B RRR_=,
Proteolytif Enzymes:

Milton Bastidas, DG, GIHP
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Nociceptive neurons

Vi

Oy
) S ————=> Induce pdin

T

)

——> Arachidenic acid ~——————> Prostaglandin (PGEZ) & Prostacyclin (PGI2)

COX—1&%COX -2
PhoSphohpdSe AZ
Membrane phospholipids v

Vasodildation

COX-2 ‘ l/ 7\ 2 Act on the hypothalamus

Inducible enzyme

Attrdct immune cells
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coactivalor

Q -\ mENA

RNA polymerase

ISy

RE target gene

nuciear DNA
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Macrophage

T cell
Pro-inflammatory

©

Differentiation of B a— ® ) .

inflammatory T cells ° . o Cytokines/Chemokines
o

O Activation |
Memory T cells \ /
Neutrophil

e 2 Pro-inflammato
IL-12, IL-23 ro-in 2 Aniti-apoptosis

Maturation’ RORyt gene induction
\\ / s /
nti-apoptotic factors 7 Adhesion molecules

as, BCL-2, c-FLIP, Caspase, i - |CAM-1, VCAM-1, ECAM-1,
IAPs, BFL-1, Survivin / \ MMPs, Selection

Cell cycle regulators
Bcl-2L1, PAI2, Cyclin

M1 Polarization ’

Dendritic cell

Chemokines
MCP-1, IL-18, RANTES,

\ - 1C|)|f§'|(|_|2ens_-8 MIP-2, CXCL1, CXCL10
/ IL-12, TNF-a. Adhesion
v / ‘ \ ‘ Invasion
. Angiogenesis Metastasis
Cell survival Proliferation Inflammatory response

E!
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Phospholipase A7 & C

CELL MEMBRANE release arachidonic
acid from cell
membrane
|
*‘— Plasmin ‘? Plasminogen
Arachidonic Acid (stimulated by bromelain)
|
Cyclooxygenase —DI (inhibits the release of
(inhibited by aspirin & v arachidonic acid)
NSAID’s)
PGG2
|
|
v
Thromboxane A2 ‘ PGH2 ' PGE)
Thrombaxane Endoperoxide E-isomerase
Synthase (weak inhibition by
(possibly inhibited by bromelain)
bromelain)
PGF2 PGl2 <&— Bromelain may increase through
modulation of cytokine
system (IL-| and TNF)
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hen we return...
utoimmunity
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Toxins =» Stepl = Step2 = Waste Products

(fat soluble) (water soluble)

Phase| Phase I {
Required Nutrients Required Nutrients Eliminated from

Folic Acid Calcium d-glucarate 2
Vitamin B3 Amino Acids: the body via:
Vitamin B6 L-glutamine ‘
Vitamin B12 L-lysine HCL

Vitamin A Glysine

Vitamin C L-carnitine Gallbladder

Vitamin D3 Cruciferous vegetables
Vitamin E (Sulfur metabolites) Bile
Milk Thistle MSM

Calcium Taurine ‘ Kidneys

N-Acetyl Cysteine N-Acetyl Cysteine ‘
Citrus Bioflavonoids -
Quercetin Bowel Urine

Toxin List Actions
Metabolic end products, micro-organisms,
contaminants / pollutants, insecticides,
pesticides, food additives, drugs, alcohol
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Production
. of antibodies
e * Release of against tissue

, self-antigens

.

-
fo®

R
'.’

.o
- - - -
.
Toxic .. -;@ . : Production
chemical ' .. = Formation of of antibodies

N ! ._@neoantigens against tissue
e and chemical

i
Tissue Induction
of antigen
release
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S

Mercury (Hg) binds
to cell membrane
nuclear and nucleolar
antigens that induce
necrosis of somatic
cell upon contact.

Allergies
Hypersensitivities

T

Production of antlbodles
against mercury, ANA, ANOA,
and mercury bound to various

tissue antigens combined.

Formation of plasma

B

g Hg

This results in
damage to the
nucleoproteins
and the release
of fibrillarin and
other components
into the tissue
environment.

>

by APC to

Induction
of T-cell
proliferation

Plasma cells
Presentation
of mercury and

@ <
cellular components

(neoantigens) to B cell

Cytokine production

cells specific to
neoantigen

(Hg and tissue antigens)

E!
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6 40
(b) A-Y-S-R-G-V-F-R-R-D-T-H-K-S-E-I-A-H-R-F-K-D-L-G-E
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Solvents, pesticides, herbicides, metals, silica, smoke

1. Amplified innate immunity 2. Amplified adaptive immunity

Tissue damage

X {Inflammatory cytokines
? (e.g., IFN, TNF, IL-1, IL-6, IL-17)
' VAN W »
V' ™\ )
K. BSOS
t self antigens 1 DAMPs or PAMPS > N

. * "
 Modified self-proteins (e.g., nucleic acids)

fselfantigen  finflammation ;@{ @{

presentation

N\ /

Production of autoantibodies against

L L

JOINTS BRAIN LIVER KIDNEYr\‘

|
(%J

T

AUTOIMMUNE DISEASES
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Drisulfice
bonds

T L chain

 Hinge
“ H chain

Pa paln Pepsin
digestio digestion
Nﬂb Fa% Fiab
= '

+

Fc subfragments
H B
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X &

Fc

An antibody has Fab o]
(fragment, antigen-binding)
and Fc (fragment,
crystallizable) regions. Fc
receptors bind to the Fc
region.
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Cancer grows as cells multiply over and over

Cancer cells
growing through
normal tissue
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Normal Cell Cycle

GO: Quiescent stage. Cells that never or
rarely divide, such as mature cardiac

M: mitotic phase is a multistep 3 GO muscle and nerve cells, remain in
process during which the duplicated GO G, permanently.
chromosomes are aligned,
separated, and move into two new,
identical daughter cells. G1: The cell is accumulating the
building blocks of chromosomal DNA
and the associated proteins as well as
accumulating sufficient energy reserves
complete the task of replicating each
romosome in the nucleus.
G2: The cell replenishes its energy
stores and synthesizes proteins
necessary for chromosome
manipulation and movement. Some cell S: DNA replication can proceed through the
organelles are duplicated, and the mechanisms that result in the formation of
cytoskeleton is dismantled to provide identical pairs of DNA molecules—sister
resources for the mitotic phase. There chromatids. The centrosome is also

may be additional cell growth during
G2.

duplicated during the S phase.
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Growth factors /Neutrophins/
Cellular stress/ Cytokines.

RTKsf A GPCR
Ceall Membrane

Survival 4% g

pran®
s e ¥
e ( ¥ @

pus Ps
b ® @
’le':ﬂ’\i'. '(Cyd[l'l E / - :
DH!erani ation

= wb@@ i
Eﬁﬂ, .n'I'F L.IN: FDS MYC
-'._"h-{:-:’ M ] :i-‘::b —> Stimulation

— Inhibition
Ce.-ll growth Cell proliferation —'=* Transiocation

E!
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Spindle assembly checkpoint:
{ \ Chromosome attachment
GaM “ Ki to spindle

checkpoint:
Cellsize

DNA replication
CyclinD | Pl Y
/-\ P

ks
S G1 checkpoint:
Cell size
Nuntrients
DNA damage
Growth factors

P52
P20

I

Intra S-phase checkpoint:
DNA damage i
DNA replication Proteolytic Enzymes One of

E!
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DREAM complex

MuvB
Complex

P

_I-DP1 —
W £OoF4/5 p130/p107
‘ ‘ 11 111 |
e R A S B |

Cell cycle genes

PLKZ/3
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DNA damage
E\7/\/\//\/QNE T pi6iNKaa

| l 1
2

L
“ ‘//' J- 2 cmt:vcun Gy

ps3 —> p21 Cip1

'

BAX \_,[,kas

* Holes m . +
v

Caspase 3

.

Cell death
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Normal p53 Mutated p53

DNA damage DNA damage:
Cell cycle abnormalities Cell cycle abnormalities
Hypoxia Hypoxia

'

Cell cycle continues

Cell cycle » Apoptosis
arrest (programmed
cell death)

DNA repair l

Cell cycle Cells can become cancerous
restart

When cellular damage occurs. P53 Mutated p53 does not arrest the cell
arrests the cell cycle until the damage cycle. The damaged cell continues to

is repaired. If damage cannot be divide, which may result in cancer.
repaired, apoptosis occurs.

E!
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Evading
apoptosis

Sustained Tissue invasion
angiogenesis & metastasis
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Emerging Hallmarks

Deregulating cellular Avoiding immune
energetics destruction

Genome instability Tumor-promoting
and mutation Inflammation
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Sustaining
proliferative signaling

Unlocking
phenotypic plasticity
W—/—‘

Deregulating
cellular
metabolism

Resisting cell

instability &
mutation

Senescent cells

e —

Inducing or accessing
vasculature
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Evading
growth suppressors

Nonmutational
epigenetic reprogramming

e —————

Avoiding immune
destruction

Enabling
replicative
immortality

Tumor-promoting
inflammation

Polymorphic
microbiomes
—’W

Activating invasion &
metastasis




RTK
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Proliferation,growth,
survival
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\

Cell Membrane

Proliferation

Apoptosis
E —— Differentiation
Angiogenesis

A
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Matrix Stiffness in Cancer

D Cancer CeIIQFibroblast

Activated Endothelial Basement
Fibroblast Cell Membrane

Growth
- Growth Factor
Integrin ‘ or Cytokine if ;zgté)gfor

S Excesslivﬁ g
Coll S ross-linke
Proteoglycan ollagen S aen

Fibronectin ﬁ Elastin f,l Hyaluronan
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PROTEASE

This proprietary blend of highly active, Gl stable proteolytic enzymes has been
combined to promote circulation, a strong healthy immune system, reduced
inflammation, and timely detoxification.

Transformation’s most
therapeutic systemic
profeolytic formula

Product Highlights

* Endo/exo peptidases break the
inner/terminal bonds of amino
acid chains for more efficient
hydrolysis of proteins

* Protease blend (including
bromelain plant enzymes) for
reducing inflammation

* More than 400,000 HUT for the

SUPPLEMENT FACTS

Serving Size 1 Capsule

Clinical Appiications

* Cancer of any kind

* Arthritis

* CVD / heart disease

 Chronic Fatigue Syndrome /
Fib i,

Amount Per Serving % Daily Value

Tzyme™ Protease Blend M mg T

po— _
(355,020 HUT -+ 19 SAPU) (600,000 PU)

highest proteolytic activity
(600,000 PU = 51,000 HUT)
* 18 SAPU units from Protease 3.0
* Approx. 2,400 FU breaks
down fibrin and dots and
promotes healthy blood flow
* Calcium improves tolerance
on an empty stomach

For Your Information

T Daily Vaive not

Vegetable (

Other
Colcium Citrate

f yalgs

* Bacterial / Viral / Fungal
Infections

* Hepatitis

* Kidney Disorders / Renal
Insufficiency

* Eczema / Psoriasis

* Asthma / Emphysema

* All hormone imbalances

* Auto-immune disorders

* Autism

* Diabetes

* Muscle strains, soreness,
injuries, and surgeries

* First choice when patient has been diagnosed with a condition (this is the “therapeutic” strength blend)

£

* It is better to take small doses of pi

frequently througk the day rather than large doses once or twice a

day (protease has a half-life of approximately 3-4 hours; the goal is to keep the protease activity constant in the

blood stream for therapeutic benefits)

-,

e

P

es with Nattoki and Serr

Pep

* May be given to children if condition warrants; may be given to pets
* Caution with patients on prescription blood thinning drugs (give protease formulas 3-4 hours away from Rx dose)
* May cause discomfort for individuals with stomach ulcers as protease will debride necrofic tissue and promote healing
* Discontinue taking Protease 24-48 hours prior to surgery and resume 24 hours post-surgery

Dosage
* Mai dose: 1

jle 3 x day (rise, midday, rest) on an empty stomach

* General therapy dose: 2 ¢ les 3 x day b meals (app!

ly 1 hour before or 2 hours after meals)

* Therapeutic dose: 2-3 capsules 4-5 x day, or every 3 hours (goal is to keep high levels of activity in the blood
stream at all fimes; “between meals” becomes difficult, so 30-60 minutes before or after meals is acceptable)
= MAY BE TAKEN WITH FOOD IF UNABLE TO TOLERATE BETWEEN MEALS

* Sometimes it is suggested 1 capsule may be taken with meals to enhance the dig

heartburn, acid reflux, gout, autism, high protein diet)

= For those who have difficulty I

tepid water or liquicl and consumed immediately
* Topical application: open capsule and make a paste with a small amount of water, then apply to insect bite, fun-
gal rash, mouth sores, inflamed gums, etc

M
TRANSFORMATION

of

(e

P

ing pills, the c les may be pulled apart and mixed in a small amount of
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Enzyme
Supplement -

60 CAPSULES
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ANTICANCER MOLECULAR MECHANISMS OF BROMELAIN

B
P - =

1ERK1/2
TJNK

1p38, 1p62
TLC3
lclusterin
1XIAP, |p-Akt
1HSP-27
1p-catenin
1HO-1

llivin

/ot

llipid peroxidation <— antioxidant ROS @
TACSL-4

1SOD; © &

ICAT 8.9 °
I IGSH o 5

IMDA © 1Bax

% a0 LCVC
Cp®
tBd-2 @ €

tferroptosis

fcaspases-3,9 >€(Tn"\paf-l
1PAPP, tkinase 38

1p53, {1kBa,
TDNA damage INF-kB/AMPK

Tcytotoxicity
Lcell viability
anti-proliferative

R
TRANSFORMATION

\ o /

tapoptosis

IMAPK, | Akt.pkB,

1CD45RA
1E2/MIC2

1CD6

1CD7

1CD8

lLeu 8/LAM1

T1CD2
1Raf-1/MEK/ERK-2

®..
9.9
]
TLyTh

{

timmunomodulatory

effect
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cell membrane

TATG5/12
1LC3BII
TLC31/11
1Beclin-1

{

anti-inflammatory

lcancer progression
ldrug resistance

E!
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Inhibition of tumorigenesis induced by DMBA-TPA
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CASE STUDY
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ascending colon normal
transversecolon

Erosions, congestion,
granularity, ulceration and
aphthous ulceration in the
descending colon, sigmoid
colon and rectum

Erosions, congestion,
granularity, ulceration and
aphthous ulceration in the
descending colon, sigmoid
colon andrectum

descending colon at50 cm
wheretheinflammationis
starting

Erosions, congestion,
granularity, ulceration and
aphthous ulceration in the
descending colon, sigmoid
colon and rectum

appendiceal orifice cecum
normal

Erosions, congestion,
granularity, ulceration and
aphthous ulceration in the
descending colon, sigmoid
colon andrectum

Erosions, congesfion,
granularity, ulceration and
aphthous ulceration in the
descending colon, sigmoid
colon and rectum

CASE STUDY

normal

Erosions, congestion,
granularity, ulceration and
aphthous ulceration in the
descending colon, sigmoid
colon andrectum

Erosions, congestion,
granularity, ulceration and
aphthous ulceration in the
descending colon, sigmoid
colon and rectum

Internal hemorrhoids

Polyp (12 mm to 14 mm) in the
sigmoid colon

Evidence of previous UC with

areas of burned-outNissen

pseudopolyp starting roughly in
the sigmoid region/descending

colon

Polyp (12 mm to 14 mm)in
sigmoid colon

Fair bitof pseudopolyps stating No obvious active mucosal

inthe descending colon

|
Polyp (12 mm to 14 mm) in the

sigmoid colon

inflammation

Mild scartissue from previous

inflammation in the rectum

sigmoid and descending region

appendiceal orifice cecum
normal

Polyp (8 mm to 10 mm) in the
sigmoid colon

Polyp (12 mm to 14 mm) in the
sigmoid colon

Polyp (12mmto 14 mm)inthe Normal-appearing rectum wih
sigmoid colon representative biopsies
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Questions?

email
call

)
TRANSFQB%@TIQN
k./
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