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STROKE
More patients will be discharged on a SHORT course of aspirin plus clopidogrel after a minor ischemic stroke
or high-risk TIA.

We know aspirin ALONE is generally used to prevent another stroke.

But you’ll see growing acceptance of DUAL antiplatelet therapy in these patients. It’s already an option in
guidelines...based on positive outcomes in Chinese patients using it for 3 weeks.

Now there’s evidence the combo benefits a broader population. This is a big deal...since recurrent strokes
can be disabling.

Using low-dose aspirin plus clopidogrel prevents another stroke within the next 3 months in about one in 50
patients versus aspirin alone.

The combo may cause major bleeding in up to one in 200 patients...but doesn’t seem to increase
intracranial bleeding.

Expect to see more of your patients getting aspirin 81 mg/day plus clopidogrel 75 mg/day after a minor
ischemic stroke or high-risk TIA.

Don’t suggest starting the second antiplatelet AFTER discharge. Explain that “earlier is better”...and there’s
not much evidence of benefit if the combo’s started more than 24 hours poststroke.

Confirm that one antiplatelet, usually clopidogrel, is stopped within 21 days...or possibly as soon as 10 days
for patients at higher bleeding risk. This seems to be the “sweet spot” to maximize benefit and limit
bleeding. Then advise continuing aspirin 81 mg/day ALONE long-term.

But clarify WHY the patient’s taking aspirin plus clopidogrel. For example, a recent coronary stent may
need the combo for a longer duration.

See our chart, Antiplatelets for Recurrent Ischemic Stroke, for pros and cons of the various regimens and the
role of other meds.

(For more on this topic, see Clinical Resource #350303 at PharmacistsLetter.com.)

Primary Reference – Hao Q, Tampi M, O’Donnell M, et al. Clopidogrel plus aspirin versus aspirin alone for
acute minor ischaemic stroke or high risk transient ischaemic attack: systemic review and meta-analysis.
BMJ 2018;363:k5108.
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BRINGING CLINICIANS TOGETHER TO DISCUSS CURRENT
DRUG THERAPY
May 2019 • Vol. 16, No. 5
The following succinct analysis appeared in Pharmacist’s Letter. Based on vol. 35. No. 5

INFECTIOUS DISEASES
You’ll see a continued shift toward ORAL antibiotics for bone and joint infections in adults. 

These patients with osteomyelitis are usually treated with IV antibiotics...often for 6 weeks or longer. 

Now more evidence suggests that switching to oral antibiotics after about 1 week seems to work as well as 
continuing IV meds. 

This is in patients with or without a prosthetic joint...often in combo with surgery to remove dead tissue or infected 
devices. 

But there’s still not much evidence about which PO regimen is best...or whether PO meds are effective if patients 
don’t undergo surgery. 

For now, expect oral antibiotics to be saved for when frequent IV doses at home aren’t practical...and the 
patient will likely be adherent. 

If osteomyelitis patients switch to oral therapy, anticipate PO meds to complete a total of 6 weeks of 
antibiotics...up to 3 or 6 months for a prosthetic hip or knee. 

But be aware, some patients may need to continue oral antibiotics chronically...such as those who can’t have 
infected hardware removed. 

Expect susceptibility and side effects to guide antibiotic choice.

You may see cephalexin or dicloxacillin for methicillin-sensitive staph...or TMP/SMX or linezolid for MRSA.  Don’t be 
surprised if rifampin is added...especially for patients with prosthetic joints. 

On the other hand, ciprofloxacin or levofloxacin will likely be saved for gram-negative bugs, due to a growing list 
of quinolone concerns.

Emphasize adherence...and consider alerting the prescriber if the patient doesn’t pick up these long courses of 
antibiotics.  Streamline prior auths for linezolid if needed...it costs over $15/day. 

Watch for interactions.  For example, TMP/SMX plus other potassium-raising meds can lead to 
hyperkalemia...linezolid plus other serotonergic meds (SSRIs, etc) can increase risk of serotonin syndrome...and 
rifampin can reduce levels of warfarin, HIV meds, oral contraceptives, etc. 

Go to our chart, Oral Antibiotics for Acute Osteomyelitis in Adults, for more on dosing, monitoring, and 
interactions. 

(For more on this topic, see Clinical Resource #350509 at PharmacistsLetter.com.)

Primary Reference – Li HK, Rombach I, Zambellas R, et al.  Oral versus intravenous antibiotics for bone and 
joint infection. N Engl J Med 2019;380:425-36.
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BRINGING CLINICIANS TOGETHER TO DISCUSS CURRENT
DRUG THERAPY
May 2019 • Vol. 16, No. 5
The following succinct analysis appeared in Prescriber’s Letter. Based on vol. 26. No. 5

INFECTIOUS DISEASES
You’ll see a continued shift toward ORAL antibiotics for bone and joint infections in adults.

We’re used to treating osteomyelitis with IV antibiotics...often for 6 weeks or longer.

Now more evidence suggests that switching to oral antibiotics after about 1 week seems to work as well as
continuing IV meds.

This is in patients with or without a prosthetic joint...often in combo with surgery to remove dead tissue or
infected devices.

But there’s still not much evidence about which PO regimen is best...or whether PO meds are effective if
patients don’t undergo surgery.

For now, save oral antibiotics for when frequent IV doses at home aren’t practical...and the patient will
likely be adherent to oral meds.

If osteomyelitis patients switch to oral therapy, anticipate oral meds to complete a total of 6 weeks of
antibiotics...up to 3 months for a prosthetic hip...or 6 months for a prosthetic knee.

But keep in mind, some may need to continue oral antibiotics chronically...such as those who can’t have
infected hardware removed.

Expect susceptibility and side effects to guide antibiotic choice.

You may see cephalexin or dicloxacillin for methicillin-sensitive staph...or TMP/SMX or linezolid for MRSA.
Don’t be surprised if rifampin is added...especially for patients with prosthetic joints.

On the other hand, ciprofloxacin or levofloxacin will likely be saved for gram-negative bugs, due to a
growing list of quinolone concerns.

Plan for frequent follow-up to assess adherence and med tolerability, monitor labs, etc. And watch for
interactions, especially with TMP/SMX, linezolid, or rifampin...and in patients on warfarin.

Go to our chart, Oral Antibiotics for Acute Osteomyelitis in Adults, for more on dosing, monitoring, and
interactions.

(For more on this topic, see Clinical Resource #350509 at PrescribersLetter.com.)

Primary Reference – Li HK, Rombach I, Zambellas R, et al. Oral versus intravenous antibiotics for bone and
joint infection. N Engl J Med 2019;380:425-36.

https://pharmacist.therapeuticresearch.com/Home/PL
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30699315&dopt=Abstract
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DISCUSSION QUESTIONS
OVERVIEW OF CURRENT THERAPY

1. What is known about treating osteomyelitis?

ANALYSIS OF NEW STUDY

2. What type of study was this? How were the patients selected for inclusion?

3. How were the trial groups defined?

4. How were the outcomes evaluated?
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6. What were the strengths and weaknesses of this study? 

7. Were the results expressed in terms we care about and can use?

HOW SHOULD THE NEW FINDINGS CHANGE CURRENT THERAPY?

8. Do the results change your practice?  How?

APPLY THE NEW FINDINGS TO THE FOLLOWING CASE 

J.B. is a 65-year-old male patient who presents for his “Welcome to Medicare” annual 
exam.  He has hypertension and diabetes, and is well-controlled with lisinopril 40 mg daily 
and metformin 1,000 mg twice daily.  He is also taking simvastatin 40 mg daily and aspirin 81 
mg daily.  He currently smokes ½ pack per day and has been smoking since the age of 22.  

He has seen recent commercials on TV stating that hepatitis C is common in “baby 
boomers,” and that many patients don’t know that they have it.  He states he has never 
been tested for hepatitis C, and wonders if he should be tested even though he has never 
used illicit drugs.

9. What should you recommend about screening J.B. for HCV?
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5. What were the outcomes of this trial?

6. What were the strengths and weaknesses of this trial?

7. Were the results expressed in terms we care about and can use?

HOW SHOULD THE NEW FINDINGS CHANGE CURRENT THERAPY?

8. Do the results change your practice? How?

APPLY THE NEW FINDINGS TO THE FOLLOWING CASE 

ML is a 72-year-old male with a past medical history of type 2 diabetes and COPD.  He is 
admitted from the emergency room to your family medicine inpatient service for a knee 
infection due to a dog bite.  Upon talking with ML, you discover that he tried to break up a 
fight between his own four dogs a couple of months ago and received a bite on his right 
knee.  He initially saw his primary care physician and received a prescription for 
amoxicillin/clavulanate.  However, he only took it for two days because the medication 
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6. What were the strengths and weaknesses of this study? 

7. Were the results expressed in terms we care about and can use?

HOW SHOULD THE NEW FINDINGS CHANGE CURRENT THERAPY?

8. Do the results change your practice?  How?

APPLY THE NEW FINDINGS TO THE FOLLOWING CASE 

J.B. is a 65-year-old male patient who presents for his “Welcome to Medicare” annual 
exam.  He has hypertension and diabetes, and is well-controlled with lisinopril 40 mg daily 
and metformin 1,000 mg twice daily.  He is also taking simvastatin 40 mg daily and aspirin 81 
mg daily.  He currently smokes ½ pack per day and has been smoking since the age of 22.  

He has seen recent commercials on TV stating that hepatitis C is common in “baby 
boomers,” and that many patients don’t know that they have it.  He states he has never 
been tested for hepatitis C, and wonders if he should be tested even though he has never 
used illicit drugs.

9. What should you recommend about screening J.B. for HCV?
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caused diarrhea.  Four days ago he noticed his right knee looked red and felt a little warm.  
He’s also had growing pain in the right knee when he walks and now has a limp.  He denies 
any known fevers or other systemic symptoms.

9. What is the treatment for animal bites from a dog or cat?

An x-ray was performed in the emergency room which revealed no foreign bodies or 
fractures, but showed some possible bone destruction.   Pertinent labs revealed an
elevated erythrocyte sedimentation rate (ESR) and leukocytosis.  Based on his clinical 
picture, cellulitis, septic joint, or osteomyelitis of the knee are suspected.  Blood cultures are 
drawn and then ML is started on vancomycin.

On hospital day 4, ML’s MRI returns with findings of acute osteomyelitis in the right knee.  
Blood cultures return positive for MRSA.  Upon discussion of treatment options, ML is 
adamant he wants to return home and doesn’t like the idea of giving himself IV antibiotics.  
He is not open to anyone coming to his house because of his dogs.  He wants to know why 
he can’t just take pills like he usually does when he gets sick.

10. How should you manage ML? Are oral antibiotics an option?

After collaboration with the infectious disease service, the plan is to complete seven days of 
vancomycin and discharge ML with another five weeks of oral TMP/SMX two double-
strength tabs twice daily.

11. What might you suggest ML’s PCP do for follow-up?
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You explain that a one-time test is recommended for all patients born between 1945 and 
1965, since they’re at higher risk of hepatitis C.  J.B. agrees that he would like to be tested.

J.B.’s lab work returns positive for HCV.  You call J.B. to let him know about his results, explain 
the need for additional studies, and ask him to make an appointment with you one week 
following his next bloodwork to go over everything.

10. What additional studies are warranted for J.B. at this time?

J.B.’s genotype reveals type 1a with a viral load of 179,652 IU/L.  His liver function and 
coagulation tests are all normal.  However, the stage of his liver disease is pending.  

J.B. returns for his follow-up visit to discuss his diagnosis of hepatitis C.  He has been 
researching his diagnosis and is excited about the possibility of a cure with one of the new 
medications.   He is particularly interested in Mavyret (glecaprevir/pibrentasvir) due to the 
eight-week treatment duration instead of the typical 12 weeks with other treatments, and 
would like to hear your insight on this treatment option. 

11. What counseling do you provide J.B.?  What should you consider regarding J.B.’s current 
medications prior to initiating this treatment?

You advise J.B. about the dosing and administration of Mavyret, and discuss that you will 
know more about the duration of treatment once the results of his liver staging return.  
However, you bring up that a prior authorization approval from his prescription drug plan will 
likely be required before he can get started on treatment, and that it will need to be 
obtained from a specialty pharmacy.

You also discuss that Mavyret may increase the blood level of all statin cholesterol 
medications, increasing the risk for myopathy.  Because it’s recommended to avoid 
simvastatin with Mavyret, you suggest switching J.B. to rosuvastatin 10 mg/day, which is the 
highest dose recommended in combination with Mavyret.
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