
The best care of patients has been and always will be the primary mission of the Myeloma Institute for Research and Therapy (MIRT) at the University of Arkansas for Medical Sciences (UAMS). For more than 20 years we have focused our entire effort on improving the outlook for patients with multiple myeloma and related diseases. By posting to this blog, we wish to assure patients and their families that we are totally committed to careful analysis of outcome data, with the ultimate goals of ensuring patient safety and fostering optimal care outcomes. 

Unquestionably, the most important endpoint for judgment of outcomes from myeloma clinical trials is overall survival. From this point of view, the results of Total Therapy (TT) trials are among the best in the world and improve with each successive trial (Figure 1). All patients enrolled in clinical trials (not just TT trials) are closely followed, even when off therapy. Updates have continued for almost 23 years (Table 1).

Classification of the cause of death is complex and difficult; it is done with careful scrutinization of all available information. Analysis of deaths due to disease and/or toxicity can give important clues as to how to improve future therapy. 

The arguments made in the posted report about causes of death in TT trials are inaccurate and misleading. The non-myeloma trials cited are of short duration and pertain to more fatal diseases, so naturally, most deaths will be related to either treatment or toxicity. The myeloma trials cited either did not give explicit cause of death or were of shorter follow-up duration, or both. With longer follow-up and longer survival come more deaths related to normal mortality.  

There has been extensive external auditing of data generated at MIRT (Table 2), including assessment of cause of death. For example, the FDA conducted an inspection of TT2 in January 2012 in response to a complaint about possible misclassification of deaths. The FDA inspector reviewed 86 deaths that were classified as either “indeterminate” or “other,” and did not find any problems. The UAMS Office of Research Compliance performed a full audit of cause of death determinations on TT4. A panel of independent physicians was used for this audit to ensure appropriate medical expertise. No misclassification or underreporting of deaths was noted. The UAMS Office of Research Compliance reviews all Adverse Events, Serious Adverse Events, and Unanticipated Problems Involving Risks to Subjects or Others, as reported in any and all audits conducted. The UAMS Institutional Review Board is informed and takes action as necessary.

Figure 1.  Overall Survival in Total Therapies 1, 2 and 3
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Table 1.  Days Since Last Contact for Patients Alive at Last Contact
	[bookmark: IDX]
	Days Since Last Contact *
	

	
	< 30
	30-59
	60-89
	90-179
	180-365
	> 365
	

	Protocol
	n
	(%)
	n
	(%)
	n
	(%)
	n
	(%)
	n
	(%)
	n
	(%)
	N

	Overall
	310
	(46.5%)
	101
	(15.1%)
	36
	(5.4%)
	44
	(6.6%)
	61
	(9.1%)
	115
	(17.2%)
	667

	TT1
	8
	(20.5%)
	7
	(17.9%)
	0
	(0.0%)
	3
	(7.7%)
	5
	(12.8%)
	16
	(41.0%)
	39

	TT2
	111
	(37.4%)
	36
	(12.1%)
	20
	(6.7%)
	15
	(5.1%)
	32
	(10.8%)
	83
	(27.9%)
	297

	TT3
	191
	(57.7%)
	58
	(17.5%)
	16
	(4.8%)
	26
	(7.9%)
	24
	(7.3%)
	16
	(4.8%)
	331

	* Days Since Last Contact Measured from October 1, 2012

	Most Recently Recorded Dates of Last Contact:

	TT1-September 26, 2012, TT2-September 27, 2012, TT3-September 27, 2012



Table 2.  Weiss Audit Dates, Total Therapy Protocols
	Audits conducted by Raymond B. Weiss, MD, FACP (Audit Team Leader)
Clinical Professor of Medicine, Georgetown University Medical Center, Washington, DC; Independent Consultant in Oncology, Rockville, MD

	TT2
	TT3a
	TT3b
	TT4, TT5, TT6

	10 OCT 2001
27 MAR 2002
16 OCT 2002
08 APR 2003
02 JUL 2003
08 OCT 2003
02 APR 2004
04 NOV 2004
29 APR 2005
19 OCT 2005
29 MAR 2006
09 NOV 2009
18 APR 2007
10 OCT 2007
02 APR 2008
	04 NOV 2004 
20 APR 2005 
19 OCT 2005 
29 MAR 2006 
09 NOV 2006 
18 APR 2007 
10 OCT 2007 
02 APR 2008 
28 JAN 2009 

	17 APR 2007
10 OCT 2007
02 APR 2008
28 JAN 2009
14 OCT 2009
21 APR 2010

	28 JAN 2009
14 OCT 2009
21 APR 2010
10 OCT 2010
8 APR 2011
26 OCT 2011
25 APR 2012
5 OCT 2012




[bookmark: _GoBack]Again, the focus at MIRT is on providing patients with optimal outcomes and quality of life while maintaining safe practices and strict adherence to protocol methodology. Our commitment to continuing to develop curative treatments is paramount.
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Overall Survival by TT Protocol

Median Follow-up: TT1  19.0 Yrs, TT2  10.4 Yrs, TT3  6.5 Yrs
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