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What Is the Appropriate Length of Opioid 
Prescriptions After Routine Surgeries?
Postsurgical opioid prescriptions often lead to extra pills 
stored in unsecured locations in homes. This represents 
a potential source for non-medical opioid use and as-
sociated morbidity and mortality for patients and their 
families. But what is the optimal length of opioid pre-
scriptions after common surgical procedures? To answer 
this question, the authors of a new study used data from 
Tricare, a federal healthcare program for military veter-
ans. In a cohort study of more than 215,000 patients, the 
median observed prescription lengths were four days for 
general surgery procedures, four days for women’s health 
procedures, and six days for musculoskeletal procedures. 
To determine the upper end of opioids needed post-op, 
the authors examined prescription lengths associated with 
the lowest refill request rate. These were nine days for 
general surgery, 13 days for women’s health, and 15 days 
for musculoskeletal procedures. The authors determined 
that the optimal length of postoperative prescriptions falls 
somewhere between these two prescription lengths. They 
recommended: four to nine days for general surgery pro-
cedures, four to 13 days for women’s health procedures, 
and six to 15 days for musculoskeletal procedures (JAMA 
Surg 2017 Sep 27. doi: 10.1001/jamasurg.2017.3132).

Comparing Two Important Hormone 
Therapy Treatments
New data from the Women’s Health Initiative (WHI) may 
be reassuring for women on postmenopausal hormone 
therapy. The data show no higher mortality rate with 
hormone use after long-term follow-up. The WHI inves-
tigators enrolled postmenopausal women 50-79 years 
of age in two randomized clinical trials between 1993 
and 1998, with follow-up through 2014. Women took 
hormone treatment for five to seven years. The first trial 

focused on women who were taking conjugated equine 
estrogen (CEE) plus medroxyprogesterone acetate (MPA) 
vs. placebo, while the second study focused on CEE alone 
vs. placebo. Combining all hormone users vs. placebo, 
during the 18 years of follow-up, all-cause mortality was 
27.1% in the hormone therapy group vs. 27.6% in the 
placebo group (hazard ratio [HR], 0.99; 95% confidence 
interval [CI], 0.94-1.03). With CEE plus MPA, the HR 
was 1.02 (95% CI, 0.96-1.08). With CEE alone, the HR 
was 0.94 (95% CI, 0.88-1.01). Cardiovascular mortality 
was no higher in the hormone group (HR, 1.00; 95% CI, 
0.92-1.08). Total cancer mortality also was not higher 
(HR, 1.03; 95% CI, 0.95-1.12). The authors concluded 
that hormone therapy with CEE plus MPA for a median 
of 5.6 years or with CEE alone for a median of 7.2 years 
was not associated with risk of all-cause, cardiovascular, 
or cancer mortality during a cumulative follow-up of 18 
years (JAMA 2017;318:927-938).

Possible Adverse Cardiovascular 
Events Slow Osteoporosis Drug  
Approval Process
Romosozumab appears to outperform alendronate for 
fracture prevention in women with osteoporosis, but an 
increase in cardiovascular adverse events has derailed 
FDA approval. The drug is a monoclonal antibody that 
binds to and inhibits sclerostin. In a recent trial, more 
than 4,000 postmenopausal women with osteoporosis 
and a fragility fracture were assigned randomly to receive 
monthly subcutaneous romosozumab or weekly oral 
alendronate blinded for 12 months, followed by open-
label alendronate for both groups for 12 more months. 
Over 24 months, the rate of new vertebral fractures 
in the romosozumab group was nearly half that in the 
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alendronate group (6.2% vs. 11.9%; P < 0.001). Clinical 
fractures also were lower in the romosozumab group (9.7% 
vs. 13.0%; P < 0.001), with the rate of nonvertebral fractures 
19% lower with romosozumab. During the first year, 
positively adjudicated serious cardiovascular adverse events 
were observed more often with romosozumab than with 
alendronate (50 of 2,040 patients vs. 38 of 2,014 patients). 
The authors stated that in postmenopausal women with 
osteoporosis who were at high risk for fracture, romosozumab 
treatment for 12 months followed by alendronate resulted in 
a significantly lower risk of fracture than alendronate alone. 
The study was funded by Amgen (N Engl J Med 2017 Sep 11. 
doi: 10.1056/NEJMoa1708322). In July, the FDA rejected 
Amgen’s application for approval of the drug based on the 
increase in cardiovascular events. The company is compiling 
data from other studies as well as safety data from a new 
study and expects to refile for approval next year.

FDA Actions 
The FDA has created a dashboard of adverse events associ-
ated with drugs and biologic products designed for consumer, 
provider, and researcher use. The database is called the FDA 
Adverse Event Reporting System (FAERS). FDA Commis-
sioner Scott Gottlieb, MD, says FAERS helps “ensure the 
greatest level of transparency and helps patients and providers 
make safe use of drug and biologic products after they are ap-
proved by the FDA.” But the FDA acknowledged that it is a 
limited tool. Although FAERS contains reports on a particular 
drug or biologic, this does not mean that the drug or biologic 
caused the adverse event, and FAERS data alone are not an 
indicator of the safety profile of the drug or biologic. There 
also are some duplicate and incomplete reports in the data-
base, and some of the reports have not been verified. FAERS 
data also cannot establish the rate of adverse events. Still, the 
FDA is committed to transparency and is pushing ahead with 
FAERS. It can be found at: http://bit.ly/2g3dIkv.

FDA Commissioner Scott Gottlieb, MD, announced several 
measures designed to hasten approval of generic versions of 

complex drugs. The new process recognizes that competi-
tion lowers costs for patients and “while the FDA doesn’t 
control drug pricing, our policies do affect competition in the 
market,” Gottlieb wrote in his Oct. 2 FDA Voice Blog entry. 
The FDA plans to improve the efficiency of the generic drug 
approval process as well as close loopholes that allow branded 
drug companies to block generic approval. Complex drugs 
include many high-cost medications, such as metered dose 
inhalers and costly injectables, drugs that contain at least one 
feature that make them hard to “genericize.”

As a case in point, the FDA has approved the second generic 
for glatiramer (Copaxone) for the treatment of relapsing 
multiple sclerosis. The new generic is approved in two dose 
strengths, a 40 mg injection three times a week and a 20 mg 
injection once daily. The FDA previously approved Sandoz’s 
generic 20 mg daily injection under the trade name Glatopa. 
The three-times-a-week form of Copaxone has sold nearly 
five times that of the once-a-day form ($3.64 billion vs. $700 
million). The new generic is expected to be available at a deep 
discount to the branded product. Generic glatiramer is manu-
factured by Mylan. 

The FDA has approved the first biosimilar to bevacizumab 
(Avastin) for the treatment of multiple types of cancer. Under 
the FDA’s naming system for biosimilars, the new product is 
approved as bevacizumab-awwb. It is approved for certain 
patients with colorectal, lung, brain, kidney, and cervical 
cancers. Like bevacizumab, the new biosimilar carries a boxed 
warning regarding gastrointestinal perforation, surgical and 
wound healing complications, and hemorrhage. Bevacizumab-
awwb is manufactured by Amgen. 

The FDA has approved gemtuzumab ozogamicin for the 
treatment of adults with newly diagnosed acute myeloid 
leukemia (AML) whose tumors express the CD33 antigen 
(CD33-positive AML). It also is approved for children with 
CD33-positive AML who have experienced a relapse or 
not responded to initial therapy. The drug was approved in 
2000 but was withdrawn from the market because of safety 
concerns. The new approval is for a lower recommended dose 
and a different administration schedule, as monotherapy or in 
combination with other chemotherapy. Approval was based 
on a study of 271 patients with CD33-positive AML who 
were given combination chemotherapy with or without gem-
tuzumab ozogamicin, which showed a modest survival benefit 
of 1.3 months with the drug. A second trial of 57 patients 
concerned relapsed patients in whom a single dose of the drug 
resulted in complete remission in 26% that lasted a median of 
11.6 months. Gemtuzumab ozogamicin is manufactured by 
Pfizer as Mylotarg.

An FDA panel unanimously approved a new herpes zoster 
vaccine for adults ≥ 50 years of age. The new vaccine appears 
to provide better protection for adults > 70 years of age (about 
90%) compared to Zostavax. The new shingles vaccine is 
manufactured by GSK and, if approved, will be marketed as 
Shingrix.  n
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