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■  D ie t a r y  S o y  a n d  H o t  F l u s h e s

Albertazzi P, Zanotti L, Forini E, De Aloysio D. The effect of 
dietary soy supplementation on hot flushes. Obstet Gynecol 
1998; 91:6-11.

Clinical question Does dietary soy protein reduce 
the number of hot flushes in postmenopausal 
women?

Background Traditional hormone replacement 
therapy (HRT) is effective for controlling vasomotor 
symptoms and reducing the risk o f cardiovascular dis­
ease and osteoporosis in postmenopausal women. 
Despite these beneficial effects, 85% o f postmenopausal 
women in the US currently do not use any form o f HRT. 
Reasons for the limited use o f HRT include concerns 
about side effects and breast cancer risk, and a desire 
for a more natural approach to the management o f 
menopausal symptoms. Epidemiologic studies have 
demonstrated lower rates o f breast cancer, heart dis­
ease, and osteoporosis in populations o f Asian women. 
The high dietary intake o f phytoestrogens, plant sub­
stances structurally or functionally related to estradiol 
and found in high concentrations in soy products, has 
been postulated as one factor responsible for the 
reduced rates o f disease.

Population studied The authors studied 104 post­
menopausal women between the ages o f 45 and 62 years 
requesting treatment for severe hot flushes at two uni­
versity centers in Italy. To be eligible for the study, 
patients must have had no menses for at least 6 months, 
a minimum o f seven moderate to severe hot flushes or 
night sweats per 24 hours over the past 2 weeks, no use 
o f HRT or other medications for at least 6 weeks, an ele­
vated FSH (>50 IU/L), and low serum estradiol concen­
tration (<35 pg/mL).

Study design and validity This is a randomized, 
double-blinded, placebo-controlled trial o f the effect of
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a soy protein supplement on hot flushes. Fifty-one 
patients took 60 g o f isolated soy protein daily and 53 
patients took 60 g o f placebo (casein) daily in the form 
o f powdered packets. Patients were seen at the screen­
ing visit, 4 weeks later (prior to randomization), and 
again at treatment weeks 4, 8, and 12. An appropriate 
randomization and blinding scheme was used and the 
study was analyzed by intention to treat. The only major 
concern is a high initial dropout rate (unclear from 
which treatment group) requiring 12 additional women 
to be enrolled, and a somewhat high subsequent 
dropout rate (24%). In addition, the use of the 
Kupperman index is questionable because it includes 
such symptoms as paresthesias and vertigo, which have 
little physiologic relationship to low serum estrogen. 
This was not, however, the main outcome measure.

Outcomes measured Patients were asked to 
record the number o f moderate to severe hot flushes 
and their use o f the study medication each day. The 
severity o f symptoms was assessed at each visit using 
the Kupperman index, a measure o f 12 menopausal 
symptoms, and a remaining supplement count was per­
formed to assess compliance. The average number of 
hot flushes per day during treatment was calculated and 
subtracted from the average number o f hot flushes per 
day at baseline.

Results Of the 104 patients enrolled, 40 taking soy 
and 39 taking casein completed the 12-week study. At 
baseline, the median number o f hot flushes was 11.4 for 
the soy group and 10.9 for the casein group. The patients 
were similar in baseline characteristics. Women taking 
soy had a 26% reduction in mean number o f hot flushes 
compared with baseline by week 3 and a 33% reduction 
by week 4. After 12 weeks, the mean number of hot 
flushes was reduced by 1.59 in the soy group after sub­
tracting the effect o f placebo; mean change in hot flush­
es -5.01 (soy group) and -3.42 (placebo group). The 
Kupperman index values were unchanged. Twenty-five
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patients stopped the trial prematurely, 11 in the soy 
group and 14 in the casein group. Gastrointestinal side 
effects and food intolerance were the major cause o f 
dropout for 14 patients; constipation was reported in 
50% of study subjects.

Recommendations for clinical practice Soy 
protein appears to be effective in reducing vaso­
motor symptoms, but the modest efficacy (hot 
flushes were reduced, not eliminated) and high 
incidence of GI intolerance will limit its usefulness 
in clinical practice. In addition, a soy supplement 
may not confer the benefits of dietary soy intake. 
There is a growing body of literature on phyto­
estrogens and their health effects. A  recent review 
suggests that these naturally occurring com­
pounds reduce cholesterol, improve osteoporosis, 
and appear to inhibit the growth of different can­
cer cell lines in culture and in animals.' More 
research is needed to identify which classes of phy­
toestrogen in food substances (or supplements) 
are the most effective and whether long term 
human studies will confirm these benefits.

Janis M. Rygwelski, MD  
Mindy A. Smith, MD, MS 

Michigan State University 
East Lansing 

E-mail: rygwelsk@pilot.msu.edu
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■  R u l in g  Out DVT
Cogo, A, Lensing AWA, Koopman MMW, et al. Compression 
ultrasonography for diagnostic management o f patients with 
clinically suspected deep vein thrombosis: prospective cohort 
study. BMJ 1998; 316:17-20.

Clinical question Is it safe to withhold anticoagu­
lation from patients with clinically suspected deep 
vein thrombosis (DVT) but with normal findings 
on compression ultrasonography?

Background Compression ultrasonography is the 
noninvasive method o f choice for evaluating patients 
with clinically suspected DVT. This test has a high sen­
sitivity and a high specificity for detecting DVT using a 
simplified technique o f compressing single veins in the 
groin and popliteal fossa. However, it cannot accurately 
evaluate the calf veins, where thrombosis is relatively 
common. Because calf vein thrombosis can extend into 
the popliteal vein, it is currently recommended that all 
initially normal test results be followed by two repeat 
tests (one the following day and one a week later) 
before safely withholding anticoagulation in sympto­

matic outpatients. This study examines the effective­
ness o f a modified ultrasound examination that includes 
imaging o f the calf veins and a repeat examination on 
day 7 for patients with an initially normal test result.

Population studied The study included 1703 adult 
outpatients with a suspected first episode o f DVT who 
were referred to study centers in Italy, Canada, and the 
Netherlands. Patients who were taking anticoagulants 
for more than 48 hours, had symptoms o f pulmonary 
embolism (PE), had a contraindication to contrast 
venography, or who were unable to be available for fol­
low-up were excluded. The mean age was 63.9 years and 
the median interval between onset o f symptoms and 
testing was 6 days.

Study design and validity This was a multicen­
ter, prospective cohort study with a 6-month follow-up 
period. Each subject with an initial normal ultrasound 
result was retested in 7 days. Each test used the spot 
vein compressibility technique that images the common 
femoral vein at the inguinal ligament and the distal 
popliteal vein to the trifurcation o f the calf veins. 
Doppler-duplex or color-flow studies were not used. 
Anticoagulation was withheld if both ultrasound results 
were normal. Confirmatory venography was performed 
on an unreported number o f patients. Rates o f false­
positive and false-negative ultrasound results were not 
reported. Patients with abnormal results were given 
anticoagulation therapy in the usual fashion; patients 
with normally compressible veins were not treated with 
anticoagulants. Follow-up rates were not reported but 
appeared to be very high.

Outcomes measured The primary outcomes were 
the rate o f thromboembolic complications, defined as 
occurrence o f PE before day 7 and the rate o f PE or DVT 
during the 6 months o f follow-up.

Results The prevalence o f DVT was 24%. Repeat 
testing (on patients with initially normal test results) 
accounted for 3% o f all DVT diagnoses. The rate o f 
thromboembolic complications was 0.7% (95% Cl, 0.3 -
1.2) in the group o f patients with initially normal ultra­
sounds. This rate o f complications is at least as low as 
previously published rates using much more aggressive 
follow-up testing after normal results. One subject 
developed PE before day 7 and one developed PE dur­
ing the 6-month follow-up period; seven subjects devel­
oped DVT during follow-up. Imaging o f the distal 
popliteal vein accounted for 6.3% o f DVT diagnoses in 
the first 7 days. The negative predictive value (NPV) is 
the chance that a patient with a negative test result does 
not have DVT. We calculated the NPV for the first scan 
as 98.4%; the second scan increased the NPV to 99.3%.

Recommendations for clinical practice This 
study provides a safe, effective method for follow­
up of patients with suspected DVT. In a very simi-
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lar study that evaluated 405 patients at a VA hos­
pital, the rate of thromboembolic complications in 
patients with two normal results 1 week apart was 
almost identical at 0.6% (95% Cl, 0.07 - 2.13).1 
Patients with an initially normal compression 
ultrasound result should therefore have a repeat 
examination in 7 days, and they do not require 
anticoagulation therapy; fewer than 1% of patients 
managed this way will have a thromboembolic 
complication.

Steven W. Heim, MD  
James J. Stevermer, MD  

Columbia, Missouri 
E-mail: stevenh@fcm.missoun.edu
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■  D e c r e a s i n g  C o m p l i c a t io n s  i n  
T y p e  2 D ia b e t e s

Gaster B, Hirsh IB. The effects o f improved glycemic control on 
complications in type 2 diabetes. Arch Intern Med 1998; 158:134- 
40.

Clinical question Does intensive treatment (tight 
control) of blood glucose in patients with type 2 
diabetes prevent complications?

Background Type 2 diabetes affects more than 
3% o f American adults and more than 10% o f those 
older than 65, most o f whom are cared for by primary 
care physicians. These patients suffer many complica­
tions attributed to their diabetes, and epidemiological 
data suggest a direct relationship between the degree 
o f hyperglycemia and the incidence o f microvascular 
complications. The Diabetes Complications and 
Control Trial (DCCT) showed that tight glycemic con­
trol could reduce the risk o f the onset and progression 
o f microvascular and neuropathic complications in 
patients with type 1 diabetes,1 but no large, long-term 
trial has been performed on patients with type 2 dia­
betes. As a result, there is uncertainty as to how 
aggressively to treat hyperglycemia in these patients.

Study design and validity This was a systematic 
review o f all relevant English language studies pub­
lished since 1970. Articles were located using a MED­
LINE key word search and reference list review. Studies 
were excluded that did not differentiate between type 1 
and type 2 diabetes, did not use adequate measures o f 
glycemic control (glycosylated hemoglobin [HbAic] or 
foreign-body-type granulomata), or did not provide 
analyses o f statistical significance.

Outcomes measured The analysis focused on

the relationship between glycemic control and the 
incidence o f microvascular, neuropathic, and 
macrovascular complications, as w ell as hypo­
glycemic episodes.

Results The effect o f tight glycemic control on 
microvascular complications has been explored in 
three controlled trials. Two o f these studies used 
insulin and demonstrated benefit o f tight control 
(HbAic averaging 7.1% and 7.3%, respectively). The 
first o f these studies, however, was performed in 
Japan and included 110 patients who may have had 
absolute insulin deficiency (instead o f the insulin 
resistance more commonly seen patients with type 2 
diabetes in the West). The second trial was able to 
demonstrate a decrease in the progression from 
microalbuminuria to albuminuria in the tight control 
group, though the effect o f tight control on the devel­
opment o f renal failure is not known. There was no 
difference in the incidence o f retinopathy after 2 years 
o f therapy. The third study, a larger and longer trial 
done more than 20 years ago, showed no significant 
differences between the two groups but there were 
problems with the methodology.

The prevention o f macrovascular complications by 
tight control has been explored in three controlled tri­
als, with none demonstrating a benefit. Three studies 
showed a substantially lower rate o f hypoglycemia 
than in the DCCT, as long as the average HbAic was 
greater than 7%.

This review did not try to combine the results of 
the various trials as is done when performing meta­
analysis. The authors appropriately assessed the valid­
ity o f the original data, though their conclusions were 
overstated considering the evidence presented.

Recommendations fo r  clinical practice 
Present evidence does not support the recently 
published recommendation of the American 
Diabetes Association to maintain HbAic below 
7% in patients with type 2 diabetes.1 No data 
exist from large, randomized controlled trials 
to clearly define the balance between the risks 
and benefits, as well as the feasibility and cost- 
effectiveness, of aggressive glycemic control for 
these patients.

Studies have suggested that the risk of 
microvascular complications in type 2 diabetes 
does not rise dramatically until HbAic levels 
are >8%, and hypoglycemia does not appear to 
be of significant concern with HbAic >7%. It 
seems reasonable to aim for the goal of main­
taining the HbAic between 7% and 8% in our 
patients with type 2 diabetes. The results from 
a large, long-term British trial studying 
patient-oriented outcomes that will be pub-
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lished this year may help clarify the benefits of 
tighter glycemic control.

Mark H. Greenawald, MD  
Richard S. Schaffer, Jr, MD  

Michael P. Jeremiah, MD  
Carilion Health System 

Roanoke, Virginia 
E-mail: mgreenawald@carilion.com
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■  L e s s e n in g  t h e  P a i n  o f  L id o c a in e  
In j e c t io n

Scarfone RJ, Jasani M, Gracely, EJ. Pain o f local anesthetics: 
rate of administration and buffering. Ann Emerg Med 1998; 
31:3640.

Clinical question Can the pain associated with 
subcutaneous injection o f lidocaine be less­
ened by buffering the lidocaine or by injecting 
it more slowly?

Background Infiltration o f intact skin with lido­
caine is a common procedure in family practice and 
acute care clinics. Often, injection o f the anesthetic is 
the most painful part o f the procedure for the patient. 
Thus, there has long been interest in finding ways to 
decrease tire pain o f anesthetic injection. Previous stud­
ies have assessed specific agents, buffering, tempera­
ture, depth o f injection, areas o f the body anesthetized, 
needle size, and volume. No previous studies have 
examined the effect o f the rate o f administration on the 
degree o f pain experienced.

Population studied Forty-two adult hospital 
employees participated. Pregnant subjects and those 
known to have an allergy to local anesthetic agents 
were excluded.

Study design and validity This was a random­
ized, prospective, single-blinded study comparing the 
pain of four methods o f lidocaine administration: slow 
and buffered (SB), slow and unbuffered (SU), rapid and 
buffered (RB), and rapid and unbuffered (RU). 
Buffering was accomplished by mixing 1% lidocaine 
with 8.4% sodium bicarbonate in a ratio o f 9 units o f 
lidocaine to 1 unit o f bicarbonate. Each injection con­
sisted o f 1.0 mL o f lidocaine solution (buffered or 
unbuffered) delivered by a 27-gauge needle at a 45° 
angle to a depth o f 0.25 in. Injections were given in the 
subject’s forearm, in a random rotation o f sites (two 
sites on each arm). Slow injections were delivered over

30 seconds; rapid injections were delivered over 5 sec­
onds. Great care was taken to standardize the method o f 
injection, but there is a potential for bias in that the 
investigators, who also performed the injections, were 
not blinded to the rate or buffering status o f each injec­
tion. Also, the population (adult hospital employees) 
may not be representative o f typical patients, and did 
not include children.

Outcomes measured Subjects rated the maximal 
pain o f each o f the four administrations on a 10-cm 
visual analogue scale. They were also asked to report 
which o f the injections was the least and which was 
the most painful, and to compare needle stick pain 
with infusion pain.

Results Slow administration produced significantly 
less pain than rapid administration. While there was no 
significant difference between pain scores for SB and 
SU, RB produced significantly less pain than RU. Rate of 
administration produced greater changes in pain scores 
than did buffering status. Administration rate had a 
greater impact in the unbuffered than the buffered con­
ditions. SB and SU were significantly more likely to be 
rated as the least painful injections.

Recommendations for clinical practice In 
clinical practice, the value of this pain reduction 
needs to be weighed against the increased proce­
dure time, especially if multiple injections are 
required. Further studies should evaluate the 
effect of infusion rate on exposed dermis (as in 
a laceration repair) and add lidocaine tempera­
ture to the variables. For now, physicians look­
ing to reduce the pain of lidocaine injection 
should take a few extra seconds injecting the 
lidocaine rather than taking a similar amount of 
time to prepare a buffered solution.

Michael Schooff MD  
Clarkson Family Practice Residency Program

Omaha, Nebraska 
E-mail: SchooffMD@aol.com
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■  R e s c r e e n in g  o f  P a p  S m e a r s

O’Leary TJ, Tellado M, Buckner SB, Ali IS, Stevens A, Ollayos 
CW. PAPNET-assisted rescreening o f cervical smears. Cost 
and accuracy compared with a 100% manual rescreening 
strategy. JAMA 1998; 279:235-7.

Clinical question Are computer-assisted 
devices such as PAPNET useful for rescreening 
Papanicolaou (Pap ) smears?

Background The Pap smear has contributed to 
a significant decrease in cervical cancer mortality, 
but a conventional cytological examination misses a 
significant number o f premalignant cells.1 The FDA 
has recently approved several computer devices to
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rescreen Pap smears to help avoid missing cervical 
abnormalities. This study evaluated the effective­
ness o f the PAPNET rescreening device in identify­
ing cellular abnormalities.

Population studied The population studied 
included women aged 12 to 89 years from American 
A ir Force communities across the United States and 
Japan (active duty, retired military personnel, eligi­
ble wives and daughters) between 1994 and 1995 
who underwent routine Pap screening. In this popu­
lation, using conventional cytologic screening, 95% 
o f the results were diagnosed as within normal lim­
its (87%), as infection (3%), or as reactive changes 
(5%). Approximately 2% were diagnosed as low- or 
high-grade squamous intraepithelial lesions (LGSIL 
or HGSIL); from 2% to 3% were diagnosed as atypi­
cal squamous cells o f undetermined significance 
(ASCUS) or atypical glandular cells o f undetermined 
significance (AGCUS), and the rest were classified 
as unsatisfactory. Invasive carcinomas are identified 
only rarely.

Study design A  total o f 5478 cases were identi­
fied as within normal limits or as benign epithelial 
changes at both primary screening and at a 10% ran­
dom rescreening. These slides were imaged using 
the PAPNET system and digitized images o f the most 
abnormal regions were reviewed by one o f four indi­
viduals (three cytotechnologists and one cytopathol- 
ogist). Slides appropriate for review  were manually 
rescreened a third time. If  the smear was diagnosed 
as ASCUS or AGCUS or as a higher grade o f abnor­
mal, the case was further reviewed by a panel o f 
three cytotechnologists and three cytopathologists 
until consensus opinion was achieved.

Outcomes measured The primary outcome 
measured was the proportion o f Pap smears initially 
screened as normal that were later determined to be 
abnormal by both PAPNET and consensus panel. 
The secondary outcome measured was the cost per 
additional abnormal Pap detected.

Results PAPNET-assisted rescreening identified 
six abnormal smears (five  ASCUS and one AGCUS) 
that had been interpreted as normal on a single man­
ual rescreening (0.11% o f the original 5478). No 
squamous intraepithelial neoplasia was identified. 
The one patient reclassified as AGCUS went on to 
have LGSIL on two subsequent Pap smears. The 
marginal cost o f PAPNET over 100% manual 
rescreening was $33,781 for each case o f ASCUS or 
AGCUS and $101,343 for each expected case o f 
LGSIL identified.

Recommendations fo r  clinical practice 
Every now and then an article comes along that 
serves as a stark reminder of the importance of

differentiating DOEs (disease-oriented evi­
dence) from POEMs. It makes intuitive sense 
that computer-assisted rescreening devices for 
Pap smears that improve the detection of 
abnormal smears should consequently lower 
the incidence of cervical cancer. In this study, 
the “missed” abnormal smears detected with 
PAPNET were low-grade lesions of unknown 
clinical significance.

The failure to be screened is the greatest 
obstacle to prevention of cervical cancer in the 
United States. The use o f high-technology 
rescreening devices will likely raise the cost of 
obtaining Pap smears, potentially further limit­
ing the number of women able to afford regular 
screening. Paradoxically, widespread imple­
mentation may actually increase the incidence 
of cervical cancer. Using resources to encour­
age women to undergo regular screening and 
ensure that clinicians use appropriate sampling 
techniques (obtaining diagnostic cells with 
optimal sample thickness without air-drying 
artifacts) will likely be more cost-effective 
than any rescreening strategy.

Karen L. Maughan, MD 
The University of Virginia Health Sciences Center

Charlottesville 
E-mail: klm2e@virginia.edu
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■  T r e a t m e n t  o f  P r e m a t u r e  
E j a c u l a t io n

Kim SC, Seo KK. Efficacy and safety o f fluoxetine, sertraline 
and clomipramine in patients with premature ejaculation: a 
double-blind, placebo controlled study. J Urology 1998; 
159:425-7.

Clinical question Which oral pharmacotherapy is 
safest and most efficacious for treating premature 
ejaculation?

Background Premature ejaculation (PE) is a 
common sexual dysfunction, but optimal management 
is not clear. Behavioral therapy such as the pause- 
squeeze technique has been considered the reference 
standard, but is limited by the need for partner coop­
eration and by poor long-term success. Newer 
research suggests that serotonergic drugs are effec­
tive in treating PE. This study compared fluoxetine, 
sertaline, and clomipramine.

Population studied Fifty-three Korean heterosex­
ual men were enrolled for the study. Premature ejacula-
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tion was defined as intravaginal ejaculation latency 
time (IVELT) o f less than 2 minutes in more than 50% 
of sexual intercourse episodes. Patients with psychi­
atric disorders, erectile dysfunction, sexually trans­
mitted diseases, significant medical illnesses, history 
of alcoholism or substance abuse, or use o f drugs 
affecting sexual function were excluded. The average 
age of participants was 44 years; all reported having 
intercourse at least once per week and were married 
or in a stable relationship. The referral pattern and the 
details o f medical screening were not described. The 
patients seem similar to those that family physicians 
identify with premature ejaculation, although cultural 
differences and lack o f clinical detail may limit the 
strength o f inferences.

Study design and validity This randomized, 
placebo-controlled, crossover study compared the 
efficacy and safety o f fluoxetine (40 mg), sertraline 
(100 mg), clomipramine (50 mg), and placebo. The 
tablets were identical and the patients were instruct­
ed that they would be taking four different medica­
tions o f identical actions. Each patient served as his 
own control; the order o f the medications was ran­
dom. To minimize side effects, a half dose was given 
for the first week and then the full dose was taken 
for a total o f 3 weeks, with a 1 week washout 
between each drug.

In general, the study design is strong. The major 
weaknesses are the 30% dropout rate and the lack o f 
analysis by intention to treat; both biases would lead 
to overestimating the efficacy o f the medications. The 
effectiveness o f the blinding procedures and the 
impact o f physicians not being blinded is unclear.

Outcomes measured The main outcomes were 
personal and partner sexual satisfaction, side effects, 
and latency o f ejaculation, all measured by a short self- 
report form. Assessment o f sexual satisfaction is critical 
for clinical relevance, but the validity o f patients’ recall 
of latency time and o f asking patients about partner sat­
isfaction is limited. An important outcome not mea­
sured is the effect on libido.

Results Of the 53 original participants, 37 (70%) 
completed the entire study. Clomipramine caused 
the highest sexual satisfaction rate among patients 
(52.8%, number needed to treat [NNT]= 3), followed 
by sertraline (41.7%, NNT= 4.5), fluoxetine (25.0%, 
NNT= 17.9), and placebo (19.4%). D ifferences 
among these drugs were statistically significant 
(P < .05). Even assuming that all losses to follow-up 
were failures, the NNTs were still impressive. 
Partner satisfaction was slightly higher for 
clomipramine (38.9%, NNT= 3.6) than sertraline 
(30.6%, NNT= 5.1), although this result did not reach 
statistical significance. Each drug, including place­

bo, caused a significant increase in the mean IVELT. 
When compared with placebo (2.27 minutes), both 
sertraline (4.27 minutes) and clomipramine (5.75 
minutes) caused a significantly greater increase in 
the mean IVELT (all, P  < .01), but fluoxetine (2.30 
minutes) did not. The incidence o f side effects with 
clomipramine (63.9%) was significantly higher (P  < 
.05) than that o f fluoxetine (36.1%), sertraline 
(33.3%), and placebo (19.4%); the most common 
side effects were dry mouth with clomipramine and 
drowsiness with sertraline and fluoxetine.

Recommendations for clinical practice This 
study provides moderately strong evidence that 
clomipramine and sertraline can improve short­
term sexual satisfaction for patients with prema­
ture ejaculation. Side effects were minor but com­
mon, especially for clomipramine. What this study 
does not address, however, is the efficacy of long­
term usage, the utility of “as needed” dosing, and 
the comparison with or a combination with behav­
ioral therapy. Clomipramine or sertraline are 
worth trying, but recognition of the disorder and 
appreciation of its subjectivity remain the keys to 
the clinical management.

Allison Evanoff, MD  
Warren P. Newton, MD, MPH  
University of North Carolina 

Chapel Hill 
E-mail: ANewton355@aol.com
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■  A n t ib io t ic s  f o r  A c u t e  M a x il l a r y  
S in u s it is  in  A d u l t s

Stalman W, Van Essen GA, van der Graaf Y, de Melker RA. 
Maxillary sinusitis in adults: an evaluation o f placebo-con­
trolled double-blind trials. Fam Pract 1997; 14:124-9.

Clinical question Are antibiotics effective in the 
treatment of acute maxillary sinusitis in adults?

Background Antibiotics are commonly pre­
scribed for adult patients who present with com­
plaints consistent with acute maxillary sinusitis. 
Like acute otitis media, acute sinusitis is generally a 
self-limited disease. In v iew  o f the emergence o f 
many antibiotic-resistant bacterial strains, physi­
cians are being urged to use antibiotics judiciously. 
Is there sufficient evidence from controlled clinical 
trials to support the routine use o f antibiotics in 
patients with acute sinusitis?

Population studied One hundred forty adult 
patients were from a general practice, 61 were from 
an otolaryngology outpatient department, and 50 
were from an undefined setting.

Study design and validity This is a Dutch
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meta-analysis. The search for controlled trials was 
extensive, including a MEDLINE search o f 1966 
through July 1996, the bibliographies o f articles 
retrieved, and the Cochrane Collaboration database. 
Inclusion criteria were: randomized, double-blinded, 
placebo-controlled trials o f acute sinusitis in sub­
jects older than age 10. Two general practitioners 
and two epidemiologists independently rated the 
studies, fo llowed by an attempt to reach consensus. 
They used a quantitative score based on 35 explicit 
criteria regarding internal validity (the ability o f the 
study to accurately answer the question) and exter­
nal validity (the ability to generalize the results to 
other patients). There was excellent agreement 
among the raters after consensus discussions, and in 
general the methods were sound.

Outcomes measured The primary outcomes 
were the methodological quality o f the studies and 
the difference in outcome between those treated 
with and without antibiotics.

Results Of 88 identified clinical trials o f antibiotic 
treatment o f acute sinusitis, only three met the inclu­
sion criteria.13 In particular, many did not include a 
placebo. The methodological quality scores o f all 
three were mediocre for internal validity and poor for 
external validity. Two trials, one using pivampicillin 
and one using docycycline, found no effect. The third, 
using cyclacillin, found a benefit for the antibiotic, but 
the effect size is not given.

Recommendations fo r  clinical practice The 
effectiveness of antibiotic treatment of acute 
sinusitis is unknown. Because of the inade­
quate methods of these three older studies (a ll 
performed more than 20 years ago), one cannot 
conclude from this meta-analysis that antibi­
otics have no effect. Three more recent placebo- 
controlled, double-blind, randomized clinical 
trials in general practice settings have been 
published.4'6 O f these, two showed no effect4,5 
and one showed a significant clinical effect of 
penicillin and amoxicillin.6 The single trial 
showing an effect required a positive CT scan 
for enrollment; those showing no effect used 
less stringent enrollment criteria that were 
more consistent with those used by primary 
care clinicians in daily practice. These three 
recent trials suggest that patients with more 
severe signs and symptoms may benefit from an 
antibiotic, while those with less severe findings 
may do as well without one. Another recent 
Dutch meta-analysis of studies comparing two 
or more antibiotics in the treatment o f acute 
maxillary sinusitis also supports this 
approach.7 Unfortunately, no adequate placebo-

controlled trials o f newer antibiotics have been 
published.

John M. Hickner, MD, MS 
College of Human Medicine 
Michigan State University 

Escanaba
E-mail: John_Hickner@uphec.msu.edu
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■  Y o h im b in e  f o r  E r e c t il e  
D y s f u n c t io n

Ernst E, Pittler MH. Yohimbine for erectile dysfunction: a sys­
tematic review and meta-analysis o f randomized clinical trials. 
J Urology 1998; 159:433-6.

Clinical question Is yohimbine effective and safe 
as initial monotherapy for erectile dysfunction?

Background Yohimbine is a presynaptic alpha-2 
adrenergic antagonist derived from the bark of the 
Central African yohimbine tree. It may exert an effect in 
erectile dysfunction (ED) by increasing penile blood 
flow. Yohimbine was approved for sale before the FDA 
required proof o f effectiveness, and studies o f effective­
ness have provided mixed results. Clinical guidelines 
published by the American Urological Association rec­
ommend against the use o f yohimbine.1 This meta-analy­
sis attempts to clarify whether yohimbine is effective 
and safe as an initial therapeutic option for ED o f organ­
ic, psychogenic, and mixed etiologies.

Population studied Adult men 18 years and older 
with secondary erectile dysfunction.

Study design and validity The authors per-
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formed a meta-analysis, combining the results o f 
seven randomized, placebo-controlled, double-blind 
clinical trials including a total o f 419 subjects. Studies 
were identified by searching medical library databas­
es and were selected for inclusion based on systemat­
ic review for bias and methodological quality. The 
studies included in this analysis used various criteria 
for defining ED (organic, psychogenic, mixed, and 
unknown), were o f differing sizes (from 11 to 100 
patients), and used various doses o f yohimbine. This 
meta-analysis selected double-blind, randomized, con­
trolled trials for inclusion in the analysis, which is 
important because there is a large placebo effect with 
any treatment o f ED. However, some o f the studies 
used a partial crossover design that may bias results in 
favor of effectiveness o f yohimbine as compared with 
placebo. A  limitation in the study o f ED in general is 
the lack o f standardized definitions for positive 
response to therapy. Outcomes used in the various 
studies included subjective and objective reports, 
multiple inventory scales, erectility scale, and 
polysonography. The authors attempted to address 
the issue o f publication bias but did not include any 
unpublished data.

Outcomes measured Outcomes reported include 
improvement o f erection, interest in sex, and sexual 
functioning. Additionally, adverse effects were reported.

Results Yohimbine was demonstrated to be superi­
or to placebo when treating ED (OR = 3.85; 95% Cl, 2.22 
- 6.67). Each trial demonstrated effectiveness o f yohim­
bine as compared with placebo, although tire difference

in two o f the trials was not statistically significant. Lack 
o f significance is likely because o f the studied popula­
tion, mixed cause o f ED, and endpoint measures in 
these studied. Clinically, the use o f yohimbine resulted 
in an overall positive response over placebo and was 
well tolerated. Adverse effects (10% to 30%) were gen­
erally mild and reversible, including anxiety, headache, 
gastrointestinal disturbances, and urinary frequency. 
Hypertension was the most significant side effect 
reported, and may be o f concern for patients with a vas­
cular cause o f ED. The severity o f adverse outcomes 
was not reported in this study.

Recommendations fo r  clinical practice Despite 
the limitations of this meta-analysis, the clinical 
data are convincing that yohimbine is effective. 
Previous recommendations have been based on 
analyses that included noncontrolled trials and 
focused only on organic causes of ED. Many 
patients favor medication over mechanical aids or 
injections. The side effects are mild and 
reversible. Yohimbine is relatively inexpensive 
(the generic formulation costs approximately $.50 
per day). On the basis of this meta-analysis, yohim­
bine can be included in our armamentarium for 
treating ED.

Deborah K. Witt, MD  
Philadelphia, Pennsylvania 
E-mail: wittl@jeflin.tju.edu
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