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Treating Subclinical  
Hypothyroidism in Seniors

SOURCE: Stott DJ, et al. N Engl J Med 
2017;376:2534-2544.

Subclinical hypothyroidism (SCH) is 
defined as an elevation in thyroid-

stimulating hormone (TSH) in the pres-
ence of normal levels of thyroxine. When 
thyroxine drops to subnormal levels in 
the company of elevated TSH, primary 
hypothyroidism is diagnosed. Since 
SCH often is a stepping stone to overt 
hypothyroidism, it is tempting to offer 
treatment for it. But does treatment of 
SCH improve outcomes?

By definition, patients with SCH are not 
supposed to be symptomatic of hypothy-
roidism; otherwise, the syndrome could 
not be called “subclinical.” But might 
restoration of full chemical euthyroid sta-
tus provide a boost to energy, well-being, 
or other quality-of-life attributes? Stott 
et al performed a double-blind, random-
ized, controlled trial in older adults 
(mean age = 74 years) with SCH compar-
ing levothyroxine supplementation to 
placebo (n = 737). Outcomes at one year 
included hypothyroid symptom scores, 
fatigue measurements, and quality-of-
life outcomes. Although levothyroxine 
supplementation provided meaningful 
reductions of TSH into the normal range, 
there was no statistically significant 
improvement in any of the symptom out-
comes. Additionaly, since levothyroxine 
supplementation proved quite safe, these 
data should discourage clinicians from 
treating elevations of TSH unless thyrox-
ine levels also are subnormal.  n

The Mistaken ‘Penicillin  
Allergy’ Label

SOURCE: Trubiano JA, et al. JAMA 
2017;318:82-83.

Although they should be  
 applauded for their perspicacity in 

identifying drug allergies among their 
patients, the literature suggests clinicians 
have grossly overestimated the actual 
prevalence of penicillin allergies. Based 
on sophisticated diagnostic testing, only 
1% of the U.S. population actually is 
allergic to penicillin, yet as many as 
10% of Americans have been labelled as 
penicillin-allergic.

It is easy to understand how a rash 
appearing after a viral infection during 
which penicillin had been inappropri-
ately administered might prompt the 
belief that the antibiotic was the culprit. 
Additionally, even when IgE-mediated re-
actions to penicillin occur, reactivity ap-
pears to wane over time, such that most 
patients who have manifested penicillin 
allergies will exhibit negative penicillin 
skin test reactions 10 years later. Ad-
ditionally, these same individuals who 
become penicillin skin-test negative are 
reported to have minimal future risk of 
reacting to penicillin or other beta-lactam 
antibiotics.

In an era requiring more vigilant anti-
biotic stewardship, clarifying whether 
a patient who reportedly suffers from 
penicillin allergies actually still has that 
hyperreactivity through skin testing may 
allow us to be more focused in our choice 
of penicillins and cephalosporins.  n

Updates on Diverticulitis 
Guidance

SOURCE: Shah SD, Cifu AS. JAMA 
2017;318:291-292.

Only a small fraction of patients with 
diverticular disease of the colon 

ever incur diverticulitis. That is, although 
as many as 60% of patients > 60 years of 
age have diverticuli, only 4% of them get 
diverticulitis. Much of the advice about 
treatment and prevention of diverticuli-
tis and its recurrence has been based on 
opinion and/or low-quality evidence.

Some previously fundamental precepts, 
such as the universal need for antibiotic 
treatment in acute diverticulitis and sug-
gested dietary alterations (e.g., increased 
fiber and avoidance of nuts, seeds, or 
popcorn) for prevention, are called into 
question by this most recent American 
Gastroenterological Association review.

Although “high-risk” groups who merit 
antibiotic administration are delineated 
(for instance, immunocompromised, 
significant comorbidities, pregnancy, 
sepsis), whether antibiotics improve 
outcomes in other populations with acute 
uncomplicated diverticulitis is much 
more uncertain.

Evolving insight into the pathology 
of acute diverticulitis is refocusing on 
inflammatory aspects of the disorder, 
as opposed to infectious links. Much 
uncertainty still surrounds the etiology 
and best management of acute 
diverticulitis.  n
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Simplifying Pulmonary  
Embolism Diagnosis

SOURCE: van der Hulle, et al. Lancet 
2017;390:289-297.

The consequences of missing pul-
monary embolism (PE) are grave, 

and numerous prediction methods have 
evolved to refine clinicians’ ability to 
properly identify PE. Unfortunately, 
increasing zeal for early identification of 
PE also has led to increased proportions 
of screened patients turning out to be PE-
negative. Indeed, diagnostic imaging with 
CT pulmonary angiography (CTPA), 
the test of choice for PE confirmation, is 
negative in as many as 90% of patients 
suspected of PE. 

CTPA is not without risk, both the im-
mediate risk of contrast medium and 
concerns about long-term radiation con-
sequences. You may be surprised to learn 
that the radiation of CTPA is equivalent 
to literally 1,500 chest X-rays, so it is not 
to be undertaken lightly.

A new decision rule considered by van 
der Hulle et al includes three primary 
items: clinical signs of deep vein 

thrombosis, hemoptysis, and clinical 
suspicion that PE is the most likely 
diagnosis. When coupled with D-dimer 
thresholds, this decision rule appears 
to reduce the frequency with which 
unnecessary CTPA is required. For 
instance, when none of the three primary 
items are present and d-Dimer is < 1,000 
ng/mL, or when one to two primary 
items exist but D-dimer is < 500 ng/mL, 
PE is essentially excluded, and CTPA 
is not necessary. Compared with the 
widely used Wells’ rule, employment of 
this decision rule resulted in a significant 
diminution of the need for CTPA.

This large clinical trial (n = 3,465) of 
patients with potential PE, all of whom 
underwent CTPA to confirm the exclu-
sionary capacity of the new diagnostic 
scheme, suggests that we may be able to 
be more efficient in limiting the number 
of patients who undergo CTPA.  n

Tamsulosin for Lower  
Urinary Tract Symptoms 
in Women

SOURCE: Zhang HL, et al. Int J Impot Res 
2017;29:148-156.

The umbrella term “lower urinary 
tract symptoms” (LUTS) includes 

symptoms such as difficulty starting 
stream, dribbling, incontinence, urgency, 
and incomplete emptying. In men, the 
most common source of LUTS is benign 
prostatic hyperplasia. Alpha-blockers 
(e.g., tamsulosin, alfuzosin) are employed 
commonly to treat LUTS in men, based 
on their capacity to decrease prostatic 
smooth muscle tone as well as relax the 
musculature of the bladder neck, which 
also is rich in alpha-receptors. Individual 
trials of alpha-blockers in women also 
have demonstrated improvements in 
LUTS.

Zhang et al performed a meta-analysis 
of trials of the efficacy of tamsulosin 
in women with LUTS (n = 764). They 
found positive effects on voiding 
symptoms and quality of life scores. 
Whereas the typical first-line treatment 
for women with overactive bladder 
usually is anticholinergics or beta-
3 agonist treatment, these data also 
showed a favorable effect of tamsulosin 
on the Overactive Bladder Questionnaire 
score. Clinicians who are familiar with 
prescribing tamsulosin probably will 
recognize that it is generally well tolerated 

in men. However, long-term safety trials 
in women have not been conducted. 
Decades of use of alpha-blockers to treat 
hypertension in both genders as well as 
the long-term data of benignity in men 
reassure clinicians that tamsulosin may be 
a valuable (though off-label) treatment for 
LUTS in women.  n

Observation vs. Surgery  
for Early Prostate Cancer

SOURCE: Wilt TJ, et al. N Engl J Med 
2017;377:132-142.

The saga of recommendations about 
screening for prostate cancer contin-

ues to evolve. Whereas in 2012, the U.S. 
Preventive Services Task Force (USPSTF) 
gave a “two thumbs down” rating to 
prostate cancer screening, its 2017 posi-
tion has softened. Although the strength 
of the recommendation is only level C (at 
least moderate certainty that net benefit 
is small), the USPSTF has indicated that 
for men 55-69 years of age, clinicians 
should provide an individualized ap-
proach after informing the patient about 
the risks and benefits. For men ≥ 70 years 
of age, the USPSTF does not recommend 
screening.

It’s not clear whether you will find 
results of a very long-term 2017 prostate 
cancer follow-up study consonant with 
the USPSTF recommendations. Wilt et 
al reported on the 20-year follow-up of 
men with early prostate cancer treated 
with surgery or observation. As was 
noted on the first outcomes report of 
this same population in 2012, no clear 
advantage for surgery emerged. That is, 
neither all-cause mortality nor prostate 
cancer-related mortality was statistically 
significantly lower in men who under-
went surgical intervention than in men 
who were randomized to observation. 

Since there were many more burden-
some adverse effects associated with 
surgical intervention (primarily erectile 
dysfunction and urinary incontinence), 
the choice of treatment does not seem 
unclear to me were I suffering early pros-
tate cancer, and especially low Gleason 
score disease. Nonetheless, keeping in 
step with the USPSTF, clinicians are now 
encouraged to inform men 55-69 years of 
age about the relative risks and benefits 
of screening, and to individualize based 
on their informed decision.  n


