reported. The mechanism appears to be of 
an idiosyncratic hypersensitive type.
PR EC AUTION S: F'eripheral neuropathy may occur with Macrodantin 
therapy, 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 
imbalance, vitamin B deficiency, and debilitating disease may enhance 
such occurrence.

Usage in Pregnancy: The safety of Macrodantin during pregnancy and 
lactation has not been established. Use of this drug in women of child
bearing potential requires that the anticipated benefit be weighed 
against the possible risks.

AD V ER S E REACTION S: 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 
minimized by reduction of dosage, especially in the female patient. 
Hepatitis occurs rarely
Hypersensitivity reactions: Pulmonary sensitivity reactions may occur, 
winch can be acute, subacute, or chronic.

Acute reactions are commonly manifested by fever, chills, cough, 
chest pain, dyspnea, pulmonary infiltration with consolidation or 
pleural effusion on x-ray. and eosmophilia. The acute reactions usually 
occur within the first week of treatment and are reversible with ces
sation 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. Roentgeno- 
graphic 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 hypersensitivity reactions: Anaphylaxis, asthmatic attack in 
patients with history of asthma, cholestatic jaundice, hepatitis, includ
ing chronic active hepatitis, drug fever, and arthralgia.
Hematologic reactions: Hemolytic anemia, granulocytopenia, leuko
penia. eosmophilia. and megaloblastic anemia. Return of the blood 
picture to normal has followed cessation of therapy.
Neurological reactions: Peripheral neuropathy, headache, dizziness, 
nystagmus, and drowsiness
Miscellaneous reactions: Transient alopecia. As with other antimicrobial 
agents superinfections by resistant organisms may occur. With 
Macrodantin, however, these are limited to the genitourinary tract 
because suppression of normal bacterial flora elsewhere in the body 
does not occur.

Eaton Laboratories Inc.
A subsidiary of MortonNorwich Products. Inc..
Manati. Puerto Rico 00701 
A ddress m e d ica l in q u ir ie s  to.
Norwich-Eaton Pharmaceuticals.
Medical Department, Norwich. New York 13815
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Greater awareness by family 
physicians of the need for fluoride 
supplementation would greatly re
duce the time and expense our 
children will spend in one of our 
own least favorite spots—the den
tist’s chair.

John Hickner, MD 
Assistant Professor o f  

Family Medicine 
Upper Peninsula Medical 

Education Propram 
and Department o f  Family Practice 

Michigan State University 
College o f Human Medicine 

Escanaba, Michigan

The preceding letters were referred 
to Drs. Schneeweiss, Eggertsen, 
and Bergman who respond as fo l
lows:

Dr. Frame’s thoughtful letter 
touches on the controversies sur
rounding the area of health screen
ing and is exactly the kind of re
sponse we hoped to elicit with our 
article.

At this time evidence does not 
exist in support of screening for 
hypertension in the pediatric age 
group. However, on the other 
hand, there is no evidence to the 
converse. For that reason we have 
chosen to put hypertension screen
ing in Category II (uncertain bene
fit) and hope that future studies will 
elucidate this point.

The issue of cost-benefit includ
ing the risks and cost of working-up 
false-positive cases will have to be 
addressed.

• , , ' “Ppropnatel'
potnted out the importance of 
amining carefully for co ^  
dislocation of the hip and it is“ 
deed a specific part of the recon, 
mended physical examination, 
implied in Figures 3 and 4. % 
absolutely endorse the routine but 
careful exclusion of this problem 
by repeated examinations in 
first year of life.

Dr. Hickner’s point regardingtf, 
significance of fluoride supplement 
tation in the prevention of dental 
caries, in those areas where fe 
water supply is unfluoridated, is 
well taken. It is chastening to note 
that we ourselves had overlooked 
this issue since we work in a cm 
where water supplies are fluori
dated !

As the Committee on Nutrition 
of the American Academy of Pedi
atrics has indicated, there remains 
some controversy regarding the op
timum ages for fluoride supple 
mentation.1 Some physicians do 
not initiate treatment under the age 
of six months to reduce problems 
with mild fluorosis. In addition,the 
development of the permanent tooth 
crowns, excluding the third molar, 
which is more variable, is com plete  
by ages 10-12 years. It is not dear 
whether there is benefit in continu
ing with fluoride supplements be
yond this age.

Ronald Schneeweiss, MD 
Sam C. Eggertsen, MD 
James J. Bergman, MD 

Department o f Family Mediant 
University of Washington 

Seattlt
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