
Letters to
the Editor

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.

Education of Medical 
Students
To the Editor:

The Association of American 
Medical Colleges has embarked on 
a project to appraise the status of 
The General Professional Educa­
tion of the Physician and College 
Preparation for Medicine. An 18- 
member panel, chaired by Dr. Ste­
ven Muller, President of The Johns 
Hopkins University, after its first 
year of deliberation, has identified 
four concerns that will challenge 
faculties responsible for selecting 
and educating medical students:
•  The rapid growth of knowledge 
applicable to the care of patients 
and the treatment of disease
•  The ascendency of complex 
technology and procedures in the 
diagnosis and treatment of patients 
with overt or potential disease
•  The coalescence of physicians, 
other health professionals, and 
hospitals into complex systems, 
which is paralleled by a concentra­
tion of the financial support for 
medical care in government and 
private agencies
•  The mounting evidence that 
physicians are having difficulty 
coping with the rapid progress in 
medical care and in adapting to 
demands placed upon them by their
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patients and by the profession 
To gather information and ideas, 

the panel is holding regional hear­
ings where faculty, students, prac­
ticing physicians and other individ­
uals interested in and concerned 
about medical education can ex­
press their views. The hearing 
schedule is:

University of Texas, Houston, 
February 24-25, 1983 
Northwestern University, Chicago, 
March 24-25
New York Academy of Medicine, 
May 5-6, 1983

For more information, contact 
Mary H. Littlemeyer, Project 
Coordinator, Association of Amer­
ican Medical Colleges, 1 Dupont 
Circle, Washington, DC 20036.

August G. Swanson, MD 
Director,

Department o f  Ac ademic Affairs 
Association o f  

American Medical Colleges 
Washington, DC

Depression: Symptom or 
Syndrome?
To the Editor:

The recent response to the posi­
tion taken in our letter, “ Use of

Depression Inventories” (J Fan 
Pract 14:454, 1982), by Seller, 
Blascovich, and Lenkei (J Fan 
Pract 14:456, 1982) apparently mis­
understands our main concern and 
perpetuates a pervasive clinical and 
research error in family medicine 
that we believe should be remedied,

We do not find fault with the use 
of either Beck’s Depression Inven- 
tory1 or our own2 as measures of 
severity of depressive symptoma 
tology. Both instruments are 
sound, although the short forms of 
both may be preferable in family 
medicine settings.

What Seller et al3 and other au 
thors in family medicine have failed 
to recognize is the difference 
between depression as a symptom 
and depression as a syndrome or 
diagnosis. This lack of conceptual 
clarity is analagous to assumin' 
that every patient with symptoms! 
of pharyngitis has strep throat.

No existing depression inven 
tory can make a diagnosis of a de- 
pressive syndrome, and Beck1 has 
appropriately cautioned readers i 
that his inventory should be used 
for screening purposes. It therefore 
can be useful in detecting patients j 
who may fulfill the criteria fora 
diagnosis of depression, but it 
alone cannot make a diagnosis. F o r; 
example, neither instrument docu 
ments the two-week duration of 
symptoms required in standard 
psychiatric diagnosis, nor do they! 
question bizarre behavior or: 
mood-incongruent delusions or hal­
lucinations, both of which are key j 
factors in differential diagnosis.

Schizophrenic patients often 
score very high on symptoms like 
social withdrawal, distortion of 
body image, irritability, and inde 
cision. Beck’s inventory would 
then indicate severe depressive 
symptomatology, despite the ab-
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sence of a depressive syndrome. 
When physicians are prepared to 
prescribe penicillin for every sore 
throat, then it will be time to 
prescribe antidepressants for every­
one scoring high on a depression 
inventory.

Sheila M. Berndt, MD  
Illinois M asonic Hospital 

Family Practice Residency Program 
and

David J. Berndt, PhD  
Department o f  Psychiatry 

M ichael Reese Hospital 
Chicago , Illinois
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Alcohol Education for Family 
Practice Residents
To the Editor:

The disease of alcoholism is an 
important part of the family physi­
cian’s practice experience, both in 
the hospital and in the office. Atti­
tudes, especially negative ones, 
toward the alcoholic patient cause 
the physician considerable diffi­
culty in effectively treating his 
patients. Many studies of family 
physician experiences show mini­
mal awareness of the disease of 
alcoholism and suggest that when 
alcoholics are treated by family 
physicians, their conditions may be 
significantly underdiagnosed.1

Studies of attitude development 
suggest that physicians’ negative 
attitudes toward the alcoholic and 
alcoholism begin early in the

medical education and generally 
worsen as experience with alcohol­
ics becomes more burdensom e.1 
Recognition of the disease process 
of alcoholism has not permeated 
the physician’s view of this disor­
der. Several studies found that 
courses in medical school tended to 
hamper the physician’s total view 
of his alcoholic patients and in fact 
increased negative attitudes toward 
alcoholics.13 Chavetz4 many years 
ago felt that personal relationships 
were very important from the out­
set in determining the treatm ent po­
tential for the alcoholic. A good 
interpersonal relationship and 
working together to deal with the 
problem produced the best chances 
for the physician to effectively treat 
the alcoholic. If positive relation­
ships did not develop, no positive 
treatm ent could be developed for 
the alcoholic.4

Given this problem, a special 
program was developed at the Sun­
down M Alcoholism Treatment Cen­
ter in White Swan, Washington. 
This program was designed not 
only to change attitudes of family 
physicians but also to have them 
experience a close relationship 
with recovering alcoholics. These 
physicians were given an attitude 
questionnaire before and after their 
program at Sundown to see if the 
program could effectively change 
their opinions regarding alcoholics 
and alcoholism.

The program consisted of four 
7-hour days at Sundown M Ranch. 
The family physicians were ex­
pected to follow the regular treat­
ment program during these four 
days and were presented with lec­
ture topics and engaged in large and 
small group discussions. They were 
involved on a one-to-one basis with 
recovering alcoholics, exposed 
their own views, and were exposed 
to the views of the recovering alco­

holic. The final day of their four- 
day experience they were involved 
at the local community alcohol cen­
ter, where they were exposed to out­
patient education and follow-up pro­
grams with recovering alcoholics.

The results of this program 
showed that physicians can be well 
educated in the area of alcoholism. 
The questionnaires given before 
and after the experience indicated 
major changes in attitude. Prior to 
the experience the physicians be­
lieved that alcoholism was related 
to a personality or mental disorder; 
this view was changed in over 90 
percent of the physicians tested. 
The disease concept of alcoholism 
was accepted, and the view that 
alcoholism is a moral weakness or 
character disorder was rejected. 
The belief that alcoholism is pri­
marily a condition, affecting men 
and lower socioeconomic groups 
that has a very poor prognosis, was 
changed considerably. An aware­
ness of the value of Alcoholics 
Anonymous also accounted for a 
major shift in attitude.

Sundown M’s relationship with 
family physicians continues as a 
regular part of the family practice 
residency program. We feel this is 
an exciting program. It has made 
major changes in attitudes and edu­
cation of young physicians. We 
would hope that this program can 
be instituted in other areas so that 
physicians can enhance their un­
derstanding of and care-giving ca­
pacity toward the alcoholic patient.

Frederick A. M ontgom ery, MD  
Medical Director, 

Sundown M Ranch 
Yakima, Washington
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Cervical Cytology
To the Editor:

In July 19811 we published the 
results of a study comparing the 
adequacy of cervical cytologic 
preparations utilizing the standard 
Ayre spatula and cotton-tipped ap­
plicator with a newer extended tip 
spatula (Surgipath Medical). In that 
article it was shown that the yield 
of endocervical cells on cervical 
Pap smears was significantly 
greater when the extended tip 
spatula was used by family practice 
residents and faculty in the Family 
Practice Center of the Department 
of Family Medicine of the Univer­
sity of Cincinnati College of 
Medicine.

In the published study only the 
Ayre spatula and cotton-tipped 
applicator or the extended tip 
spatula were made available to the 
study group of physicians. They 
were not aware of the study in 
progress, nor were they especially 
trained in cervical cell harvesting. 
The applicance used to harvest 
cervical cells was used because it 
was, at that time, the only one 
available. It was found that under 
those circumstances 58 percent of 
100 Pap smears from premeno­
pausal women prepared from the 
Ayre spatula and cotton swab re­
vealed endocervical cells. The 
presence of endocervical cells was 
used as our criterion for an ade­
quate smear. Seventy-seven per­
cent of 54 pairs of slides in which
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the extended tip spatula was used 
were found to have endocervical 
cells.

So that laboratory bias would be 
minimized in that study, the cyto- 
technologists screening the slides 
were not informed of the study. 
The chief cytotechnologist, who 
was involved in the study, re­
viewed the specially coded slides in 
order to verify the screening cyto­
technologist interpretation. Ques­
tionable slides were further 
reviewed by the physician cyto- 
pathologist of the Department of 
Pathology. Because of the efforts 
to minimize use and interpretation 
biases, it was felt that the results 
obtained reflect a basic difference 
in the mechanical efficiency of har­
vesting endocervical cells by Ayre 
spatula and cotton swab and the ex­
tended tip spatula.

In order to further evaluate our 
methods and results, we continued 
our study of endocervical cell har­
vesting following the publication of 
our first paper on the subject. Fac­
ulty and resident colleagues in the 
Department of Family Medicine 
were apprised of the research ac­
tivity and were asked to use the 
cervical cell harvesting appliances 
that they preferred to obtain gyne­
cologic Pap smears. In the past 
several months we have studied 
258 additional pairs of cervical Pap 
smears obtained from premeno­
pausal women examined at the 
Family Practice Center.

One hundred pairs of slides were 
made with the Ayre spatula and 
cotton-tipped applicator and 158 
from the extended tip spatula. In 
that group 66 percent (66/100) of 
the Ayre Pap smears revealed 
endocervical cells and again 77 
percent (122/158) of the extended 
tip spatula slides combined endo­
cervical cells.

In total we have studied the
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cervical Pap smears from 412 pre­
menopausal women. Overall we 
have obtained endocervical cells in 
77 percent of the extended tip 
spatula examinations and 62 per- 
cent of the Ayre spatula and cotton 
swab examinations. We feel that 
these findings support the concept 
that a spatula which can be placed 
within the cervical os with its sur­
face continguous to the cervical 
canal is a highly effective instru­
ment in obtaining endocervical 
cells for cytologic evaluation. It is 
our opinion that the extended tip of 
the spatula is much more likely to 
come into direct contact with the 
squamocolumnar junction than is 
the cotton-tipped applicator. The 
increased harvest of cells may well 
tend to have a salutory effect on 
decreasing the number of false­
negative Pap smears now obtained 
using less thorough methods. In 
view of the current guidelines of 
the American Cancer Society for 
cervical cytology, this could well 
be an important factor for many 
women.

V. Franklin Colon, MD 
Department o f  Family Medicine

and
Larry Linz

Department o f  Pathology and 
Laboratory Medicine 

University o f  Cincinnati 
Medical Center 

Cincinnati, Ohio
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Toxic Epidermal Necrolysis
To the Editor:

This letter reports the case of a 
74-year-old black man with seven

Continued on page 231
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e .e . s . •
(erythromycin ethylsuccinate)
INDICATIONS: S tre p to c o c c u s  p yog enes  (G ro u p  A 
beta h e m o ly tic  s tre p to c o c c u s ) :  U p p e r  a n d  lo w e r re ­
sp ira to ry  tra c t, s k in , a n d  s o ft  t is s u e  in fe c t io n s  o f  m ild
to m oderate  se ve rity .

Injectable benzathine penicillin G is considered by 
the American Heart Association to be the drug of 
choice in the treatment and prevention of streptococ­
cal pharyngitis and in long-term prophylaxis of 
rheumatic fever.

When o ra l m e d ic a tio n  is  p re fe r re d  fo r  t re a tm e n t o f 
the above c o n d itio n s , p e n ic il l in  G , V, o r  e ry th ro m y c in  
are a lte rn a te  d ru g s  o f c h o ic e .

W hen o ra l m e d ic a tio n  is  g iv e n , th e  im p o r ta n c e  o f 
s t r ic t  a d h e re n c e  b y  th e  p a t ie n t  to  th e  p r e s c r ib e d  
dosage re g im e n  m u s t b e  s t re s s e d .  A th e ra p e u t ic  d o s e  
should be a d m in is te re d  fo r  a t le a s t 1 0  d a y s .

Alpha-hemolytic s tre p to c o c c i (v iridans g ro u p ): A l­
though no c o n tro lle d  c l in ic a l e f f ic a c y  t r ia ls  h a v e  b e e n  
conducted, o ra l e ry th ro m y c in  h a s  b e e n  s u g g e s te d  by 
the A m e rican  H e a rt A s s o c ia t io n  a n d  A m e r ic a n  D e n ta l 
A s s o c ia t io n  fo r  u s e  in  a  re g im e n  fo r  p ro p h y la x is  
aga inst b a c te r ia l e n d o c a rd it is  in  p a t ie n ts  h y p e rs e n s i­
tive to  p e n ic illin  w h o  h a v e  c o n g e n ita l h e a rt d is e a s e ,  o r 
rh e u m a tic  o r o th e r  a c q u ire d  v a lv u la r  h e a r t d is e a s e  
when th e y  u n d e rg o  d e n ta l p ro c e d u re s  a n d  s u rg ic a l 
procedures o f th e  u p p e r re s p ir a to ry  t ra c t.  E ry th ro m y ­
cin is not s u ita b le  p r io r  to  g e n ito u r in a ry  o r  g a s tro in ­
testinal t ra c t s u rg e ry . N O T E : W h e n  s e le c t in g  a n t ib io t ­
ics for the  p re v e n tio n  o f b a c te r ia l e n d o c a rd it is  th e  p h y ­
sician o r d e n tis t  s h o u ld  re a d  th e  fu l l  jo in t  s ta te m e n t o f 
the  A m e ric a n  H e a r t  A s s o c ia t io n  a n d  th e  A m e ric a n  
Dental A ss o c ia tio n .

S taphylococcus aureus: A c u te  in fe c t io n s  o f s k in  
and so ft t is s u e  o f m ild  to  m o d e ra te  s e v e r ity . R e s is ta n t 
organism s m ay e m e rg e  d u r in g  tre a tm e n t.

S trep to coccus  p n e u m o n ia e  (D ip lo c o c c u s  p n e u ­
moniae): U p p e r re s p ira to ry  t ra c t  in fe c t io n s  (e .g ., o t i t is  
media, p h a ry n g itis )  a n d  lo w e r re s p ir a to ry  t ra c t  in fe c ­
tions (e.g., p n e u m o n ia ) o f m ild  to  m o d e ra te  d e g re e .

Mycoplasma pne um o n iae  (E a to n  a g e n t, P P L O ): For 
re sp ira to ry  in fe c t io n s  d u e  to  th is  o rg a n is m .

Hemophilus in fluenzae: F o r u p p e r  re s p ir a to ry  t ra c t  
in fections o f m ild  to  m o d e ra te  s e v e r ity  w h e n  u s e d  c o n ­
co m itan tly  w ith  a d e q u a te  d o s e s  o f  s u lfo n a m id e s .  (S ee 
su lfonam ide  la b e lin g  fo r  a p p ro p r ia te  p re s c r ib in g  in fo r ­
mation). T he  c o n c o m ita n t  u s e  o f th e  s u lfo n a m id e s  is 
necessary s in c e  n o t a ll s t ra in s  o f  H em op h ilus in flu e n ­
zae are s u s c e p tib le  to  e ry th ro m y c in  a t th e  c o n c e n t r a ­
tions o f the  a n t ib io t ic  a c h ie v e d  w ith  u s u a l th e ra p e u t ic  
doses.

Treponema p a llid u m :  E ry th ro m y c in  is  a n  a lte rn a te  
choice o f tre a tm e n t fo r  p r im a ry  s y p h i l is  in  p a t ie n ts  a l­
lergic to  th e  p e n ic il l in s .  In  t re a tm e n t o f  p r im a ry  s y ­
p h ilis , s p in a l f lu id  e x a m in a t io n s  s h o u ld  b e  d o n e  
before tre a tm e n t a n d  a s  p a r t o f fo l lo w -u p  a fte r  th e ra p y .

Corynebacterium d ip h th e ria s :  A s  a n  a d ju n c t  to  a n t i ­
toxin, to  p re ve n t e s ta b lis h m e n t o f c a r r ie rs ,  a n d  to  e ra d ­
icate the  o rg a n ism  in  c a rr ie rs .

Corynebacterium m in u tiss im u m :  F o r th e  tre a tm e n t 
o fe ry th ra sm a .

Entamoeba h is to ly tica :  In  th e  tre a tm e n t o f in te s t in a l 
am ebiasis only. E x tra e n te r ic  a m e b ia s is  re q u ire s  t re a t ­
ment w ith  o th e r a g e n ts .

Listeria m onocytogene s: In fe c t io n s  d u e  to  th is  o r ­
ganism.

Bordetella p e rtu ss is :  E ry th ro m y c in  is  e f fe c t iv e  in  
e lim ina ting  th e  o rg a n is m  fro m  th e  n a s o p h a ry n x  o f in ­
fec te d  in d iv id u a ls ,  r e n d e r in g  th e m  n o n - in fe c t io u s .  
Some c lin ic a l s tu d ie s  s u g g e s t  th a t  e ry th r o m y c in  m ay 
be he lp fu l in th e  p ro p h y la x is  o f p e r tu s s is  in  e x p o s e d  
su scep tib le  in d iv id u a ls .

Legionnaires' D isease: A lth o u g h  n o  c o n tro l le d  c l in i ­
cal e ff ic a c y  s tu d ie s  h a v e  b e e n  c o n d u c te d ,  in  v itro  a n d  
lim ited p re lim in a ry  c l in ic a l d a ta  s u g g e s t  th a t  e ry th r o ­
mycin m ay be e ffe c t iv e  in  t re a t in g  L e g io n n a ire s ’ D is -

C O N T R A IN D IC A T IO N S :  E r y th r o m y c in  is  c o n t ra in ­
dicated in p a tie n ts  w ith  k n o w n  h y p e rs e n s it iv i ty  to  th is  
antib io tic.
P R E C A U T IO N S : E ry th ro m y c in  is  p r in c ip a l ly  e x c re te d  
by the liver. C a u tio n  s h o u ld  b e  e x e rc is e d  in  a d m in ­
istering the  a n t ib io t ic  to  p a t ie n ts  w ith  im p a ire d  h e p a tic  
function. T h e re  h a ve  b e e n  re p o r ts  o f h e p a t ic  d y s fu n c ­
tion, w ith  o r w ith o u t ja u n d ic e  o c c u r r in g  in  p a t ie n ts  re ­
ceiving o ra l e ry th ro m y c in  p ro d u c ts .

A reas o f lo c a liz e d  in fe c t io n  m a y  re q u ire  s u rg ic a l 
drainage in a d d itio n  to  a n t ib io t ic  th e ra p y .

R e cen t d a ta  fro m  s tu d ie s  o f e ry th r o m y c in  re v e a l 
that its use in p a tie n ts  w h o  a re  re c e iv in g  h ig h  d o s e s  o f 
theophylline  m ay b e  a s s o c ia te d  w ith  a n  in c re a s e  o f 
serum th e o p h y llin e  le v e ls  a n d  p o te n t ia l th e o p h y llin e  
toxicity. In c a se  o f th e o p h y l lin e  to x ic i ty  a n d /o r  e le v a t­
ed serum  th e o p h y llin e  le v e ls , th e  d o s e  o f th e o p h y llin e  
should be re d u c e d  w h ile  th e  p a t ie n t  is  re c e iv in g  c o n ­
com itant e ry th ro m y c in  th e ra p y .

Usage during p re g n a n cy  a n d  la c ta tio n :  T h e  s a fe ty  
o f e ry th ro m y c in  fo r  u s e  d u r in g  p re g n a n c y  h a s  n o t 
been e s ta b lish e d .

E ryth rom yc in  c ro s s e s  th e  p la c e n ta l b a r r ie r .  E ry th ro ­
mycin a lso  a p p e a rs  in  b re a s t m ilk .
A D V E R S E  R E A C T IO N S :  T h e  m o s t f re q u e n t  s id e  e f­
fects o f e ry th ro m y c in  p re p a ra tio n s  a re  g a s t ro in te s t i­
nal, such as a b d o m in a l c ra m p in g  a n d  d is c o m fo r t ,  a n d  
are  d o se  re la te d . N a u s e a , v o m it in g ,  a n d  d ia r r h e a  
o ccur in fre q u e n tly  w ith  u s u a l o ra l d o s e s .

D uring  p ro lo n g e d  o r  re p e a te d  th e ra p y , th e re  is  a 
p oss ib ility  o f o v e rg ro w th  o f n o n s u s c e p tib le  b a c te r ia  o r 
lungi. if su ch  in fe c t io n s  o c c u r , th e  d ru g  s h o u ld  b e  d is -  
continued and  a p p ro p r ia te  th e ra p y  in s t itu te d .

A lle rg ic  re a c tio n s  ra n g in g  fro m  u r ­
t ic a r ia  a n d  m i ld  s k in  e r u p t io n s  to  
anaphylax is  have  o c c u r re d .

There have b e e n  is o la te d  re p o r ts  o f 
reversible  h ea rin g  lo s s  o c c u r r in g  c h ie f ­
ly in p a tie n ts  w ith  re n a l in s u f f ic ie n c y  
and in p a tie n ts  re c e iv in g  h ig h  d o s e s  o f 
e rythrom ycin .

Continued from page 224

recurrences of toxic epidermal ne­
crolysis. Episode 1 (1947): Without 
any known exposure to drugs or 
chemicals, the patient developed a 
swollen face and sloughed his skin 
within two days. Episode 2 (1965): 
An upper respiratory tract infection 
was treated with penicillin. De­
nuded areas appeared on both 
upper extremities. Oral corticoste­
roids helped to achieve complete 
recovery. Episode 3 (1967): Self­
treatm ent with penicillin and aspi­
rin for a toothache resulted in in­
tense pruritus and multiple bullae 
with denuded areas. A skin biopsy 
showed full thickness epidermal 
necrolysis with underlying early 
epidermal regeneration. Episode 4 
(1970): The day following a left 
cataract extraction, multiple bullae 
appeared, and topical steroids were 
given with slow improvement. Epi­
sode 5 (1971): The postoperative 
course to a right cataract extraction 
was marked by widespread, multi­
ple vesicles with resulting denuded 
areas. Topical steroids were used 
with slow healing. Episode 6 
(1973): Within one day after a tem­
poral artery biopsy, an intensely 
pruritic, diffuse papular eruption 
appeared with areas of sloughing. 
Oral steroids were used. In 1974, 
oral steroids were given before a 
traumatized right eye was repaired, 
and only mild pruritus developed. 
Episode 7 (1977): The day after 
a bilateral orchiectomy was per­
formed because of prostatic car­
cinoma, extensive sloughing 
appeared. A skin biopsy showed 
extensive epidermal necrosis; 
pemphigus antibody was negative. 
Oral prednisone was tapered as 
healing progressed.

In a review of the English medi­
cal literature,1'9 only one other pa­
tient survived seven recurrences.7
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In Rowell and Thom pson’s 1961 re­
view of 27 patients, 6 had had re­
currences.8 However, no multiple 
recurrences were cited. The high 
recurrence rate is unusual in that 25 
to 50 percent of patients succumb 
to the initial episode. A careful 
analysis of the drugs given peri- 
operatively (episodes 4-7) indicate 
that barbiturates were the most 
consistently given drug. Barbitu­
rates have long been known to pro­
duce toxic epidermal necrolysis.9

The most important lesson to 
draw from these events is the 
importance of old records. Every 
resident, intern, and practicing 
physician dreads the thought of 
reviewing the records of a multi­
problem patient during the course 
of the initial workup. In 1974 pre­
operative steroids and careful a t­
tention to all drugs given thwarted 
the manifestation of toxic epider­
mal necrolysis. Analysis of the pa­
tient’s old records alerted the staff 
physicians. How many times has 
the careful review, albeit tedious, 
of old records revealed an impor­
tant, interesting finding that had di­
rect bearing on the outcome of the 
current problems!

Eric S. Miller, MD  
Lincoln, Maine
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pediazole
erythromycin ethylsuccinate 
and sulfisoxazole acetyl 
for oral suspension
p £  s S c  "age enclosure lor lull prescribing information

For'treatment ol ACUTE OTITIS MEDIA in children caused by susceptible strains 
of Hemophilus influenzae

^wn'hypersensitivity to either erythromycin or sulfonamides
Infants less than 2 months of age
PreonancY at term and during the nursing period, because sulfonamides pass 

into the placental circulation and are excreted in human breast milk and may 
cause kermcterus in the infant

S i TuPreqnancy (SEE ALSO: CONTRAINDICATIONS) The safe use of eryth­
romycin or sulfonamides in pregnancy has not been established The teratogenic 
potential of most sulfonamides has not been thoroughly investigated in either 
animals or humans However, a significant increase in the incidence of cleft 
nalate and other bony abnormalities of offspring has been observed when certain 
sulfonamides of the short, intermediate and long-acting types were given to 
pregnant rats and mice at high oral doses (7 to 25 times the human therapeutic

^Reports of deaths have been associated with sulfonamide administration from 
hypersensitivity reactions, agranulocytosis, aplastic anemia and other blood 
dvscrasias The presence of clinical signs such as sore throat, fever, pallor, 
purpura or jaundice may be early indications of serious blood disorders Com­
plete blood counts should be done frequently in patients receiving sulfonamides 

The frequency of renal complications is considerably lower in patients receiv­
ing the most soluble sulfonamides such as sulfisoxazole Urinalysis with careful 
microscopic examination should be obtained frequently in patients receiving 
sulfonamides.
Precautions
Erythromycin is principally excreted by the liver. Caution should be exercised in 
administering the antibiotic to patients with impaired hepatic function. There 
have been reports of hepatic dysfunction, with or without jaundice occurring in 
patients receiving oral erythromycin products 

Recent data from studies of erythromycin reveal that its use in patients who 
are receiving high doses of theophylline may be associated with an increase of 
serum theophylline levels and potential theophylline toxicity. In case of theophyl­
line toxicity and or elevated serum theophylline levels, the dose of theophylline 
should be reduced while the patient is receiving concomitant erythromycin 
therapy.

Surgical procedures should be performed when indicated 
Sulfonamide therapy should be given with caution to patients with impaired 

renal or hepatic function and in those patients with a history of severe allergy or 
bronchial asthma. In the presence of a deficiency in the enzyme glucose-6- 
phosphate dehydrogenase, hemolysis may occur This reaction is frequently 
dose-related Adequate fluid intake must be maintained in order to prevent 
crystalluria and renal stone formation.
Adverse Reactions
The most frequent side effects of oral erythromycin preparations are gastrointes­
tinal, such as abdominal cramping and discomfort, and are dose-related 
Nausea, vomiting and diarrhea occur infrequently with usual oral doses. During 
prolonged or repeated therapy, there is a possibility of overgrowth of nonsuscep- 
tible bacteria or fungi. If such infections occur, the drug should be discontinued 
and appropriate therapy instituted The overall incidence of these latter side 
effects reported for the combined administration of erythromycin and a sul­
fonamide is comparable to those observed in patients given erythromycin alone 
Mild allergic reactions such as urticaria and other skin rashes have occurred 
Serious allergic reactions, including anaphylaxis, have been reported with 
erythromycin.

The following untoward effects have been associated with the use of 
sulfonamides:
Blood dyscrasias: Agranulocytosis, aplastic anemia, thrombocytopenia, 
leukopenia, hemolytic anemia, purpura, hypoprothrombinemia and methemo­
globinemia.
Allergic reactions: Erythema m ultiform e (Stevens-Johnson syndrome), 
generalized skin eruptions, epidermal necrolysis, urticaria, serum sickness, 
pruritus, exfoliative dermatitis, anaphylactoid reactions, periorbital edema, 
conjunctival and scleral injection, photosensitization, arthralgia and allergic 
myocarditis
Gastrointestinal reactions: Nausea, emesis, abdominal pains, hepatitis, diarrhea.

: anorexia, pancreatitis and stomatitis.
CHS reactions Headache, peripheral neuritis, mental depression, convulsions, 
ataxia, hallucinations, tinnitus, vertigo and insomnia.
Miscellaneous reactions: Drug fever, chills and toxic nephrosis with oliguria oi 
anuria. Periarteritis nodosa and L.E. phenomenon have occurred.

The sulfonamides bear certain chemical similarities to some goitrogens. 
diuretics (acetazolamide and the thiazides) and oral hypoglycemic agents. Goiter 
production, diuresis and hypoglycemia have occurred rarely in patients receiving 
sulfonamides. Cross-sensitivity may exist with these agents.

Rats appear to be especially susceptible to the goitrogenic effects of sul­
fonamides, and long-term administration has produced thyroid malignancies in 
the species
Dosage and Administration
PEDIAZOLE SHOULD NOT BE ADMINISTERED TO INFANTS UNDER 2 MONTHS 
OF AGE BECAUSE OF CONTRAINDICATIONS OF SYSTEMIC SULFONAMIDES IN 

; THIS AGE GROUP.
for Acute Otitis Media in Children: The dose of Pediazole can be calculated based 
on the erythromycin component (50 mg. kg day) or the sulfisoxazole component 
(150 mg kg day to a maximum of 6 g/day) Pediazole should be administered in 
equally divided doses four times a day for 10 days. It may be administered 
without regard to meals.

The following approximate dosage schedule is recommended for using

Children: Two months of age or older.
Weight Dose— every 6 hours
Less than 8 kg 

(less than 18 lb)
8 kg (18 lb)

16 kg (35 lb)
24 kg (53 lb)
Over 45 kg (over 100 lb)

Adjust dosage by 
body weight 

'/2 teaspoonful (2.5 ml)
1 teaspoonful (5 ml)
1 Vi teaspoonfuls (7.5 ml)
2 teaspoonfuls (10 ml)

How Supplied
rjediazole Suspension is available for teaspoon dosage in 100-ml (NDC 0074- 
? 13)‘ 150-ml (NDC 0074-8030-43) and 200-ml (NDC 0074-8030-53)
bottles, in the form of granules to be reconstituted with water. The suspen­
sion provides erythromycin ethylsuccinate equivalent to 200 mg erythromycin 
activity and sulfisoxazole acetyl equivalent to 600 mg sulfisoxazole per tea­
spoonful (5 ml).
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Diuretic Induced Hypokalemia
To the Editor:

The article by Robert P. Navarro 
et al, “ Diuretic Induced Hypoka­
lemia in the E lderly,” which ap­
peared in the April 1982 issue (J 
Fam Pract 14:685, 1982) appears to 
have a major design flaw in the 
study that invalidates the results. 
The study was a retrospective chart 
audit of patients on four diuretics— 
hydrochlorothiazide, hydrochloro- 
thiazide-triam pterene, furosemide, 
and chlorthalidone. The study 
found that the potassium level did 
not fall below 3.0 regardless of the 
diuretic used and that none of 
the patients became symptomatic. 
Therefore, it was concluded that no 
clinical significance exists among 
the four diuretics in regard to pro­
duction of hypokalemia.

The possible flaw in the design 
of the study was to apparently ex­
clude all patients from the study 
who were on potassium supple­
ments. Since all patients in the 
study had at least one potassium 
level determined, it is safe to as­
sume that those who did develop 
low potassium were placed on 
supplem ents, whereas those who

did not significantly drop their po­
tassium levels were not. This study 
appears to look only at the latter. If 
this is correct, the only conclusion 
that can be reached from the study 
is that elderly patients on diuretic 
therapy who do not significantly 
decrease their potassium levels, re­
gardless of the diuretic, do not need 
potassium supplements.

H.T. Milhorn, Jr, MD, PhD 
Assistant Professor and Director, 

Research Division 
Professor, Physiology and  

Biophysics
University o f  Mississippi Medical

Center
Jackson, Mississippi

The preceding letter was referred 
to Dr. Navarro, who responds as 
follows:

I appreciate Dr. M ilhorn’s inter­
est in our paper. However, I do not 
believe the possible flaw he sug­
gests regarding study bias oc­
curred. I apologize for the lack of 
clarity in the original article regard­
ing data collection. It is true that 
the data was collected retrospec­
tively. However, each patient was 
followed prospectively; that is, re­
gardless of when the diuretic was 
started, all patients were followed 
from that day forward (assuming 
potassium supplementation was 
not started prophylactically prior 
to checking the serum potassium). 
If patients were eventually given 
potassium supplem entation, they 
could have been included in the 
study prior to supplementation, 
and the potassium value (responsi­
ble for the institution of supple­
mentation) would have been re­
ported in the study.

In summary, we began collecting 
data on patients from the day diu-
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EXPECTO RANT C

INDICATIONS: Based on a review of th is  drug by the National 
Academy of Sciences National Research Council and/or other 
information. FDA has classified the ind ications as follows: 
"Lacking substantial evidence of effectiveness as a fixed com bi­
nation”  For the symptomatic relief of cough in conditions such 
as- the common cold, acute bronchitis, a lle rg ic asthm a, bronch i­
olitis, croup, emphysema, tracheobronchitis.
Final classification of the less-than-effective  indications re­
quires further investigation.

CUNInAinUIOHI lu n o .
Use in Newborn or Premature Infants: This drug should not be used in 
newborn or premature infants.
Use in Nursing Mothers: Because of the higher risk of antih istam ines, 
codeine and sympathomimetic amines for in fa n ts  generally and for 
newborn and premature in particular, Actifed-C  Expectorant therapy is 
contraindicated in nursing mothers.
Use in Lower Respiratory Disease: Antih istam ines shou ld NOT be 
used to treat lower resp ira to ry  t ra c t symptoms inc lud ing  asthma.
Actifed-C Expectorant is also contra ind icated in the fo llow ing con­
ditions:
Hypersensitivity to: 1) tr ip ro lid ine hydrochloride and other a n tih is ta ­
mines of similar chemical structure; 2) sym pathom im etic am ines in ­
cluding pseudoephedrine; and/or 3) any of the other ingredients. 
Monoamine oxidase inhib itor therapy (see Drug Interactions Section). 
WARNINGS: Actifed-C Expectorant should be used w ith  considerable 
caution in patients with:

Increased intraocular pressure 
(Narrow angle glaucoma) 

Stenosing peptic ulcer 
Pyloroduodenal obstruction 
Symptomatic prostatic hypertrophy 
Bladder neck obstruction

Hypertension 
Diabetes m ellitus 
Ischemic heart disease 
Hyperthyroidism

Sympathomimetics may produce central nervous system s tim ula tion  
with convulsions or cardiovascular co lla p se  w ith  accompanying 
hypotension.
Codeine can produce drug dependence of the morphine type, and 
therefore has the potential of being abused.
Use in Children: As in adults, the com bination of an an tih istam ine 
and sympathomimetic amine can e lic it either mild stim u la tion  or m ild 
sedation in children.
While it is difficult to predict the result of an overdosage of a com bi­
nation of triprolidine, pseudoephedrine. and codeine the fo llow ing is 
known about the individual components:
In infants and children especially, an tih is tam ine  in overdosage may 
cause hallucination, convulsion or death. Large doses of pseudo­
ephedrine are known to cause weakness, lightheadedness, nausea 
and/or vomiting. An overdosage of codeine may cause CNS depression 
with muscular tw itching and convulsion, weakness, d isturbed vision, 
dyspnea, respiratory depression, collapse and coma.
Use in Pregnancy: Experience w ith th is  drug in pregnant women is 
inadequate to determine whether there exists a potentia l fo r harm to 
the developing fetus.
Use with CNS Depressants: Triprolidine and codeine phosphate have 
additive effects with alcohol and other CNS depressants (hypnotics, 
sedatives, tranquilizers, etc.)
Use in Activities Requiring M e n ta l Alertness: P a tie n ts  shou ld  be 
warned about engaging in ac tiv ities  requiring mental a lertness such 
as driving a car cr operating appliances, machinery, etc.
Use in the Elderly (approximately 60 years or older): Antih istam ines 
are more likely to cause dizziness, sedation and hypotension in elderly 
patients. Overdosages of sympathomimetics in th is  age group may 
cause hallucinations, convulsions, CNS depression, and death. 
PRECAUTIONS: Actifed-C Expectorant should be used w ith caution in 
patients with: history of bronchial asthm a, increased in traocu lar pres­
sure, hyperthyroidism, cardiovascular disease, hypertension.
DRUG INTERACTIONS: MAO inh ib itors prolong and in tensify  the a n ti­
cholinergic (drying) effects of an tih istam ines and overall e ffects of 
sympathomimetics. Sympathomimetics may reduce the antihyperten­
sive effects of methyldopa, decamylamine, reserpme, and veratrum 
alkaloids.
The CNS depressant effect of tripolidm e hydrochloride and codeine 
phosphate may be additive w ith th a t of other CNS depressants. 
ADVERSE REACTIONS:
1. General: Urticaria, drug rash, anaphylactic shock, photosensitivity, 

excessive perspiration, chills , dryness of mouth, nose and throat.
2. Cardiovascular System: Hypotension, headache, palpitations, 

tachycardia, extrasystoles.
3. Hematologic System: H em o ly tic  a n e m ia , th ro m b o c y to p e n ia , 

agranulocytosis.
4. Nervous System: Sedation, sleepiness, dizziness, disturbed coordi­

nation, fatigue, confusion, restlessness, excitation, nervousness, 
tremor, irritability, insomnia, euphoria, paresthesias, blurred v i­
sion, diplopia, vertigo, tinn itus , acute labyrin th itis , hysteria, neuri­
tis, convulsions, CNS depression, hallucination.

5 G.l. System: Epigastric distress, anorexia, nausea, vom iting, 
diarrhea, constipation.

6- G.U. System: Urinary frequency, d iff ic u lt urination, urinary reten­
tion, early menses.

7. Respiratory System: Thickening of bronchial secretions, tightness 
of chest and wheezing, nasal stuffiness.

NOTE: Guaifenesin has been shown to produce a color interference 
with certain clinical laboratory determ inations of 5-hydroxyindole- 
ocetic acid (5-HIAA) and vanilly lm andelic  acid (VMA).

H0(fo L Uf>f,LIED: Bottles of 1 p int, 1 gallon and 4 oz Unit of Use Bottle 
with Child Resistant Cap.

Burroughs W e llcom e  Co.
Research Triangle Park 
North Carolina 27709
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retie therapy was started by re­
viewing chart notes and laboratory 
reports. Some subjects eventually 
received supplementation. How­
ever, they were included in the 
study if they had potassium values 
reported prior to receiving supple­
mentation. Therefore, we believe 
patients who eventually developed 
“ low” serum potassium were not 
selected out.

Robert P. Navarro, PharmD  
Pharmaceutical Consultant 

Services 
St. Paul, Minnesota

To the Editor:
I very much enjoyed the article 

by Robert P. Navarro et al, “ Diu­
retic Induced Hypokalemia in the 
E lderly” (J Fam Pract 14:685, 
1982). There are several references 
that might be included in future 
work dealing with this area. Those 
presenting with ischemic heart dis­
ease or ventricular dysrhythmias 
may be a unique population deserv­
ing further study. Solomon and 
Cole noted an increased incidence 
of ventricular dysrhythmias in 
acute myocardial infarction pa­
tients whose plasma potassium 
levels were between 3.1 and 3.5 
m E q/L .1 This increased frequency 
of ventricular dysrhythmias was 
corroborated in another group of 
patients who did not have organic 
heart disease.2

Further work in this area might 
profitably focus on morbidity out­
comes in elderly patients with plas­
ma potassium values in this range.

Was this study designed to uti­
lize serum, as opposed to plasma, 
potassium? As a medical technol­
ogist, I was taught that potassium is 
released from leukocytes and plate­
lets during the process of clotting 
and retraction. Therefore plasma

LETTERS TO THE EDITOR

potassium is more stable and re­
producible.

Wm. MacMillan Rodney, MD 
Assistant Professor o f  

Family Medicine 
Director, UCLA Residency 

Program  
University o f  California— 

Los Angeles 
Los Angeles, California
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Subclavian Lines and Venous 
Thrombosis
To the Editor:

In a recent article on subclavian 
lines (Placement o f  subclavian 
lines. J Fam Pract 12:543, 1981), 
Dr. Duane S. Bietz indicated that 
venous thrombosis could occur after 
long-term usage. We have recently 
had a patient with subclavian vein 
thrombosis that developed after only 
48 hours of placement.

The patient was a 52-year-old 
male alcoholic who experienced a 
gastrointestinal bleed. He had a 
subclavian line placement without 
difficulty and was discharged 72 
hours after admission. He was later 
readmitted because of swelling of 
his right upper extremity. Contrast 
venogram revealed thrombosis of 
the vessels leading to the subcla­
vian vein and multiple collaterals.

The patient was treated with 
anticoagulation and elevation with 
total resolution of his problem. 
Subclavian vein catheterization for 
diagnosis and therapy carries with 
it the complication of thrombosis.

Continued on page 238
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(diazepam/Roche)

B e fo re  p re s c r ib in g , p le a s e  c onsu lt c o m p le te  p ro d u c t in form ation , 
a  s u m m a ry  o f w h ic h  fo llow s:
In d ic a tio n s : Management of anxiety disorders.or shorMerm rete 
symptoms of anxiety. Anxiety or tension associated with 1be sfrasofevery 
day life usually does not require treatment with an araioiWiC-Sym^omatic 
relief of acute agitation, tremor, delirium tremens and hallucinosis due to 
acute alcohol withdrawal; adjunctively in skeletal muscle spasm due to 
reflex spasm to local pathology, spasticity caused by upper motor neuron 
disorders; athetosis; stiff-man syndrome; convulsive disorders (not as sole

The effectiveness of Valium in long-term use, that is. more than 4 months, 
has not been assessed by systematic clinical studies. The physician should 
periodically reassess the usefulness of the drug for the individual patien . 
C o n tr a in d ic a te d :  Known hypersensitivity to the drug. Children unctetf 
6 months of age. Acute narrow angle glaucoma; may be used in patienis 
with open angle glaucoma who are receiving appropriate therapy. 
W arnings: Not of value in psychotic patients. Caution against hazardous 
occupations requiring complete mental alertness. When used adjunctively 
in convulsive disorders, possibility of increase in frequency and/or seventy 
of grand mal seizures may require increased dosage of standard anticon­
vulsant medication; abrupt withdrawal may be associated with tempo­
rary increase in frequency and/or severity of seizures. Advise against simul­
taneous ingestion of alcohol and other CNS depressants. Withdrawal 
symptoms similar to those with barbiturates and alcohol have been 
observed with abrupt discontinuation, usually limited to extended use and 
excessive doses. Infrequently, milder withdrawal symptoms have been 
reported following abrupt discontinuation of benzodiazepines after con­
tinuous use, generally at higher therapeutic levels, for at least several 
months. After extended therapy, gradually taper dosage. Keep addiction- 
prone individuals under careful surveillance because of their predisposi­
tion to habituation and dependence.

Usage in  Pregnancy: Use o f m inor tran q u ilize rs  during  first 
trim ester shou ld  a lm o s t a lw a y s  b e  a v o id e d  b e c a u s e  of 
in c re a s e d  risk o f c o n g e n ita l m a lfo rm a tio n s  as s u g g e s te d  
in s e v e ra l stud ies. C o n s id e r  p ossib ility  o f p re g n a n c y  w hen  
instituting th e ra p y ;  a d v is e  p a tie n ts  to  discuss th e ra p y  if they  
in te n d  to  or d o  b e c o m e  p re g n a n t.

P recau tio n s: If combined with other psychotropics or anticonvulsants, 
consider carefully pharmacology of agents employed; drugs such as 
phenothiazines, narcotics, barbiturates, MAO inhibitors and other antide­
pressants may potentiate its action. Usual precautions indicated in 
patients severely depressed, or with latent depression, or with suicidal 
tendencies. Observe usual precautions in impaired renal or hepatic func­
tion. Limit dosage to smallest effective amount in elderly and debilitated 
to preclude ataxia or oversedation.
The clearance of Valium and certain other benzodiazepines can be 
delayed in association with Tagamet (cimetidine) administration. The clini­
cal significance of this is unclear.
S id e  Effects: Drowsiness, confusion, diplopia, hypotension, changes in 
libido, nausea, fatigue, depression, dysarthria, jaundice, skin rash, ataxia, 
constipation, headache, incontinence, changes in salivation, slurred 
speech, tremor, vertigo, urinary retention, blurred vision. Paradoxical reac­
tions such as acute hyperexcited states, anxiety, hallucinations, increased 
muscle spasticity, insomnia, rage, sleep disturbances, stimulation have 
been reported; should these occur, discontinue drug. Isolated reports of 
neutropenia, jaundice; periodic blood counts and liver function tests 
advisable during long-term therapy.
D o s a g e : Individualize for maximum beneficial effect. A du lts : Anxiety dis­
orders, symptoms of anxiety, 2 to 10 mg b.i.d. to q.i.d.; alcoholism, 10 mg 
t.i.d. or q.i.d. in first 24 hours, then 5 mg t.i.d. or q.i.d. as needed; adjunc­
tively in skeletal muscle spasm, 2 to 10 mg t.i.d. or q.i.d.; adjunctively in 
convulsive disorders, 2 to 10 mg b.i.d. to q.i.d. G e ria tric  o r  d e b il ita te d  
p a tie n ts : 2 to 216 mg, 1 or 2 times daily initially, increasing as needed and 
tolerated. (See Precautions.) C h ild re n : 1 to 216 mg t.i.d. or q.i.d. initially, 
increasing as needed and Tolerated (not for use under 6 months).
H ow  S u p p lie d : For oral administration. Valium scored tablets-— 2 mg, 
white; 5 mg, yellow; 10 mg, blue— bottles of 100* and 500;* Prescription 
Paks of 50, available in trays of 10* Tel-E-Dose1 packages of 100, avail­
able in trays of 4 reverse-numbered boxes of 25' and in boxes containing 
10 strips of 10.'

'Supplied by Roche Products Inc., Manati, Puerto Rico 00701 
'Supplied by Roche Laboratories, Division of Hoffmann-La Roche Inc., 
Nutley, New Jersey 07110

R e fe re n c e s : 1. Tollman JF e ta l:  S c ie n c e 207:274-281, Jan 18,1980 
2. Bunney WE Jr: P sych ia tr A n n  11:11-15, Jan 1981. 3. Davis JM e ta l:  J C lin  
P sych ia try  4 2 [ 11) Sec 2:4-14, Nov 1981. 4. Study RE, Barker JL: JA M A  247- 
2147-2151, Apr 16,1982, 5. Braestrup C, Nielsen M, Olsen CE: Proc N a il A c a d  
S ci USA 77:2288-2292, Apr 1980. 6. Bosmann HB, Case KR, DiStefano P: 
FEBS Le tt 82:368-372, Oct 1977. 7. Braestrup C, Albrechtsen R, Squires RF: 
N a tu re  269:702-704, Oct 20,1977 8. Snyder SH: P sychosom atics 2 2 986- 
989, Nov 1981. 9. Rickels K: J  C lin  P sych ia try  42(11) Sec 2:40-44 Nov 1981
10. Flaefely WE: B rJ  P sych ia try 133:231-238, Sep 1978
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This accounts for only 2  to 3 per­
cent of all deep vein thromboses, 
but prevalence may be increasing 
because of increasing utilization of 
the procedure.

Van J. S titt, Jr., Mb 
Director o f  Clinical Teaching anil 

Curricular Activit] 
FAHEC Family Practice 

Residency Program 
Fayetteville, North Carolina

Choice of Sterilization  
Procedure
To the Editor:

The article “ The Choice of Ster­
ilization Procedure Among M arried  
Couples” by M arkham and F ran k e l 
in the January 1982 issue (J Fain 
Pract 14:27, 1982) was quite inter­
esting; however, there was an ab­
sence of data that would have en­
hanced its usefulness and p e rh a p s  
altered the results and conclusions.

The sample analyzed was limited 
to the 86 patients (29 vasectomy 
and 57 tubal ligation) who returned 
questionnaires handed out to all 
patients for the two procedures. No 
analysis was made, however, of the 
patients who did not return the 
questionnaires. In the absence of 
this data, primarily demographic, 
one is left with an unanswered 
question: Are young, white, well- 
educated, moderately affluent, 
maritally stable patients most likely 
to return questionnaires? Although 
this is factitious, it does serve to 
make one question the validity and 
applicability of the conclusions be­
yond the small sample analyzed.

Russell L. Anderson, Mb 
Chairman, Department of 

Family Medicint 
University o f  Alabama 

University, Alabama




