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YouTube

Watch this book club on YouTube

Malignant: How Bad Policy and Bad Evidence Harm People with Cancer

Each week, people read about new and exciting cancer drugs. 
Some of these drugs are truly transformative, offering major 
improvements in how long patients live or how they feel―but what is 
often missing from the popular narrative is that, far too often, these 
new drugs have marginal or minimal benefits. Some are even harmful. In 
Malignant,
 hematologist-oncologist Dr. Vinayak K. Prasad writes about the many 
sobering examples of how patients are too often failed by cancer policy 
and by how oncology is practiced. Throughout this work, Prasad 
illuminates deceptive practices which promote novel cancer therapies long before 
credible data are available to support such treatment; and exaggerate the potential 
benefits of new therapies, many of which cost
thousands and in some cases hundreds of thousands of dollars.

Prasad then critiques the financial conflicts of interest that pervade the 
oncology field, the pharmaceutical industry, and the US Food and Drug 
administration.

This is a book about how the actions of human 
beings―our policies, our standards of evidence, and our drug 
regulation―incentivize the pursuit of marginal or unproven therapies at 
lofty and unsustainable prices. Prasad takes us through how cancer 
trials are conducted, how drugs come to market, and how pricing 
decisions are made, asking how we can ensure that more cancer drugs 
deliver both greater benefit and a lower price. Ultimately, Prasad says:

https://www.youtube.com/watch?v=KM79c7AeCI0&t=1985s
https://www.amazon.com/Malignant-Policy-Evidence-People-Cancer/dp/1421437635
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More cancer clinical trials should measure outcomes that actually matter to people 
with cancer

Patients on those trials should look more like actual global citizens

We need drug regulators to raise, not perpetually lower, the bar for approval

We need unbiased patient advocates and experts.

Introduction [0:00]

Dr. Olivier is a practicing oncologist at the Hôpitaux Universitaires de Genève

He is a visiting scholar at University of California San Francisco

His research interests span medicine, oncology, and public health policy

He is a member of the VK Prasad Laboratory

This lab focuses on drug policy, medical evidence, study design, and governmental 
regulation

Personal question [1:38]

❓ This book is a continuation of many of VP’s work, but is there anything in 
particular that pulled him in and encouraged VP to begin writing this book?

Ending Medical Reversal: Improving Outcomes, Saving Lives

Vinay Prasad & Adam Cifu

VP's road to writing his second book started with converting the short statements he 
made on Twitter into a unified argument 

This allowed people to see the breadth of his thinking

Biology [3:31]

❓ How can you claim you'll assist individuals with cancer better their outcomes if 
you don't speak about biology?

https://twitter.com/Timothee_MD
https://www.researchgate.net/institution/Hopitaux_Universitaires_de_Geneve
https://www.vkprasadlab.com/
https://www.press.jhu.edu/books/title/11308/ending-medical-reversal
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“Empiricism is sort of the core philosophy that I believe in 
biomedicine...This isn't a biology book. It's about what works and what 
doesn't work” - VP

People forget that better clinical trials, clinical trials that provide us with better 
knowledge, better healthcare policy, better healthcare finance, more inexpensive 
therapies, and more accessible drugs may all save lives.

Everything in this book is completely within our control

And the majority of the issues are the result of man-made incentives.

Breast cancer [6:30]

The introductory story is the story of autologous stem cell transplant for solid tumors, 
specifically breast cancer

❓ Can you talk about this therapy?

This story touches on many of the subjects that the book as a whole discusses in 
detail

Take away points:

1. Many cancer therapies have astonishing and unsustainable costs

2. Surrogate endpoints often fail to predict which therapies improve
survival

3. Randomized trials are needed in cancer medicine, and historically
controlled studies often exaggerate benefit

4. Enthusiasts of novel therapies often hype them long before credible
data are generated

5. Cost-effectiveness studies can be deeply problematic
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⚕ “All together, more than 30,000 women received autologous 
stem cell transplants in the United States between 1989 and 
1995, and over 40,000 by the end of that decade. This cost 
billions of dollars. Three to 15 percent of women died during 
the treatment, while survivors faced massive toxicity. Patients 
were not helped.” - Malignant

History [14:36]

❓ What do you think history is so important in your scientific approach?

Major points:

1. History is important to know

a. We learn not just from trial and error, but we learn from what our ancestors 
knew

2. It’s also important to know the history that doesn't get told too often

Source

https://www.google.com/url?sa=i&url=https%3A%2F%2Fwww.azquotes.com%2Fquote%2F258701&psig=AOvVaw1ewwKIH4sa11YsDUrVt2fe&ust=1647231370298000&source=images&cd=vfe&ved=0CAsQjRxqFwoTCLjjmJidwvYCFQAAAAAdAAAAABAD
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“What we tried to do in medical reversal is to provide a more 
balanced, truthful, honest, representative history” - VP

Audience [20:00]

The core audiences that were targeted in this book were:

1. The layman

“The first goal is that if you're somebody reads the newspaper, 
they should be able to pick this up and read it” - VP

2. Oncology aficionados

3. Policy makers

4. Trainees

The Basics of Cancer Drugs [23:23]

Nowadays, the life expectancy of a patient with CML is about the same as that of a 
patient without CML

Despite gleevec's enormous benefit and effect, this medicine initiated a precision 
oncology initiative that lasted over a decade and yielded several essential 
treatments (EGFR inhibitors), but was otherwise highly taxing in the oncology 
space

“One of the themes of this book is that science – basic science 
funding – should be always a diversified portfolio” - VP

Average benefit [30:00]

The average cancer drug
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Fojo T, Mailankody S, Lo A. Unintended Consequences of Expensive Cancer
Therapeutics—The Pursuit of Marginal Indications and a Me-Too Mentality
That Stifles Innovation and Creativity: The John Conley Lecture
 JAMA Otolaryngol Head Neck Surg

Salas-Vega S, Iliopoulos O, Mossialos E. Assessment of Overall Survival,
Quality of Life, and Safety Benefits Associated With New Cancer 
Medicines
. JAMA Oncol

This paper was addressed in Malignant:

In this case, whether it is 2.1 or 3.4 months, the point remains the same

Most cancer drugs are marginal, and the oncology profession owes it to 
people with cancer to do better

Sorafenib [33:30]

https://jamanetwork.com/journals/jamaotolaryngology/article-abstract/1891387
https://jamanetwork.com/journals/jamaotolaryngology/article-abstract/1891387
https://jamanetwork.com/journals/jamaotolaryngology/article-abstract/1891387
https://jamanetwork.com/journals/jamaoncology/fullarticle/2594542
https://jamanetwork.com/journals/jamaoncology/fullarticle/2594542
https://jamanetwork.com/journals/jamaoncology/fullarticle/2594542
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Sorafenib in advanced or metastatic HCC

Lung cancer [37:00]

The studies are just not representative of average cancer patients
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Cost [39:00]

The rise in costs – a representative depiction

These prices are rising much faster than inflation

It's also worth noting that this statistic is out of date and that the situation has 
almost certainly become worse

Source

Price is what you pay → value is what you get

The value of a drug is linked between the nice things it offers and the terrible things 
it causes 

Value has something to do with the drug's effectiveness, which is offset by its 
high cost and toxicity (financial, physical, etc.)

https://www.researchgate.net/publication/315057511_The_high_price_of_anticancer_drugs_origins_implications_barriers_solutions
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How can you limit some benefit to a price?

Every society is rationing

There's no society that pays for every single thing for every single person in 
every single way possible

The objective should be to ration in the most effective manner possible, 
and to eliminate these financial products in order to enact true policies that 
will result in long-term, high-value change

R&D [48:00]

Prasad V, Mailankody S. Research and Development Spending to Bring a Single 
Cancer Drug to Market and Revenues After Approval. JAMA Intern Med

Source

https://drive.google.com/open?id=1PZPNlGjd8xSfGZ9qu2j9rpBPpwfHXidG
https://drive.google.com/open?id=1PZPNlGjd8xSfGZ9qu2j9rpBPpwfHXidG
https://drive.google.com/open?id=1PZPNlGjd8xSfGZ9qu2j9rpBPpwfHXidG
https://www.google.com/url?sa=i&url=https%3A%2F%2Fen.wikipedia.org%2Fwiki%2FQuality-adjusted_life_year&psig=AOvVaw0vAPy0XY2BKDaDvcClXuMK&ust=1647233688105000&source=images&cd=vfe&ved=0CAsQjRxqFwoTCOj0yemlwvYCFQAAAAAdAAAAABAD
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Outcomes [54:54]

Mailankody S, Prasad V. Five Years of Cancer Drug Approvals: Innovation, Efficacy, 
and Costs. JAMA Oncol

https://jamanetwork.com/journals/jamaoncology/fullarticle/2212206
https://jamanetwork.com/journals/jamaoncology/fullarticle/2212206
https://jamanetwork.com/journals/jamaoncology/fullarticle/2212206
https://jamanetwork.com/journals/jamaoncology/fullarticle/2212206
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We would anticipate that medications proved to extend life expectancy would be 
the most expensive, while the other two groups will be the least expensive

However, we discovered that medications that shrink tumor size are the most 
expensive, while the other two groups are the same price

The weakest evidence shouldn’t have the highest drug price

Closing thoughts [59:00]

VP entered oncology with the goal of understanding the fundamentals and has grown 
from there

He asked himself questions similar to the following:

What about my patient doesn't look like my trial patient? What about my 
patient who has a high copay that's crushing them?  What about the price of the 
drug that's just so high?

He started looking for answers as a result of these issues, which are 
addressed in the following chapters of the book

Other people mentioned:

Sham Mailankody, MBBS

George W. Sledge Jr., M.D.

Louis Fehrenbacher

Other studies or literature mentioned

https://www.myelomacrowd.org/doctor-directory/memorial-sloan-kettering-cancer-center-1/sham-mailankody-mbbs/
https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=&cad=rja&uact=8&ved=2ahUKEwjw1s6An8L2AhWGnWoFHbrOD0gQFnoECAoQAQ&url=https%3A%2F%2Fprofiles.stanford.edu%2Fgeorge-sledge&usg=AOvVaw2Y4-LZhKCyIxwsO-UC2ezj
https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=&cad=rja&uact=8&ved=2ahUKEwiCvOiCpML2AhVNnWoFHTxjDlEQFnoECAgQAQ&url=https%3A%2F%2Ftpmgawards.kaiserpermanente.org%2Fcutting-leadership%2F2015%2Flouis-fehrenbacher2&usg=AOvVaw1EERkQqJ_Y4tvuOzcUZNFh
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Fehrenbacher, L., L. Ackerson, and C. Somkin. "Randomized clinical trial
 eligibility rates for chemotherapy (CT) and antiangiogenic therapy 
(AAT) in a population-based cohort of newly diagnosed non-small cell 
lung cancer (NSCLC) patients.
" Journal of Clinical Oncology

The Emperor of All Maladies

A Commotion in the Blood: Life, Death, and the Immune System

Plenary Session is a podcast on medicine, oncology, & health policy.

Host: Vinay Prasad, MD MPH from University of California, San Francisco.

Tweet your feedback to @Plenary_Session or e-mail plenarysessionpodcast@gmail.com.

Written By: Kerrington L. Powell B.S.

https://ascopubs.org/doi/abs/10.1200/jco.2009.27.15_suppl.6538
https://ascopubs.org/doi/abs/10.1200/jco.2009.27.15_suppl.6538
https://ascopubs.org/doi/abs/10.1200/jco.2009.27.15_suppl.6538
https://ascopubs.org/doi/abs/10.1200/jco.2009.27.15_suppl.6538
https://ascopubs.org/doi/abs/10.1200/jco.2009.27.15_suppl.6538
https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=&cad=rja&uact=8&ved=2ahUKEwjEne6EqML2AhUKm2oFHensBlAQFnoECAoQAQ&url=https%3A%2F%2Fwww.amazon.com%2FEmperor-All-Maladies-Biography-Cancer%2Fdp%2F1439170916&usg=AOvVaw22fpB0pgl6jzNpkkN36fuF
https://www.amazon.com/Commotion-Blood-Immune-System-Technology/dp/0805058419
mailto:plenarysessionpodcast@gmail.com

