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MGM| Revolutionary Change Is Occurring

+ The science and medicine involved in genetics, and the human genome is
changing at a mercurial pace.

+ It has entered the mainstream through a wide array of immunotherapies, now
being actively marketed to the public.

+ Changes are driving a new era of treatment for cancer among many other
conditions.

+ We used to use the term idiopathic, is it appropriate now?

+ We are obligated to understand and accept these developments when presenting
medical theories to juries in a public forum.



MGiM| Wake Up

+ Your jurors are changing as they observe the marketing, or encounter these
treatments with family members, friends or themselves.
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Early blood test to predict
dementia is step closer as
biological markers
identified

Scientists have found patterns of four
proteins that predict onset of dementia
more than a decade before formal
diagnosis

{ Work is under way to develop and roll out simple blood tests
to diagnose Alzheimer's, but even with swift diagnosis,
challenges remain. Photograph: Science Photo Library/Alamy.

Today News+ Sports Audio Following
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HEALTH

Scientists Have
Reached a Key
Milestone in
Learning How to
Reverse Aging

The finding involves mice, but represents

an important milestone in

underst

and potentially how to reverse the
Process in people
ALICE PARK

VIDEO BY ANDREW. D JOHNSON
JAN 12, 2023 9:38 AM PST
ALICE PARK IS A SENIOR HEALTH CORRESPONDENT AT

TIME. SHE COVERG THE COVID-A2 PANDEMIC, NEW DRUG
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FDA approves first cell therapy to

treat aggressive forms of
melanoma

JULIANAKIM - FEBRUARY 17, 2024

Amtagvi is the first cell therapy for solid tumors approved by
the FDA. (lovance Biotherapeutics, Inc.)

The Food and Drug Administration has
approved a novel type of cancer therapy
to treat aggressive forms of melanoma

using immune system cells from a
patient’s tumor.

The treatment, called Amtagvi, was
developed by Iovance Biotherapeutics, a

N h IE (O @

Today News+ Sports Audio Following
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Novel Treatment For Damaged
Corneas: Cell Therapy

William A. Haseltine Contributor
Feb 17, 2024

macro close up of eye

IMAGE BY SVSTUDIOART

This story is part of a series on the cur-
rent progression in Regenerative Medi-
cine. This piece is part of a series dedi-
cated to the eye and improvements in
restoring vision.

In 1999, I defined regenerative medicine
as the collection of interventions that
restore tissues and organs damaged by
disease, injured by trauma, or worn by
time to normal function. I include a full
spectrum of chemical, gene, and protein-
based medicines, cell-based therapies,

A hinsmanhasadan] Ssatasminntinnn +hat
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Small study adds to
growing hope CAR-T
cell therapy could
revolutionize
autoimmune disease
treatment

BY THERESA GAFFNEY / FEBRUARY 21,
2024

People with autoimmune disorders
don’t usually get to talk about a cure.
There’s symptom management,

N IT () O

Today News+ Sports Audio Following
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How Immunotherapy
Is Used to Treat
Cancer

On this page [ show ]

Immunotherapy is treatment that uses certain parts
of a person’s immune system to fight diseases such as
cancer. This can be done in a couple of ways:

« Stimulating, or boosting, the natural defenses
of your immune system so it works harder or
smarter to find and attack cancer cells

* Making substances in a lab that are just like
immune system components and using them to
help restore or improve how yourimmune
system works to find and attack cancer cells

In the last few decades immunotherapy has become
an important part of treating some types of cancer.
New immunotherapy treatments are being tested and
approved, and new ways of working with the immune
system are being discovered at a very fast pace.

Immunotherapy works bette @ Live Chat
cancer than for others. It’s used Dy TeSet TOT SOME O

@ cancer.org
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Bladder Cancer

The first FDA-approved immunotherapy
treatment—Bacillus Calmette-Guérin
cancer vaccine—was for bladder cancer
in 1990.

p 'éf‘fj g
(54
\}’ 5 ,‘*J

& cancerresearch.org
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Watch Now: CRI's Patient Immunotherapy Summit
Cancer
2 CRIz=: o pind =

Brain Cancer

Cancers of the brain and nervous system
are relatively rare but very serious.
Immunotherapy is showing significant
promise.

®
W —-—

& cancerresearch.org
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Watch Now: CRI's Patient Immunotherapy Summit
Cancer
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Breast Cancer

New breast cancer immunotherapy
treatments have shown great promise,
with the potential for long-term success.

®

& cancerresearch.org
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Watch Now: CRI's Patient Immunotherapy Summit
Cancer
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Cervical Cancer

Three preventive cancer vaccines are
already helping to stop cervical cancer,
with new clinical trials now available to
patients.

®

AA @ cancerresearch.org ¢
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Watch Now: CRI's Patient Immunotherapy Summit
Cancer
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Childhood Cancer

Immunotherapy offers a potential way to
treat childhood (pediatric) cancer
without the damaging, long-term side
effects of conventional treatments.

®
T ——

@ cancerresearch.org
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Watch Now: CRI's Patient Immunotherapy Summit
Cancer
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Colorectal Cancer

There are several FDA-approved
immunotherapies for colorectal cancer,
for which patients are in urgent need of
new treatment options.

®

AA @ cancerresearch.org ¢
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Watch Now: CRI's Patient Immunotherapy Summit
Cancer
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Esophageal Cancer

Immunotherapy for esophageal cancer is
being explored to reduce recurrence as a
first-line treatment option.

®

| U TN .
& cancerresearch.org
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Watch Now: CRI's Patient Inmunotherapy Summit
Cancer
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Head and Neck Cancer

Immunotherapy offers treatment options
for patients with cancers of the mouth,
throat, voice box, sinuses, nose, and
salivary glands.

@ cancerresearch.org
e —
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Watch Now: CRI's Patient Immunotherapy Summit
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Kidney Cancer

Immunotherapy for kidney cancer—also
called renal cell cancer—has
tremendously changed the overall
survival of patients.

®

AA @ cancerresearch.org ¢
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Watch Now: CRI's Patient Immunotherapy Summit
Cancer
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Leukemia

There are several FDA-approved
immunotherapies for leukemia
(leukaemia)and ongoing research
demonstrates even greater potential for
new treatments.

®

& cancerresearch.org
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Watch Now: CRI's Patient Immunotherapy Summit
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Liver Cancer

In addition to the first FDA-approved
hepatitis B cancer vaccine,
immunotherapy increases the immune
response to liver cancer.

'?’Tf“@

@ cancerresearch.org
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Watch Now: CRI's Patient Immunotherapy Summit
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Lung Cancer

Immunotherapy is a promising option for
advanced lung cancer, alone orin
combination with treatments like
chemotherapy or surgery.

& cancerresearch.org
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Watch Now: CRI's Patient Immunotherapy Summit
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Lymphoma

Several FDA-approved immunotherapies
offer treatment options to children and
adults with Hodgkin and non-Hodgkin
lymphoma.

A8
L I
AA @ cancerresearch.org ¢
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Watch Now: CRI's Patient Immunotherapy Summit
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Melanoma

Immunotherapy has changed the way
melanoma is treated. In particular,
checkpoint inhibitors are responsible for
the increasing survival rate...

®

J(?‘—

AA @ cancerresearch.org ¢
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Watch Now: CRI's Patient Immunotherapy Summit
Cancer
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Multiple Myeloma

Immunotherapy for multiple myelomais a
promising new treatment option, with the
potential to result in long-term cancer
remission...

®

AA @ cancerresearch.org ¢
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Watch Now: CRI's Patient Immunotherapy Summit
Cancer
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Ovarian Cancer

Research into immunotherapy for ovarian
cancer is promising, especially since
more treatment options for patients and
oncologists are urgently...

AA @ cancerresearch.org ¢

< T
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Watch Now: CRI's Patient Inmunotherapy Summit
Cancer
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Pancreatic Cancer

Pancreatic cancer has few treatment
options, so pancreatic cancer
immunotherapy research is vital to
providing patients with new hope.

N |
l~\._lnl

& cancerresearch.org
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Watch Now: CRI's Patient Immunotherapy Summit
Cancer
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Prostate Cancer

With a cancer vaccine and checkpoint
inhibitor already approved,
immunotherapy research offers new
hope to patients with advanced
prostate...

& cancerresearch.org
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Watch Now: CRI's Patient Immunotherap
Cancer
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Sarcoma

Immunotherapy for sarcoma has some
success cases, including the earliest
known instances of spontaneous
regression, although sarcoma cancer
immunology...

£ s

@ cancerresearch.org
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Watch Now: CRI's Patient Inmunotherapy Summit
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Skin Cancer

Skin cancers are common, often
diagnosed at an early stage, and among
the first cancers to respond to
immunotherapy.

®

AA @ cancerresearch.org ¢
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Watch Now: CRI's Patient Immunotherapy Summit
Cancer
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Stomach Cancer

Immunotherapies, including checkpoint
inhibitors and targeted antibodies, offer
promising new treatment options for
stomach (gastric) cancer patients.

®
IR

@ cancerresearch.org
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Watch Now: CRI's Patient Immunotherapy Summit
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Uterine (Endometrial) Cancer

Immunotherapy for uterine (endometrial)
cancer is an emerging area of research
and treatment, especially for patients
with advanced cases....

®
P

& cancerresearch.org
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MGM| What Has Changed?

THE LAW FIRM

+ Recent Publications

« Cheung, Testa (2021)

« Carbone (2022)

« Moolgavkar (2023)
- Reuvisits Kadarya (2016) among other issues
— Animal studies

« Belcaid (2023)

« Nair (2023)

« Szlosarek (2024)

+ Dr. Brody testimony in Hofius v. Advanced Auto Parts
« Mesothelioma can result from inherited genetic mutations

+ Dr. Testa testimony in Watts v. Ashley Lumber (2022)
— Position is evolving with science
- Genetic cause of mesothelioma
— Animal studies




MGM| Brody Testimony (Genetic Caustation)

+ Q: Mesotheliomas can also result from inherited genetic mutations that allow for
uncontrolled cell growth, correct?

+ Yes.,

+ Hofius v. Advanced Auto Parts, Inc.




MGM Dr. Testa Conceded Genetics Alone Can Cause Mesothelioma

+ Dr. Testa, in deposition, testified:

- 4 You agree that genetics alone can cause
- 5 mesothelioma independent of environmental factors?
« 6 Al believe it's possible in rare cases.

+ Dr. Testa also acknowledged that there are in fact genetically linked spontaneous
cancers.
« 14 Doctor, you believe that there can be genetically linked spontaneous cancers?
« 15 (Objection)
- 16 Yes.



MGM| Testa Testimony (Spontaneous Mesothelimoas)

+ Q: And Iin that paper it indicates that experimental mouse models have allowed
researchers, like you, to show the inactivation of single genes or combinations of
specific genes — such as BAP1, TSE1, TP53, CDKN2A, and/or NF2 — and
spontaneously initiate or cause and drive mesothelioma tumorigenesis

without asbestos exposure, right?

+ That Is correct.

+ Watts v. Ashby Lumber Company




MGM You Tube

+ Oncogenetics — Mechanism of Cancer (Tumor Suppressor Genes and
Oncogenes)




-Multi-Celled Organisms like Humans

Multi-Cell rganism

Growth
fertilized egg
(one cell)

Embryo
at day 3
(8 cells)

Blastocyst
atday 9
(300 cells)

Fetus
at week 38
(1.4 trillion cells)

¥

Adults

' 70 kg
" 38 trillion cells)

“Our bodies are made up of trillions of cells, which must work
together to keep us healthy. Our cells need to be able to divide to
make new cells to help the body grow, or to replace cells that have
died. At the same time, cell growth and division need to be
controlled, so the cells don’t grow too much and crowd out the
cells around them.”

“It may be helpful to think of a cell as a car. For it to work
properly, there need to be ways to control how fast it goes — that
is, ways to speed up cell growth and division if it’s needed (like a
gas pedal), and ways to keep this growth under control or slow it
down (like a brake pedal). There also need to be ways to fix parts
of the car if they break down.”

*https://www.cancer.org/cancer/understanding-cancer/genes-and-cancer/oncogenes-tumor-suppressor-genes.html




Multi-Celled Organisms like Humans

Replenishment

O‘u/[

Blood cells

Nerve cells

? Stem cells

Muscle cells

\_\ g 8!0 O" ‘
% Gut cells

Liver cells

Heart cells

“The stem cells, which have the capability
to become several cell types, consistently
divide to replenish the loss of old cells.
Different cell types have various turnover
rates. For example, cells that protect the
inner surface of our stomach and gut need
to change every 2-5 days. Our skin cells
need to be replenished every other week.
Liver cells can work for a year before
retirement. About 1-10% of heart muscle
cells renew every year. However, nerve
cells in the brain and lens cells in the eyes
have to work for the entire lifetime.”

*https://rsscience.com/why-cell-division-is-important/




MGM| What Does This mean For Us?

+ The genetic issue presents an ongoing dynamic and not a latent condtion.




MGM| Egg Shell Plaintiff

+ A defendant takes a plaintiff “as they find them” and is responsible for all
damages, resulting from conduct “Even though, because of the plaintiff, pre-

existing frailty of health, they proved to be more severe than they would have
been in a “normal person”.

+ Elderly Plaintiff




MGM| An Issue of Causation

+ The Genetic issue presents a dynamic process that is occurring independently
from alleged somatic (i.e. environmental or “exposure”) potential causes.

+ Did the conduct of the defendant or defendants cause (“but for” or “substantial
contributing factor”) the cancer to occur?




MGM| Spectrum of Cause

+ Heavy and lengthy occupational exposure -> Employment/paraoccupational ->
Take Home -> Questionable or Unknown

+ Genetic issue? ldentified? Treatment? Cancer syndrome in individuals or
families.

+ This issue is redefining our knowledge in a significant way and is fundamental to
cancer treatment. It is not going away.
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Science and
Medicine of Genetic

Cancer Treatments

Jennifer L. Alesio
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Immunotherapy




Check Point Inhibitors




CAR-T Therapy




The "mabs”

Pembrolizumab (Keytruda)

Nivolumab (Opdivo)

pilimumab

Currently in clinical trials

Durvalumab

T vo/umab)

Tremelimumab



Oh, and while I'm up here . ...



Dr. Testa did not “recant” anything.

Q. All right. 8o I understand 1t is your

hypothesis that the genetic modification that the Watts

family, unfortunately, has inherited in and of itself

THE WITNESS: That's correct, I believe that

you have to have other genetic alterations that occur
during the lifetime of that individual that are
contributed by exogenous forces such as especially
asbestos and that are known to be causes of

mesothelioma.




What actually happened in Watts ...

Past medical bills (by stipulation): $319,970
Future medical expenses: $250,000
Lost Income: 52,091,228
Loss of household services: $273,455

Past Pain and Suffering: $3,750,000
Future Pain and Suffering: $3,000,000
Loss of Consortium: $1,000,000

$10,684 653 Verdict for the Plaintiffs



But evenin a
case that ended
in a defense
verdict...

Defendant withdrew Dr.
van Zyl as witness following
a motion to strike his
testimony In its entirety

Jurors ultimately found for
the defense, but said they
thought the BAP-1
"defense” was a “smoke
screen”
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CHEK2? Check, please.

14
15
16
17
18
19
20

Q. For example, none of these papers, not the
two you cited to me or any of the rest we're going to
spend our time talking through here today, says that
the CHEK2 mutation by itself in the absence of
asbestos exposure is capable of causing that
pathogenic response, right?

A. Correct.

A. Yeah, I -- I think that's -- that's true.




Q. To a reasonable degree of medical and
scientific certainty, somebody might one day prove it
1s a cause.

A. I think that they've got very good
preliminary data that -- that highly suggests it, but
it hasn't been totally proven yet.

0. Okay. And the preliminary data that highly
suggests it are the three papers you have just
indicated to me, and not a single one of the authors
of those papers have made a statement akin to that
CHEK2 is an independent cause of malignant
mesothelioma, correct?

A. I've already went through that with you

before, and [ stick by my original answer,

0.

Okay. So then let's be very cleat,

None of those papers indlcabe anywhere in

then that CHEKD 1s an independent cause of malignant

mesothelioma, correct?

A

They -- they do not.




We have reached the portion of this afternoon’s
program wherein | will moralize at you in my
characteristically annoying way . ..
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SCIENCE IS SCIENCE

Our study has several limitations. First, obviously, like so many
other related studies, the expression of the 48-gene mesothe-

lioma prognostic signature, including the CCNB1 gene, is just

associated with patient survival, and any possible causal rela-
tions remain to be further studied. Second, the SELECT anal-

Nair et al, 2023.



WHAT CAN GENOMIC TESTING

TELL US RIGHT NOW?

WILL IT TAKE LONGER
TO DIE FROM TREATMENT
MESOTHELIOMA?

) f) )




	Slide 1
	Slide 2
	Slide 3
	Slide 4
	Slide 5
	Slide 6
	Slide 7
	Slide 8
	Slide 9
	Slide 10
	Slide 11
	Slide 12
	Slide 13
	Slide 14
	Slide 15
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21
	Slide 22
	Slide 23
	Slide 24
	Slide 25
	Slide 26
	Slide 27
	Slide 28
	Slide 29
	Slide 30
	Slide 31
	Slide 32
	Slide 33
	Slide 34
	Slide 35
	Slide 36
	Slide 37
	Slide 38
	Slide 39
	Slide 40
	Slide 41
	Slide 42
	Slide 43
	Slide 44
	Slide 45
	Slide 46
	Slide 47
	Slide 48: Science and Medicine of Genetic Cancer Treatments 
	Slide 49: Immunotherapy
	Slide 50: Check Point Inhibitors
	Slide 51: CAR-T Therapy
	Slide 52: The “mabs”  
	Slide 53
	Slide 54: Dr. Testa did not “recant” anything.
	Slide 55: What actually happened in Watts . . . 
	Slide 56: But even in a case that ended in a defense verdict . . .  
	Slide 57
	Slide 58: CHEK2?  Check, please. 
	Slide 59
	Slide 60
	Slide 61: HACKERY IS NOT SCIENCE 
	Slide 62: SCIENCE IS SCIENCE
	Slide 63: WHAT CAN GENOMIC TESTING TELL US RIGHT NOW?

