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Thu, 12 Apr 2012 
07:02:29 -
0700 [07:02:29 AM PDT] 

From:  dkcundiff@thehealtheconomy.com  

To:  "CDER EXSEC" <CDEREXSEC@cder.fda.gov>, janet.woodcock@fda.hhs.gov 

Cc:  "Jeanne Lenzer" <jeanne.lenzer@gmail.com>, "Klint McKay" <klint.mckay@doj.ca.gov>, Carlos.Ramirez@doj.ca.gov 

Subject:  RE: Update on VTE treatment and prevention: new ACCP guidelines challenged 

 

Dear Dr. Woodcock and CDER Executive Secretary, 

 

Thank you for sharing my email with CDER staff and responding to my email regarding the new ACCP 

VTE treatment and prevention guidelines. 

 

The FDA website says, �FDA is responsible for 

 

�        protecting the public health by assuring the safety, effectiveness, and security 

of human and veterinary drugs, �� 

 

Accordingly, please consider that the responsibilities of CDER and the FDA go beyond  

�appreciating the fact that there may be varying views on the use of anticoagulant drugs for VTE 

treatment and prophylaxis.� The view that I described based on evidence that I documented and 

referenced indicates that the use of anticoagulant drugs as VTE prophylaxis definitely increases 

the risk of patient death and that thousands of Americans die unnecessarily each year due to 

bleeding and rebound clotting complications of anticoagulants for VTE prophylaxis. It also shows 

that using these drugs as treatment of VTE most likely increases the risk of death and clearly 

doesn�t reduce the chance of death. My request to you was to critique and respond to the 

evidence that anticoagulant drugs for treatment and prophylaxis of VTE results in net harm to 

patients (letters regarding new ACCP VTE anticoagulant drug guidelines below). Please give your 

evidence basis for approval of anticoagulants for VTE or withdraw FDA approval for 

anticoagulants for VTE treatment and prophylaxis. 

 

While your statement that the FDA does not regulate the practice of medicine may be correct in a 

narrow sense, the role of the FDA in approving or not approving drugs for specific indications 

makes FDA drug approval decisions controlling factors in patient care decisions and medical 

regulatory disputes concerning VTE. The issue here isn't with the judgment of individual 

physicians concerning the VTE risk factors and bleeding risks of individual patients. As 

indicated in the subject line of this correspondence, this is an evidence based challenge to the 

FDA approval for anticoagulant drugs in VTE treatment and prophylaxis. 

 

For the sake of protecting the thousands of patients that suffer major and fatal bleeding and 

rebound clotting complications of anticoagulants prescribed for VTE treatment and prophylaxis 

each year, please transparently address the challenges to FDA approval for anticoagulants for 

VTE in the letters below. 

 

Thank you. 

 

Sincerely, 

 

David K. Cundiff, MD 

 

Date:         Wed, 11 Apr 2012 13:18:58 -0400 [10:18:58 AM PDT] 

From:         "CDER EXSEC" <CDEREXSEC@cder.fda.gov> 

 

To:         "'dkcundiff@thehealtheconomy.com'" <dkcundiff@thehealtheconomy.com> 

 

Subject:         RE: Update on VTE treatment and prevention: new ACCP guidelines challenged 

 

Dr. Cundiff: 

 

Thank you for your email dated March 15, 2012 to Dr. Janet Woodcock, regarding the 

VTE prevention guidelines for hospitalized patients published by the ACP and ACCP. Your 

email was shared with the Center for Drug Evaluation and Research�s (CDER), Office of 

Executive Programs for a response in collaboration with other staff within CDER. 
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We appreciate the fact that there may be varying views on the prophylactic use of  

anticoagulants as you have described. The drug labels themselves do not prescribe or  

proscribe the specific uses you are questioning, but the labels provide a general  

indication section and indicate that physicians should consider each patient's 

specific circumstances and use individual judgment for that patient and the drug. 

FDA does not regulate the practice of medicine and does not write the professional  

society or the Joint Commission guidelines. 

 

Again, thank you for contacting Dr. Woodcock concerning this matter.  We hope this  

information has been helpful to you. 

 

 

 

Date:  Thu, 15 Mar 2012 17:59:16 -0700 [03/15/2012 05:59:16 PM PDT]  

From:  dkcundiff@thehealtheconomy.com 

To:  janet.woodcock@fda.hhs.gov 

Subject:  Update on VTE treatment and prevention: new ACCP guidelines challenged 

 

Dear Dr. Woodcock, 

 

To update our correspondence of 18 months ago, VTE prevention guidelines for 

hospitalized patients have recently been published by the ACP and ACCP. VTE treatment guidelines 

have been published by the ACCP. For the first time, the ACCP anti-thrombosis guidelines 

have been partially funded by the NIH. 

 

I wrote letters to CHEST Editor Dr. Richard Irwin about four of VTE guidelines and all of the 

letters were rejected for lack of space (rejection letter sample at the end). Since the HHS is 

now partially funding these guidelines, please have anticoagulation experts in the FDA respond 

to my letters (below) criticizing the new guidelines. 

 

Thank you. 

 

Best wishes, 

 

David K. Cundiff, MD 

 

#1 

'No' to anticoagulant VTE prophylaxis for general and abdominal-pelvic surgery by David  

K. Cundiff, MD (corresponding author) 

 

David Cundiff has no conflicts of interest regarding anticoagulant prophylaxis in non  

orthopedic surgical patients. 

 

Dear Editor, 

 

The review of VTE prophylaxis for general and abdominal-pelvic surgery patients by Gould  

and colleagues strongly recommended (Grade 1B) LMWH or LDUH for patients at high risk for  

VTE who are not at high risk for major bleeding complications.1 The introduction to the  

article begins, 'VTE is a common cause of preventable death in hospitalized patients.  

Approximately one-third of the 150,000 to 200,000 VTE-related deaths per year in the  

United States occur following surgery.'2 The reference cited was the British Medical  

Research Council RCT comparing LDUH versus placebo for post op patients published in  

1975. However, the incidence of fatal PE (FPE)-the foremost reason for prophylaxis-in  

post surgical patients has declined markedly. FPE rates both without and with  

prophylactic anticoagulants in RCTs from the 1960s and 1970s were an order of magnitude  

higher than the FPE rate found in RCTs and observational studies completed after 1980  

(1960s and 1970s: FPE without anticoagulant drug prophylaxis = 63/6,348 (0.99%) versus  

FPE with LDUH = 24/7,671 (0.31%) and after 1980:  FPE without anticoagulant drug  

prophylaxis = 2/5,825 (0.034%) versus FPE with LDUH, LMWH, or other anticoagulants =  

26/37,957 (0.068%).3 Lindblad and colleagues reported on FPE found at autopsy in 30 post  

operative patients out of over 31,000 operations performed in Malmo, Sweden the 1980s.4  

Of those 30 FPE patients, 27 had received prophylactic anticoagulants. This high rate of  
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pre-op anticoagulant drug prophylaxis in the Lindblad series and the higher FPE rate in  

anticoagulated versus not anticoagulated surgical patients in RCTs and observational  

studies after 1980 suggests that rebound hypercoagulation after stopping the drugs may  

actually be causing an increased FPE incidence. 

 

Given the marked decline in FPE in postoperative patients in this modern era of early  

mobilization after surgery, the Grade 1B recommendation to use LDUH for surgical patients  

at high VTE risk based on RCTs done in the 1960s and 1970s is not appropriate. Likewise,  

since the FDA approval of LMWHs and direct thrombin inhibitors for VTE prophylaxis of  

high VTE risk general and abdominal-pelvic surgery patients is based on non-inferiority  

RCTs with LDUH rather than LMWH or direct thrombin inhibitor versus placebo RCTs, LMWHs  

and direct thrombin inhibitors also should not be considered effective or safe for VTE  

prophylaxis. 

 

References 

1       Gould MK, Garcia DA, Wren SM, et al. Prevention of VTE in Nonorthopedic Surgical  

Patients. 10.1378/chest.11-2297. Chest 2012; 141:e227S-e277S 

2       Kakkar VV, Corrigan TP, Fossard DP, et al. Prevention of fatal postoperative  

pulmonary embolism by low doses of heparin. An international multicentre trial. Lancet  

1975; 2:45-51 

3       Cundiff D, Agutter P, Malone P, et al. Diet as prophylaxis and 

treatment for venous thromboembolism? Theoretical Biology and Medical Modelling 2010:  

http://www.tbiomed.com/content/7/1/31 

4       Lindblad B, Eriksson A, Bergqvist D. Autopsy-verified pulmonary embolism in a  

surgical department: analysis of the period from 1951 to 1988. Br J Surg 1991; 78:849-852 

 

#2 

Reconsidering anticoagulant prophylaxis for VTE in nonsurgical patients by David K.  

Cundiff, MD (corresponding author) 

 

David Cundiff has no conflicts of interest regarding anticoagulant prophylaxis in  

nonsurgical patients. 

 

Dear Editor, 

 

The article, 'Prevention of VTE in Nonsurgical Patients' by Kahn and colleagues  

recommended that acutely ill hospitalized medical patients at increased risk of  

thrombosis receive anticoagulant thromboprophylaxis.1 The authors based their  

recommendations on a meta-analysis of articles from three reviews of observational risk  

assessment studies rather than randomized placebo controlled clinical trials (RCTs).  

Consequently, the statistically significant reduction in fatal pulmonary emboli (PE) and  

a borderline significant reduction in symptomatic deep venous thrombosis (DVT) in these  

observational studies do not qualify as Grade 1B evidence of efficacy for anticoagulant  

drug prophylaxis for medical inpatients. 

 

Two articles published subsequent to the time frame of the Kahn review call into question  

the conclusions of the paper regarding acute medically ill patients. A meta-analysis of  

RCTs of thromboprophylaxis versus placebo for hospitalized medical patients by Lederle  

and colleagues concluded that there is no significant reduction in fatal PE (0.93 (0.63  

to 1.38), 6 studies), overall mortality (0.94 (0.84 to 1.04), 10 studies), or reduction  

of symptomatic DVT (0.78 (0.45 to 1.35), 5 studies) while major bleeding risk is  

increased (1.61 (1.23 o 2.10), 8 studies).2 

 

Subsequently, a large international multi-centered randomized trial involving over 8000  

acutely ill patients at high VTE risk receiving enoxaparin plus elastic stockings with  

graduated compression versus placebo plus elastic stockings with graduated compression  

showed no reduction in mortality (1.0; (0.8 to 1.2) and a non significant 40% increase in  

major bleeding (1.4; (0.7 to 3.1); P=0.35).3 

 

I led a review of RCTs and observational studies of anticoagulant prophylaxis for VTE4  

that was not mentioned in this ACCP VTE prophylaxis review. Our review found an increased  

rate of fatal PE in medical patients receiving anticoagulant drug prophylaxis that may be  

attributed to rebound hypercoagulation. Given the evidence that anticoagulant prophylaxis  
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does not reduce and may increase mortality in patients at high risk for VTE while it does  

increase the risk for major bleeding and carries a risk of rebound hypercoagulation, this  

practice should be discontinued. 

 

Sincerely, 

 

David K. Cundiff, MD 

 

1       Kahn SR, Lim W, Dunn AS, et al. Prevention of VTE in Nonsurgical Patients. 

10.1378/chest.11-2296. Chest 2012; 141:e195S-e226S 

2       Lederle FA, Zylla D, MacDonald R, et al. Venous Thromboembolism Prophylaxis in 

Hospitalized Medical Patients and Those With Stroke: A Background Review for an American College 

of Physicians Clinical  Practice Guideline.  

10.1059/0003-4819-155-9-201111010-00008. Annals of Internal Medicine 2011; 155:602-615 

3       Kakkar AK, Cimminiello C, Goldhaber SZ, et al. Low-Molecular-Weight Heparin and  

Mortality in Acutely Ill Medical Patients. doi:10.1056/NEJMoa1111288. New England Journal  

of Medicine 2011;365:2463-2472 

4       Cundiff D, Agutter P, Malone P, et al. Diet as prophylaxis and treatment for  

venous thromboembolism? Theoretical Biology and Medical Modelling 2010:  

http://www.tbiomed.com/content/7/1/31 

 

#3 

 

Intermittent leg compression better than anticoagulants for VTE prophylaxis of orthopedic  

patients 

 

by David K. Cundiff, MD (corresponding author) 

 

David Cundiff has no conflicts of interest regarding anticoagulant prophylaxis in  

nonsurgical patients. 

 

Dear Editor, 

 

The recent ACCP guidelines by Falck-Ytter and colleagues recommended anticoagulant drug  

prophylaxis, aspirin, or intermittent pneumatic compression devices for major orthopedic  

operations (THA, TKA, and hip fracture) over no prophylaxis.1 Citing RCTs from the 1970s  

and early 1980s to justify LDUH as VTE prophylaxis is problematic. While RCTs of  

orthopedic surgical patients before the 1980s showed LDUH prophylaxis significantly  

reduced the incidence of fatal PE (FPE with no anticoagulants: 15/801 (1.87%) versus FPE  

with LDUH: 5/826 (0.61%)),2 RCTs and observational studies of orthopedic patients after  

early mobilization became the norm in the 1980s show that FPE has been reduced markedly  

in the anticoagulated and un-anticoagulated but more in un-anticoagulated patients (FPE  

without anticoagulants = 0/577 (0%) versus 15/29,291 (0.051%).3 

 

Regarding whether LMWHs reduce DVT incidence in the recent era of early mobilization, the  

authors use a 'contemporary population' For comparison in claiming symptomatic DVT  

reduction ('as inferred from asymptomatic DVT'). This does not constitute strong evidence  

(Grade 1B) supporting LMWH prophylaxis. No benefit was demonstrated in reducing PE, FPE,  

or overall mortality. Given the scanty RCT data about the effect of LMWHs on overall  

mortality in this review and the wide confidence interval (n = 971, RR 0.9 (0.3-2.67)), a  

look at larger observational studies is warranted. Reviewing THA and TKA observational  

studies published from 1998 to 2007 that included 6-week or 3-month incidence of  

all-cause mortality (28,038 patients), Sharrock and colleagues found a higher incidence  

of overall mortality in patients receiving LMWH, ximelagatran, fondaparinux or  

rivaroxaban than those receiving aspirin and pneumatic compression (0.41% versus 0.19%).  

Patients receiving warfarin prophylaxis had similar overall rates of mortality as those  

of the other anticoagulants (0.4%).4 

 

Anticoagulant drug prophylaxis should not be used in major orthopedic surgical patients  

for the following reasons: 

 

1       the incidence of FPE in major orthopedic surgical patients has dropped  

precipitously in the modern era, 
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2       anticoagulant prophylaxis does not prevent FPE, the most important justification  

for prophylactic anticoagulants, 

3       anticoagulation prophylaxis carries a significant risk for major bleeding, 

4       observational studies suggest that anticoagulant prophylaxis increases the risk  

of death, 

5       ximelagatran, fondaparinux, and rivaroxaban are not evidence based to be more  

effective than LMWHs, and 

6       intermittent pneumatic compression device (IPCD) is no less effective as VTE  

prophylaxis than anticoagulant drugs but without the bleeding and rebound  

hypercoagulation risks. 
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#4 

Evidence lacking for antithrombotic therapy for venous thromboembolism Letter to the  

editor Regarding: Kearon C, Akl EA, Comerota AJ, et al. Antithrombotic Therapy for VTE  

Disease. 10.1378/chest.11-2301. Chest. February 1, 2012 2012;141(2 suppl):e419S-e494S. 

 

By David K. Cundiff, MD 

 

Conflict of interest statement: I withdrew warfarin from a patient with lower-limb deep  

venous thrombosis, disseminated tuberculosis, alcoholism, liver failure, and anemia  

because the risk for bleeding in this patient seemed greater than the benefit of  

anticoagulant treatment. The patient later died of pulmonary embolism. I lost my medical  

license because of this case, having had no other medical board discipline during 25  

years of clinical practice. 

 

To the Editor, 

 

The 9th ACCP guideline for 'Antithrombotic Therapy for VTE Disease' states, 'The first  

and only randomized trial that compared anticoagulant therapy with no anticoagulant  

therapy in patients with symptomatic DVT or PE was published in 1960 by Barritt and  

Jordan.'1 The Barritt and Jordan 'randomized' trial2 is too flawed to justify the use of  

anticoagulant drugs for the following reasons: 

 

1         The clinical PE diagnoses of the patients in the 1950s when this trial was  

conducted were not confirmed by pulmonary angiograms or lung scans as is now required  

because of the high false positive rate of clinical diagnoses; 

2        Autopsy descriptions of the patients in the Barritt and Jordan trial show that  

in 4 of the 5 deaths, severe underlying diseases caused the deaths (e.g., cerebral  

infarction and cavitary pneumonia with sepsis), with PE only appearing as a contributing  

factor; 

3       Doctors other than the investigators referred the patients into the trial, so the  

selection was not random; 

4       The trial was not double-blind; and 

5       The investigators provided no information about the comparability of the  

anticoagulated and un-anticoagulated patients. 

 

After the Barritt and Jordan trial, the following three RCTs of VTE patients comparing  

anticoagulant drug treatment with no anticoagulation have been published: 
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1         An abstract-only report by Kakkar and colleagues of DVT treatment compared  

heparin, Malayan pit viper venom (Arvin), streptokinase, and placebo, reporting deaths in  

2 of 7 patients in the 

heparin group and 0 of 6 in the placebo group. 

2         Ott and colleagues published a placebo-controlled trial in which 2 of 11  

patients receiving heparin and warfarin died , and 1 of the 12 placebo-treated patients  

died.3 

3         Nielsen and colleagues randomized 90 ambulatory patients with DVT into standard  

heparin and phenprocoumon versus phenylbutazone (i.e., no anticoagulants). Two of 48  

patients in the anticoagulated group died (one of PE), whereas 0 of 42 in the un-  

anticoagulated group died.4 

 

I co-authored a Cochrane review of anticoagulant drug treatment of VTE published in 2006  

that excluded the Barritt and Jordan RCT because of the flaws. The review based findings  

only on the Ott and Nielsen RCTs.5 The RCT evidence did not support the efficacy or  

safety of anticoagulant drugs for VTE. The practice of using anticoagulants must  

therefore be considered �opinion-based� rather than evidence-based (i.e., Grade �2C�  

instead of �1B�). The use of anticoagulant drugs for VTE should be reconsidered. 
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Each of the four rejection letters was in the same boilerplate as the following: 

 

EditorialOffice@chestnet.org | Add to Contacts 

Wednesday, Mar 14 03:27 PM | Show Details |  View source 

CHEST - Decision on Manuscript ID CHEST-12-0648 

DL-18 

14-Mar-2012 

CC: Cundiff, David 

 

Dear Dr. David Cundiff: 

 

We are writing in regards to your manuscript # CHEST-12-0648 entitled "No anticoagulant  

VTE prophylaxis for general and abdominal-pelvic surgery" which you submitted to CHEST. 

 

We receive far more Letters than we can publish, and difficult decisions must be made.  

Your report unfortunately did not receive a high enough priority score to be considered  

further for publication. 

 

Sincerely, 

 

Richard S. Irwin, MD, Master FCCP 

Editor in Chief, CHEST 
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