
B r ie f  S u m m a ry :
C o n t ra in d ic a t io n s :  P a tien ts  who have had a lle rg ic  reac tio ns  to  NAPROSYN.’ 
ANAPROX'  o r ANAPROX'  DS or in w hom  asp ir in  o r o th e r NSAIDs induce  th e  syn 
drom e of asthm a, rh in it is , and  nasal polyps. Because anaphylactic  reac tio ns  usu 
a lly  o ccu r in  pa tie n ts  w ith  a h is to ry  o f su ch  reac tio ns, ques tion  pa tien ts  for 
asthm a, nasal polyps, u r tica r ia , and  hypotens ion associa ted  w ith  NSAIDs before 
s ta r t in g  therapy. I f  su ch  sym ptom s occur, d isco n tin u e  the  drug.
W a rn in g s :  S erious G l to x ic ity  such  as b leeding, u lcera tion , and perfo ra tion , can 
o ccu r a t any tim e, w ith  o r w ith o u t w a rn ing  sym ptom s, in pa tien ts  trea ted  ch ro n i­
ca lly  w ith  NSAIDs. Remain a le r t  fo r  u lce ra tio n  and b leed ing  even in  th e  absence 
of p rev ious G l t ra c t  sym ptom s. In  c lin ica l tr ia ls , sym ptom atic  upper Gl u lcers, 
g ross b leed ing  o r pe rfo ra tio n  o ccu r in a bou t 1 %  o f pa tien ts  trea ted  fo r  3 - 6  
m onths, and  in  about 2 -4 %  o f pa tie n ts  trea ted  fo r  one year. In fo rm  pa tien ts  o f 
s igns an d /o r sym ptom s of serious  Gl to x ic ity  and w hat s teps to  take  if  they occur. 
S tud ies have not id e n tif ie d  any subse t o f pa tien ts  no t a t r isk  o f develop ing peptic  
u lce ra tion  and  b leeding. Except fo r  a p r io r  h is to ry  o f serious Gl events and other 
r isk  fa c to rs  associa ted  w ith  pep tic  u lc e r disease, such  as a lcoholism , smoking, 
e tc., no r isk  fa cto rs  (e.g., age, sex) have been associa ted  w ith  increased risk. 
E lderly  o r de b ilita te d  pa tien ts  seem  to  to le ra te  u lcera tion  o r b leeding less well 
and m o st spontaneous re p o rts  o f fa ta l Gl events  are in th is  population. In  consid 
e rm g th e  use  o f  re la tive ly  large doses (w ith in  th e  recom m ended dosage range), 
s u ff ic ie n t  b e n e fit  shou ld  be a n tic ipa ted  to  o ffs e t th e  po ten tia l increased r isk  of 
G l toxic ity .
P re c a u tio n s :  DO NOT GIVE NAPROSYN'  (NAPROXEN) CONCOMITANTLY WITH 
ANAPROX ® OR ANAPROX ’  DS (NAPROXEN SODIUM) SINCE THEY CIRCULATE IN 
PLASMA AS THE NAPROXEN ANION. A cu te  in te rs t it ia l n e p h ritis  w ith  hem aturia, 
p ro te inu ria , and  neph ro tic  syndrom e has been reported. P a tients w ith  im paired 
renal fu n c tio n , h e a rt fa ilu re , live r dys func tion , pa tien ts  ta k in g  d iu re tics , and the  
e ld e rly  a re a t g rea te r r isk  o f o ve rt renal decom pensation. If  th is  occurs , d iscon­
tin u e  the  drug. Use w ith  cau tion  and m o n ito r serum  cre a tin ine  and /o r crea tin ine  
c learance  in  pa tien ts  w ith  s ig n ific a n tly  im paired renal func tion . Use cau tion  in 
pa tie n ts  w ith  baseline cre a tin ine  c learance less than  2 0  m l/m inu te . Use the  low ­
est e ffe c tiv e  dose in th e  e lde rly  or in  pa tien ts  w ith  chron ic  a lcoho lic  live r disease 
o r c irrho s is . Borderline  e levations o f live r te s ts  may occur in  up to  15%  of 
pa tien ts . E levations of SGPT or SGOT occurred  in co n tro lle d  tr ia ls  in less than  1% 
o f pa tien ts . Severe hepatic  reactions, inc lud ing  jaun d ice  and fa ta l hepatitis , have 
been repo rted  rarely. I f  live r d isease develops o r if  system ic m a n ife sta tions  occur 
(e.g., eos inophilia  or rash), d iscon tinue  therapy. I f  s te ro id  dosage is reduced or 
e lim ina ted  du ring  therapy, do so s low ly  and observe pa tien ts  c lose ly  fo r  adverse 
e ffe c ts , inc lud ing  adrenal in s u ffic ie n cy  and exacerbation o f a r th r it is  symptoms. 
D eterm ine hem oglobin values period ica lly  fo r  pa tien ts  w ith  in itia l va lues o f 10 
gram s or less w ho receive long -te rm  therapy. Periphera l edema has been 
reported. For pa tien ts  w ith  re s tr ic te d  sod ium  intake, note tha t each tab le t con­
ta ins approxim ate ly 25 or 50 m g  (1 o r  2 mEq) sodium . Use w ith  cau tion  in pa tients  
w ith  flu id  re ten tion , hypertens ion  or hea rt fa ilure. The drug  may reduce feve r and 
in flam m ation , d im in ish ing  th e ir  d iag nos tic  value. C onduct o p h tha lm ic  stud ies if  
any change o r d is tu rbance in  v is ion  occurs. In fo rm a t io n  f o r  P a t ie n ts :  Side 
e ffe c ts  can  cause d isco m fo rt and, rarely, m ore serious side e ffec ts , such  as Gl 
bleeding, may re su lt in  hosp ita liza tion  and even fa ta l outcom es. P hysicians may 
w ish to  discuss w ith  pa tien ts  po tentia l r is ks  and  bene fits  o f NSAIDs. p a rticu la r ly  
when they  are used fo r  less serious cond itions where trea tm en t w ith o u t NSAIDs 
may be acceptable. P a tients shou ld  use cau tion  fo r  a c tiv it ie s  requ ir ing  a le rtness  
i f  they  experience  drowsiness, dizziness, ve rtig o  or depression du ring  therapy. 
L a b o ra to ry  Tests: Because serious G l t ra c t u lcera tion  and b leeding can occur 
w ith o u t w arn ing  sym ptom s, fo llow  ch ron ica lly  trea ted  pa tien ts  and in fo rm  them 
of the  im po rtance  o f th e  fo llow -up. D ru g  In te ra c tio n s :  Use cau tion  when g iv ing  
co n com itan tly  w ith  coum arin -type  an ticoagu la n ts ; a hydantoin, su lfonam ide or 
su lfony lu rea ; furosem ide; lith iu m ; be ta -b lockers; probenecid; o r m ethotrexate. 
D ru g /L a b o ra to ry  Test In te ra c t io n s :  May decrease p la te le t aggregation and 
pro long bleed ing  tim e  or increase u r ina ry  va lues fo r  17-ketogenic stero ids. Tempo­
ra rily  stop  therapy fo r  72 hours before adrenal fu n c tio n  tests . May in te rfe re  w ith  
u rinary  assays o f 5HIAA C a rc in o g e n e s is :  A 2-year ra t s tudy showed no e v i­
dence o f carcinogen ic ity  P re g n a n cy : Category B. Do not use during  pregnancy 
un less clea rly  needed. Avoid use du ring  late pregnancy. N u rs in g  M o th e rs :  Avoid 
use P e d ia tr ic  Use: S ingle doses o f 2 .5 -5  m g /kg  (as naproxen suspension), w ith  
to ta l daily  dose no t exceeding 15 m g/kg/day, are safe in ch ild ren  over 2 years 
o f age.
A d ve rse  R e a c tio n s : In a study. Gl reactions were m ore frequent and severe in 
rheum atoid a r th r it is  pa tien ts  on 1650 m g /day naproxen sodium  than  in those  on 
825 mg/day. In ch ild ren  w ith  juven ile  a r th r it is ,  rash and prolonged bleeding 
tim es were m ore frequen t, Gl and CNS reactions about the  same, and  o the r reac­
tions  less frequent than in adu lts . Incidence Greater Than 1% . Probable Causal 
Relationship: GL The m ost frequent com pla in ts  re lated to  the Gl tra c t: constipa­
t io n *  heartburn ,* abdom inal pain,* nausea* dyspepsia, diarrhea, stom atitis . CNS: 
headache* d izz iness* d row s iness ; lig h t headedness, vertigo . D erm atologic: 
itc h in g  (p ru ritus),* s k in  eruptions,* ecchym oses,* sw eating, purpura. Special 
Senses: tinn itus ,* hearing  d is turbances, v isua l d is turbances. C ardiovascular: 
edem a; dyspnea,* pa lp ita tions. General: th irs t. ‘ Incidence o f reported  reaction 
3 % -9 % .  W here unm arked, incidence less than 3 % . Incidence Less Than 1% : 
Probable C ausal Relationship: GL abnorm al live r fu n c tio n  tests , co litis , Gl b leed­
ing and /o r perfo ra tion , hematemesis, jaundice, melena. pep tic  u lcera tion  w ith  
bleeding and/or perfo ra tion , vom iting. Renal: g lom eru la r n eph ritis , hem aturia, 
hyperkalemia, in te rs t it ia l neph ritis , nephro tic  syndrome, renal disease, renal fa il­
ure, renal papillary  necrosis. Hem atologic: agranulocytos is , eosinophilia, g ranu lo ­
c y to p e n ia ,  le u k o p e n ia ,  th ro m b o c y to p e n ia .  C N S : d e p re s s io n ,  d re a m  
abnorm alities, inab ility  to concentrate, insom nia, malaise, m yalg ia and  m uscle 
weakness. Derm atologic: alopecia, pho tosensitive  derm atitis , s k in  rashes. Spe­
cial Senses: hearing  im pairm ent. Cardiovascular: congestive h ea rt fa ilure. Respi 
ratory: eos inophilic  pneum onitis . General: anaphylacto id reactions, m enstrual 
disorders, pyrexia (ch ills  and fever). C ausal R elationship Unknow n: Hem atologic: 
ap lastic  anemia, hem olytic  anemia. CNS: aseptic  m en ing itis , co g n it ive  d ys fu n c ­
tion. D erm atologic: epiderm al necro lysis, e rythem a m u ltifo rm e , pho tosens itiv ity  
re a c tio n s  re sem b ling  po rp h y ria  c u ta n e a  ta rda  and e p id e rm o lys is  bu llosa , 
Stevens Johnson syndrome, u rtica ria . GL non-peptic  Gl u lcera tion , u lcera tive  
s tom atitis . Cardiovascular: vascu litis. General: ang ioneuro tic  edema, hyper­
glycem ia. hypoglycem ia.
O ve rd o sa g e : May have drowsiness, hea rtbu rn , ind igestion, nausea, vom iting . A 
few  pa tients  have had seizures. Em pty stom ach and use usual suppo rtive  m eas­
ures. In anim als 0 .5g /kg  o f activa ted  charcoal reduced plasma levels o f naproxen. 
D osage a nd  A d m in is tra tio n  fo r  M ild  to  M o d e ra te  Pain, D y s m e n o rrh e a  and 
A cu te  T e n d in it is  and  B u rs it is :  Recommended s ta rt in g  dose is 550  mg, fo l­
lowed by 275 m g every 6  to  8  hours. Total daily dose should no t exceed 1375 mg. 
D osage a nd  A d m in is tra tio n  f o r  R h e u m a to id  A r th r i t is .  O s te o a r th r it is  a nd  
A n k y lo s in g  S p o n d y lit is :  Recommended dose in a d u lts  is 275 m g o r 550  m g 
tw ic e  daily. In pa tien ts  who to le ra te  low er doses w e ll, the  dose may be increased 
to  1650 m g per day fo r  lim ite d  periods when a h igher level o f a n ti- in fla m m a to ry / 
analgesic a c tiv ity  is required. At th is  dosage, physicians should observe s u f f i­
c ien t increased c lin ica l ben e fits  to  o ffs e t po ten tia l increased risk.
C a u tio n : Federal law  p ro h ib its  d ispensing w ith o u t p rescrip tion.
See package in se rt fo r  fu ll P rescrib ing  Inform ation.
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Letters to the Editor

LEEP
T o  the Editor:

The article on the loop electrosurgi- 
cal excisional procedure1 is informative, 
but the authors’ statem ent that “Pregnan­
cy rates after L E E P  are com parable to 
laser therapy and better than rates for 
conization” is a m ajor overstatement un­
supported by the literature. T he refer­
ence for this statem ent is a letter to the 
editor that noted that 4 8  o f  1 0 0 0  women 
w ho received the L E E P  procedure got 
pregnant.2 There appeared to be no ab­
normally high rate o f  pregnancy com pli­
cations. Elowever, neither this letter to 
the editor nor the articles referenced by 
this letter actually determined the rate o f  
infertility in women after any o f  the ab­
lative cervical procedures. Eor example, 
this letter2 did not state the number o f  
women who wished to  conceive, the age 
of the w om en, or the dropout rate in 
follow-up.

I continue to believe that the poten­
tial for reduced fertility exists after abla­
tive procedures o f  the cervix, and that we 
must further study this issue.

M arjorie A. Bowman, MD, MPA 
The Department o f Family and 

Community Medicine
The Bowman Gray School o f Medicine 

W ake Forest University 
Winston-Salem, North Carolina
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The preceding letter was referred to Drs 
M ayeaux and Harper, who respond as fo l­
lows:

D r Bow m an is correct in stating that 
no prospective studies on pregnancy

The Journal welcomes letters to the editor. If founa 
suitable, they will be published as space allows 1 
ters should be typed double-spaced, should not o 
ceed 400  words, and are subject to abridgment and 
other editorial changes in accordance with Jourml 
style. All letters that reference a recently published 
Journal article are sent to the original authors f« 
their reply. I f  no reply is published, the authors have 
not responded by date ot publication. Send letters to 
Paul M. Fischer, Editor, The Journal of Family Prlc 
tice, Department o f Family Medicine, Medical Col 
lege o f Georgia, Augusta, GA 30912, or Fax 17ns 
855-1107.

rates after L E E P  are currently available. 
T he cited study by B igrigg e t ’al1 primar­
ily addressed the low  rate o f  pregnancy 
com plications. H ow ever, they do refer­
ence a prospective study that examines 
pregnancy rates after diathermy treat­
m ent o f  the cervix.2

H ollyock and colleagues followed 109 
patients after diathermy treatment who 
did not practice contraception and were 
not postmenopausal to  establish their 
pregnancy rates. O f  the 109  patients fol­
lowed, 9 6  conceived during the 3-vear 
follow-up period. T heir findings suggest 
that diathermy causes minimal adverse 
effects on fertility, parturition, and men­
strual function. This procedure is similar 
to  L E E P  in that it uses electrical current 
to  fulgerate and destroy dysplastic tissue 
but differs in that straight wires and ball 
electrodes were used instead o f  the wire 
loop used in L E E P . Diatherm y is consid­
ered by many physicians to be a more 
destructive therapy than the newer LEEP 
approach.

W e also have an active infertility ser­
vice at our hospital. T o  date, no patients 
have presented or been referred after 
L E E P  for infertility' evaluation in the 3 
years in which L E E P  has been performed 
here.

W e do agree that there is a need for 
prospective cohort studies to  establish 
p o st-L E E P  pregnancy rates. However, 
we cannot find any support in the litera­
ture for D r. Bow m an’s concern that there 
is reduced fertility after this procedure.

E. J .  M ayeaux, Jr, MD 
M ichael B. Harper, MD 

Department o f Family Medicine 
Louisiana State University Medical 

Center, Shreveport
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CLARITHROMYCIN vs 
PENICILLIN
To the Editor:

Dr Schrock has certainly shown that 
clarithromycin is as effective as penicillin 
in the treatment o f streptococcal pharyn­
gitis (Schrock CG. Clarithromycin vs peni­
cillin in the treatm ent o f streptococcal phar­
yngitis. J  Fam  Pract 1992; 3 5 :6 2 2 -6 ). 
However, there is information missing 
from the study diat would certainly be 
important if we as family physicians are 
to use this agent as primary therapy. 
What would be the cost o f such a deci­
sion?

While Schrock’s study found that 
clarithromycin was marginally better in 
bacteriologic cure rates, the clinical suc­
cess rates o f die two drugs seemed iden­
tical. In an era o f cost-containment, 
providing information on the cost conse­
quences of a change in therapy would be 
most useful.

What would be the dollar cost if we 
treated all patients with group A /3-he­
molytic streptococcal pharyngitis with 
clarithromycin as a first-line agent? What 
would be the cost if we treated only those 
who did not respond to penicillin ther­
apy? What would be the cost if the pen­
icillin VK were administered only as 250 
mg bid for children with streptococcal 
pharyngitis?

When the answers to questions such 
as these are included in research studies,

their clinical value to practicing family 
physicians will increase.

W illiam D. H akkarinen, MD  
Department o f Family Practice 

Franklin Square Hospital Center 
Baltimore, M aryland

To the Editor:
Schrock’s study comparing clarith­

romycin with penicillin for the treatment 
o f streptococcal pharyngitis (Schrock CG. 
Clarithromycin vs penicillin in the treat­
ment o f streptococcal pharyngitis. J  Fam  
Pract 1992; 35 :622 -6 ) was interesting in 
its content, but very disturbing by its 
omissions. A quick telephone call to a 
local pharmacy revealed that the cost of 
penicillin V 250 mg tid for 10 days is $5 
while the cost o f clarithromycin 250 mg 
bid for 10 days is $65, more than 10 
times the cost!

Schrock states that $300 million is 
spent yearly on die diagnosis and treat­
ment of streptococcal pharyngitis. How 
would the cost change if clarithromycin 
was used to treat all these cases? Clearly, 
because o f its cost, clarithromycin should 
not be a first-line drug for this illness and 
the author should have stated this. The 
author states that “ . . . clarithromycin 
twice daily is as effective and as well tol­
erated as penicillin . . . .” By “well toler­
ated,” I assume that the author is refer­
ring to the safety analysis, but had the 
patients purchased the medication them­
selves, they might not have tolerated the 
price tag!

Steven W. Luger, MD 
K aiser Permanente 

Rocky Hill, Connecticut
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YOCON
Yohimbine HCI

Description: Yohimbine is a 3a-15a-20B-l7a-hydroxy Yohimbine- 
16a-car-boxylic acid methyl ester The alkaloid is found in Rub- 
aceae and related trees Also in Rauwolfia Serpentina (LI Benth 
Yohimbine is an indolalkylamme alkaloid with chemical similarity 
to reserpine. It is a crystalline powder odorless Each compres­
sed tablet contains (1T 2 g r) 5 4 mg of Yohimbine Hydrochloride 
Action: Yohimbine blocks presynaptic alpha-2 adrenergic re­
ceptors Its action on peripheral blood vessels resembles that of 
reserpine. though it is weaker and of short duration Yohimbine's 
peripheral autonomic nervous system effect is to increase para­
sympathetic (cholinergic) and decrease sympathetic tadrenergic) 
activity. It is to be noted that in male sexual performance, 
erection is linked to cholinergic activity and to alpha 2 adrenergic 
blockade which may theoretically result in increased penile in­
flow. decreased penile outflow or both

Yohimbine exerts a stimulating action on the mood and may 
increase anxiety Such actions have not been adequately studied 
or related to dosage although they appear to require high doses 
of the drug Yohimbine has a mild anti-diuretic action, probably 
via stimulation of hypothalmic centers and release of posterior 
pituitary hormone

Reportedly Yohimbine exerts no significant influence on cardiac 
stimulation and other effects mediated by B-adrenergic receptors, 
its effect on blood pressure, if any would be to lower it; however 
no adequate studies are at hand to quantitate this effect in terms 
of Yohimbine dosage
Indications: YoconH is indicated as a sympathicolytic and myd- 
riatric. It may have activity as an aphrodisiac 
Contraindications: Renal diseases, and patient's sensitive to the 
drug In view of the limited and inadequate information at hand. no 
precise tabulation can be offered of additional contraindications 
Warning: Generally, this drug is not proposed for use in females 
and certainly must not be used during pregnancy Neither is this 
drug proposed for use in pediatric geriatric or cardio-renal 
patients with gastric or duodenal ulcer history Nor should it be 
used in conjunction with mood-modifying drugs such as antide­
pressants. or in psychiatric patients in general 
Adverse Reactions: Yohimbine readily penetrates the (CNS) and 
produces a complex pattern of responses in lower doses than 
required to produce peripheral a-adrenergic blockade. These 
include, anti-diuresis, a general picture of central excitation 
including elevation of blood pressure and heart rate, increased 
motor activity, irritability and tremor Sweating, nausea and 
vomiting are common after parenteral administration of the 
drug.' - Also dizziness, headache, skin flushing reported when 
used orally.' 1
Dosage and Administration: Experimental dosage reported in 
treatment of erectile impotence 1:1 ‘ 1 tablet (5.4 mg) 3 times a 
day. to adult males taken orally Occasional side effects reported 
with this dosage are nausea, dizziness or nervousness In the 
event of side effects dosage to be reduced to Vz tablet 3 times a 
day. followed by gradual increases to 1 tablet 3 times a day 
Reported therapy not more than 10 weeks.1 
How Supplied: Oral tablets of Y0C0N* 1/12 gr. 5.4mg in bottles 
of 100’s NDC 53159-001-01, 1000’s NDC 53159-001-10 and 
Blister-Paks of 30’s NDC 53159-001-30 
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