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March 19, 2020 
 
 
RE: Docket No. FDA-2019-D-4964: “Demonstrating Substantial Evidence of Effectiveness 
for Human Drug and Biological Products; Draft Guidance for Industry” 
 
Filed electronically at http://www.regulations.gov  
 
 
Dear Food and Drug Administration: 
 
Northwest Biotherapeutics, Inc. (NW Bio) is submitting comments to the Food and Drug 
Administration (FDA or Agency) on the draft guidance entitled “Demonstrating Substantial 
Evidence of Effectiveness for Human Drug and Biological Products”. 
 
NW Bio is a clinical-stage biotechnology company focused on developing personalized immune 
therapy treatments for cancer.  We have developed a platform technology, DCVax®, which 
uses activated dendritic cells to mobilize a patient's own immune system to attack their cancer. 
 
Our lead Phase III clinical trial is for newly-diagnosed Glioblastoma multiforme (GBM) brain 
cancer.  We have also treated more than 20 diverse types of cancers, many of them orphan 
diseases, in our clinical trials and compassionate use cases.   
 
We greatly applaud the Agency taking a more flexible and pragmatic approach to the requirements 
for demonstration of efficacy in clinical trials.  This is essential both for patients and for the 
healthcare system.  Many novel treatments fail to reach patients – not because of safety problems, 
but because they fail to satisfy rigid requirements for proof of efficacy. And the novel therapies 
that do make it through the gauntlet to meet these requirements end up being so expensive that the 
healthcare system cannot afford them for many patients. 
 
The single biggest reason for skyrocketing drug prices is the skyrocketing development costs to 
being a drug through clinical trials…. and the single biggest driver of the development costs are 
rigid and restrictive rules on proof of efficacy.   
 
Allowing efficacy to be assessed using external controls will be far more ethical and also far more 
feasible and affordable. Especially in diseases such as Glioblastoma, in which patient survival has 
not improved by more than a few months in the last 30 years, and in which the course of disease is 
strikingly consistent, it is really unethical to require a new cohort of patients to be assigned to 
placebos in every trial.   
 
Allowing efficacy to be assessed using external controls will also alleviate major bottlenecks in the 
development of new medicines.  Especially in areas of significant new drug development activity, 
such as immune therapies for cancer, it is very difficult for sponsors to enroll and retain patients in 
trials with placebo control arms.  
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There are two areas in which we believe the flexibility suggested in the Draft Guidance does not 
go far enough:  areas relating to sub-groups and relating to p values. 
 
In regard to sub-groups… when a trial fails to meet its endpoints with statistical significance in the 
overall ITT population, but does show meaningful benefits in a definable sub-group, we strongly 
urge that that drug be approved for that sub-group based on that trial, and that the sponsor not be 
required to start over and conduct another whole trial in just that sub-group population.  Such 
approval should be allowed regardless of whether that sub-group was pre-specified or not.  
 
We recognize that allowing such sub-group approval may not be considered ideal from a statistical 
perspective, but in the real world the patients who comprise that subgroup should not have to wait 
years while another trial is conducted (and potentially die in the meantime) – and the healthcare 
system simply cannot afford such an idealistic approach.    
 
Instead of requiring another trial before approval of a new treatment in a sub-group, the Agency 
should require a post-marketing trial or registry to collect and submit additional data on efficacy. 
This post-marketing solution is especially appropriate when the trial endpoint was an important 
clinical benefit such as extended survival. 
 
Sending a sponsor back to conduct another trial in just the sub-group population will add tens or 
hundreds of millions more in development costs, which will translate directly into a higher price 
for the drug after that additional trial, and the patent life will be running down during that 
additional trial, leaving a shorter time period within which the sponsor must recoup its costs and 
make its returns – a double whammy of increased development costs and shorter patent life which 
will result directly in skyrocketing drug prices.   
 
Accordingly, we urge that the Agency add to the Draft Guidance express flexibility for product 
approvals for sub-groups in which there are meaningful clinical benefits, regardless of whether the 
sub-group was exactly pre-specified or not. 
 
In regard to p value… professional statisticians and other professionals involved in data modeling 
and evaluation have been calling for years for the drug approval process to stop using a rigid cutoff 
of p ≤ 0.05 for determination of statistical significance.  A group of 800 such statisticians and 
professions published a paper making compelling case as to why such a rigid cutoff is 
inappropriate and fails to give an accurate picture of the real efficacy (or lack of efficacy) of a new 
medicine. See, e.g., https://www.nature.com/articles/d41586-019-00857-
9?utm_source=twt_nnc&utm_medium=social&utm_campaign=naturenews&sf209700813=1   Other 
similar papers have been published by professional statisticians as well.  
 
It is not fair to patients for a potentially helpful new medicine to be blocked from approval by the 
rigid application of p value measures that even professional statisticians oppose.  In addition – as 
with the rejection of sub-groups – the rigid application of p values to refuse product approvals is 
something that the healthcare system simply cannot afford.  Each time a new medicine is rejected 
on this basis, it adds enormous development costs.  It also prevents new competition by the new 
medicine.  All of these factors are leading to the skyrocketing drug prices.  
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Accordingly, we urge that the Agency add to the Draft Guidance express flexibility in regard to p 
values, along the lines proposed by such a large number of professional statisticians. 
 
Thank you for this opportunity to comment.  Again, we greatly applaud the Agency’s Draft 
Guidance document and believe that the expanded flexibility it contemplates for use of external 
controls for demonstration of efficacy is very appropriate and much needed.  We also believe the 
two additions we have urged above – relating to sub-groups and p values – are very appropriate 
and much needed as well. 
 
 
Sincerely 
 
 
 
Linda F. Powers 
CEO, Northwest Biotherapeutics 
 


