
March 21, 2019

Dear colleagues,

Over the past few months, there has been a lot of discussion regarding the use of paclitaxel for the 

treatment of peripheral arterial disease. We want to share with you our perspective and some important 

information on this topic.

Patient safety is our first priority. 
We are committed to gaining a better understanding of the recent information regarding paclitaxel-

eluting devices. We are sharing data we’ve gained over the past 20 years researching paclitaxel and 

developing Zilver PTX, including information on safety and effectiveness. Cook’s paclitaxel-coated stent 

was approved by the FDA in 2012 through the premarket approval process. 

FDA has provided guidance to healthcare providers.
On March 15, the FDA issued an updated letter that outlines current recommendations to healthcare 

providers who are making treatment decisions about paclitaxel devices. We recommend that  

you follow the FDA guidelines. A full version of the letter is available at www.fda.gov, and includes  

the following recommendations. 

Based on the FDA’s preliminary review of available data, we recommend that health care providers 

consider the following until further information is available:

• Continue diligent monitoring of patients who have been treated with paclitaxel-coated 

balloons and paclitaxel-eluting stents.

• When making treatment recommendations and as part of the informed consent process, 

consider that there may be an increased rate of long-term mortality in patients treated with 

paclitaxel-coated balloons and paclitaxel-eluting stents.

• Discuss the risks and benefits of all available PAD treatment options with your patients.  

For most patients, alternative treatment options to paclitaxel-coated balloons and paclitaxel-

eluting stents should generally be used until additional analysis of the safety signal has 

been performed.

• For some individual patients at particularly high risk for restenosis, clinicians may determine 

that the benefits of using a paclitaxel-coated product may outweigh the risks.

• Ensure patients receive optimal medical therapy for PAD and other cardiovascular risk 

factors as well as guidance on healthy lifestyles including weight control, smoking cessation, 

and exercise.



Additionally, the FDA noted that the data used to develop the recommendations should be 

interpreted with caution for several reasons:

• First, there is large variability in the risk estimate of mortality due to the limited amount  

of long-term data. 

• Second, these studies were not originally designed to be pooled, introducing greater 

uncertainty in the results. 

• Third, the specific cause and mechanism of the increased mortality is unknown.

Cook is collaborating with FDA and other global regulatory agencies.
We are working to provide answers to questions from the FDA and other global regulatory 

authorities, including providing patient level data. The FDA has also asked industry to collaborate 

and present at an FDA panel meeting in June. Cook is helping lead the industry-wide working group 

that is preparing data for presentation at this panel meeting. We are also collaborating with medical 

societies and have been sharing our data to provide a deeper understanding of our mortality analysis.

Information about Zilver PTX data.
There has been a lot of discussion in recent weeks and we realize that you are striving to make the 

best decisions for your patients. We want to provide you with facts and information about Zilver PTX, 

our clinical trial, and the resulting data.

Trial Design: The Zilver PTX RCT had a unique trial design. The RCT included 

a primary and secondary randomization, as well as an opportunity for patients in the 

PTA arm to cross over to treatment with Zilver PTX after experiencing a target lesion 

revascularization (TLR) in the first 12 months. As a result of this trial design, 40% of 

patients who were initially assigned to the PTA arm were subsequently treated with 

Zilver PTX. In total, 70% of the patients enrolled in this trial received a Zilver PTX stent.

“Intent to treat” versus “As treated”: To appropriately analyze the role of paclitaxel on 

mortality, it is important to compare all patients who were treated with Zilver PTX to 

those treated only with non-drug-eluting devices. 

The “intent to treat” analysis shows a 5-year all cause mortality rate of 22.1% for the 

Zilver PTX primary randomization arm and 15.3% for the PTA primary randomization 

arm (p-value = 0.04). However, this analysis does not recognize that 94 of the 

237 patients (40%) in the primary PTA arm were actually treated with a Zilver PTX stent 

yet analyzed as PTA patients and not Zilver PTX patients in this intent to treat analysis.

The “as treated” analysis shows a mortality rate of 18.7% for Zilver PTX patients and 

17.6% for PTA/BMS patients (p-value = 0.53). This “as treated” Zilver PTX group includes 

all patients who received a Zilver PTX stent.



Cause of death: Causes of death were examined between the “as-treated” Zilver PTX 

and PTA/BMS groups. There was no increased rate of cardiovascular, cancer, or other 

cause of death for Zilver PTX compared to PTA/BMS.

Cook is committed to serving patients and clinicians.
During this time, we are committed to supporting our customers and to responding to the questions 

and concerns of medical societies and regulatory agencies. We will continue to share what we’ve 

discovered from our research and data in the area of paclitaxel.

If you have questions about Zilver PTX, please contact us at zilverptx@cookmedical.com, and a 

member of our team will respond within 24 hours. You can also visit cookmedical.com/newsroom  

for additional information.

Sincerely,

Aaron Lottes, Ph.D.  Mark Breedlove 

Director, Regulatory Science  Vice President, Vascular Division 

Cook Research, Inc.  Cook Medical
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1. Data on file. “As Treated” analysis of Zilver PTX RCT patient-level data. Clinicaltrials.gov trial identifier NCT00120406. Analysis 
sponsored and certified by Aaron Lottes, PhD. Aaron Lottes is an employee of Cook Medical. 

Zilver PTX 
Randomized Trial

PTA 
n=237

Bare Zilver 
n=56

BMS 
n=55

PTA 
n=87

PTA  BMS 
n=1

PTA  Zilver PTX 
n=30

Suboptimal PTA Optimal PTA 
n=118

Zilver PTX 
n=242

Zilver PTX 
n=63

Zilver PTX 
n=1

Secondary Randomization

Long-Term

Long-Term

(within first year)

(all within first year)

Primary Randomization

• Kaplan–Meier analysis conducted on 336 Zilver PTX patients and 
143 BMS/PTA patients in an “As Treated” analysis.

• If patient failed assigned therapy within the first year, the protocol 
allowed the patient to cross over and receive Zilver PTX. 

• The “As Treated” analysis includes 31 additional patients who  
received Zilver PTX after BMS/PTA failure but were included as  
BMS/PTA patients in the original intent-to-treat (ITT) analysis. 

Zilver PTX “As Treated” group
Standard of Care “As Treated” group

This chart shows the design of our randomized controlled trial. The results 
from our “as treated” analysis show no statistical difference in mortality 
for the Zilver PTX group and for the PTA/BMS group.

Causes of death through 5 years:  
RCT and separate Zilver® BMS Study

No increased rate of cardiovascular, cancer, or other cause 
of death for Zilver® PTX® compared to PTA or BMS.

1. Data on file. “As Treated” analysis of Zilver PTX RCT patient-level data. Clinicaltrials.gov trial identifier NCT00120406. Analysis 
sponsored and certified by Aaron Lottes, PhD. Aaron Lottes is an employee of Cook Medical.  

2. Data on file. Trial protocol number 08-009. Clinicaltrials.gov trial identifier NCT00827619. The Zilver BMS study enrolled 
110 patients with femoropopliteal artery disease for 5-year follow-up.

Cause RCT – PTX1 
(n=336)

RCT – PTA / BMS1  
(n=143)

Zilver BMS Study2 
(n=110)

Cardiovascular 4.8% 5.6% 4.5%

Cancer 4.8% 1.4% 6.4%

Pulmonary 1.8% 1.4% 1.8%

Stroke 0.6% 0.7% 0.0%

Trauma 0.0% 1.4% 0.0%

GI 0.3% 0.0% 0.9%

Multiple/Unknown 2.1% 1.4% 0.9%

This chart shows the 5-year cause of death.
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