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NEW BOOKS  ON CK 

Coming soon in 

September 

Autoantibodies, 3rd ed. 

(Shoenfeld) 

Chapman & Nakielny’s 

Aids to Radiological 

Differential Diagnosis, 

7th ed. (Rafiee) 

Evidence-Based Practice 

of Critical Care, 3rd 

ed. (Deutschman) 

Genomic and Precision 

Medicine: Infectious 

and Inflammatory 

Disease, 3rd ed. 

(Ginsburg) 

Goldman-Cecil Medicine, 

26th ed. (Goldman) 

Mandell, Douglas, and 

Bennett’s Principles 

and Practice of Infec-

tious Diseases, 9th ed. 

(Bennett) 

Mechanical Circulatory 

Support: A Compan-

ion to Braunwald’s 

Heart Disease, 2nd ed. 

(Kirklin) 

 

 

Orthotics and Prosthetics 

in Rehabilitation, 4th 

ed. (Chui) 

Textbook of Adult Emer-

gency Medicine, 5th 

ed. (Cameron) 

Textbook of Interventional 

Cardiology, 8th ed. 

(Topol) 

 

 

 

NEW AND UPDAT-

ED TOPICS ON 

UPTODATE 

 

Investigational agent tepli-
zumab for the prevention of 
type 1 diabetes 
 
Several immunomodulatory 

agents are under investigation for 

prevention of the immune-

mediated destruction of beta cells 

that occurs in type 1 diabetes. In a 

trial in nondiabetic children and 

adolescents who were at high risk 

for developing diabetes, a single 

14-day course of teplizumab (an 

Fc receptor-nonbinding anti-CD3 

monoclonal antibody), compared  
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with placebo, delayed the median time to diagnosis (48.4 versus 24.4 months) and reduced the inci-
dence (43 versus 72 percent) of type 1 diabetes [3]. These results are promising, and additional trials 
are warranted.  

 

Long-term efficacy of zirconium cyclosilicate for hyperkalemia  
 
Zirconium cyclosilicate is a nonabsorbable crystalline compound that exchanges both sodium and 

hydrogen ions for potassium in the gastrointestinal tract. In short-term trials, zirconium cyclosilicate 

effectively lowered the serum potassium level in hyperkalemic patients with chronic kidney disease 

(CKD). The long-term efficacy of zirconium cyclosilicate was examined in an open-label trial of 751 

outpatients with sustained hyperkalemia; most patients had CKD and were receiving a renin -

angiotensin system inhibitor (ie, an angiotensin-converting-enzyme [ACE] inhibitor, angiotensin II 

receptor blocker [ARB], or mineralocorticoid receptor antagonist) [1]. After taking a high dose of zir-

conium cyclosilicate for three days to normalize the serum potassium, patients were given a lower 

dose for up to 12 months. Approximately 90 percent of patients maintained a normal serum potassi-

um and were able to continue taking an ACE inhibitor or ARB. In patients with CKD and persistent 

hyperkalemia despite dietary modification and use of diuretics, zirconium cyclosilicate is an option 

for long-term maintenance of normokalemia.  

 

Low-lying placenta and route of delivery 
 
The safety of a trial of labor in women with a low-lying placenta is controversial. In a systematic re-

view of 10 studies including nearly 600 women with low-lying placentas undergoing a trial of labor, 

successful vaginal delivery correlated with the distance between the placenta and the cervical os [2]. 
When the placental edge to cervical os distance was 0 to 10 mm, 11 to 20 mm, or >20 mm, vaginal 

delivery was successful in 43, 85, and 82 percent of cases, respectively, and the frequency of emergen-

cy cesarean due to hemorrhage was 45, 14, and 10 percent, respectively. The rates of blood transfusion 

and postpartum hemorrhage were similar for all groups. We generally suggest planned cesarean for 

low-lying placentas within 10 mm of the os, and a trial of labor for those >10 mm. However, these are 

shared decisions between the clinician and patient. 

 

Antibiotic overuse and adverse events in patients with community-acquired pneumonia 
 
Several meta-analyses have shown that short-course antibiotic therapy (ie, 5 to 7 days) is as effective 

as longer-course therapy for patients with community-acquired pneumonia (CAP). Despite these find-

ings, CAP is one of the most common diagnoses associated with antibiotic overuse. In a cohort study 
evaluating >6400 patients hospitalized with pneumonia in the United States from 2017 to 2018, ap-

proximately two-thirds received antibiotics for an excess duration [1]. Among patients with CAP, the 

median overall antibiotic duration was 8 days and the median excess duration was 2 days. Antibiotics 

prescribed at transition from hospital to outpatient care accounted for most of the excess use. Longer 

courses of therapy were not associated with greater treatment success; however, patient-reported ad-

verse events (primarily diarrhea and rash) were 5 percent higher for each excess day of antibiotic use. 

This study further confirms that longer courses of antibiotics for CAP are more likely to cause harm 
than benefit. 
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Image-based selection of patients for intravenous thrombolysis beyond 4.5 hours from 
stroke onset 
 
Two recent studies examined whether imaging criteria could be used to select patients with acute is-

chemic stroke who might benefit from intravenous thrombolysis if initiated beyond the traditional 4.5

-hour time window from stroke onset: 

• The EXTEND trial, which was stopped early, compared intravenous alteplase with placebo in 

225 adults who presented for treatment between 4.5 and 9 hours after the onset of ischemic stroke or 

who had wake-up stroke, and in whom automated perfusion imaging with CT or MRI showed hy-

poperfused but salvageable brain tissue [2]. At 90 days, a favorable outcome was more likely for the 

intravenous alteplase group on adjusted analysis (for age and clinical severity at baseline), but there 

was no difference between groups on unadjusted analysis. 

• A meta-analysis pooled individual patient data (n = 414) from three randomized trials 

(including EXTEND) that used imaging to identify patients with salvageable brain tissue who had is-

chemic stroke 4.5 to 9 hours after onset or who had wake-up stroke[3]. Compared with placebo, the 

alteplase treatment group had higher rates of excellent functional outcome at three months, although 

symptomatic intracerebral hemorrhage was more frequent. 

Limitations to these data include small sample sizes and early stopping of two trials in the meta-

analysis. Although this approach seems promising, additional evidence is needed to determine the 

efficacy and safety of intravenous thrombolysis for patients who are beyond 4.5 hours from stroke 

onset or who have an unknown stroke onset time. 

 

Selective dorsal rhizotomy in children with cerebral palsy  
 
Selective dorsal rhizotomy (SDR) may improve spasticity in some children with cerebral palsy (CP), 

but whether it improves motor function is unclear. In a recent prospective observational study of 

nearly 140 children (ages 3 to 9 years) with mild to moderate spastic diplegia who underwent SDR, 
improvement in motor function scores from baseline was slightly more than would be expected based 

on normative data in children with CP who did not undergo SDR [4]. Small improvements were also 

seen in some quality of life measures. These findings suggest that SDR is associated with a small, but 

measurable, benefit for motor function in patients with mild to moderate spastic diplegia. However, 

they also highlight the importance of a rigorous selection process for the procedure and of setting re-

alistic expectations with patients and families.  
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