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The Two Faces of the Immune System

In the landscape of modern pathology, the

immune system is increasingly recognized as a
double-edged sword. While it is evolutionarily
optimized for acute protection and wound
repair, a failure in its "off-switch" leads to a state
of "smoldering” or chronic, unresolved
inflammation. As detailed in recent research,
this condition traps the body in a destructive
inflammatory loop where the very cells tasked
with defense begin to degrade the organism
they inhabit.
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For the clinician and researcher alike, the "So N
What?" of this phenomenon is clear: most Time
complex modern diseases—from metastatic
cancer to neurodegeneration—are not simply the progression. To address these systemic failures,
result of external pathogens. They are the result we require a therapeutic paradigm shift: a move
of our own immune cells, specifically toward a molecular "circuit breaker" that can
macrophages, becoming "hijacked" or restore balance without compromising the host's
pathologically "stuck” in a pro-inflammatory fundamental defenses. A pioneering study on
state. In this overdrive mode, these cells actively Antiorbital lonic Calcium (AIC) from Kyung Hee
remodel the environment to favor disease University in South Korea offers new hope.
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Strategic Overview of AIC as a Microenvironment Normalizer

In contemporary translational medicine, the
therapeutic frontier is shifting from narrow
cytotoxicity—the direct ablation of diseased cells—
toward "microenvironment normalization.” This
paradigm shift recognizes that chronic, recalcitrant
pathologies are not merely products of isolated
cellular mutations but are sustained by a hijacked
local ecosystem. Achieving a "homeostatic
balance" through homeostatic modulation
represents a superior strategic approach compared
to traditional aggressive suppression.

Antiorbital lonic Calcium (AIC) exemplifies this
"non-ablation” strategy through its Unified
Protective Mechanism. By modifying immune and
stromal behavior without compromising cell
viability, AIC acts as a molecular governor. The
strategic "So What?" lies in its dual-action profile: it
arrests pathological signaling cascades while
maintaining high cellular survival under induction
stress. AIC’s ability to reset the cellular
environment to a protective state provides a robust
safety-to-efficacy window that is highly desirable in
long-term clinical management.

The Extracellular Matrix: The Physical Fortress
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The Extracellular Matrix (ECM) is the biological
"glue” that anchors cells in place. In a healthy
microenvironment, this dense architectural mesh
acts as a formidable physical barrier, tightly
confining tumor cells and preventing them from
migrating into the bloodstream to seed new tumors.
To achieve metastasis, tumors must break out of
their local confinement. They do this by weaponizing
Matrix Metalloproteinases (MMPs). These enzymes
act as molecular scissors, systematically degrading
the collagen and proteins of the ECM. As the
structural matrix dissolves, cancer cells are freed to
invade surrounding tissue and enter the vascular
system.
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AlIC Study Objective by Kyung Hee University, S. Korea
Study Architecture

» Obijective: To prove AIC's ability to safely St.Udy O bj.ecltlve: Val Idate A.I C as a
modulate immune response and influence M Icroen‘"ronment NOI'ma|IzeI'

critical ECM remodeling factors.

. Methodology: In vitro testing of Sample 1 Based on the data, the university found that AIC does not act as indiscriminate
(AIC) across multiple dilutions. cytotoxic chemotherapy. Instead, it alters the biochemical “soil” so the cancer

“seed” cannot thrive.

/oo ¢ Cellular Models Utilized:
- RAW 264.7 Macrophages (LPS-induced to

simulate severe pathological inflammation). .
- hGF-1 Cells (IL-1B-induced). TME Spatial
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Control MMPs
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barriers, disabling the
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Diagram

Suppress IL-6 / TNF-a / IL-1

Based on scientific inference
from the study, AIC can
prevent Tumor-Associated
Macrophages (TAMs) from
turning on anti-apoptosis
switches that keep cancer
cells alive.

Blockade 2: Blocking
: @ Angiogenesis Fuel Lines
‘ Suppress COX-2
Prevents the tumor from signaling the

body to build dedicated blood vessels
for nutrient supply.

JE e EE—



The Study Design: In Vitro Models

Molecular Profile: Quantitative Impact on
RAW 264.7 and hGF-1 Models

To interrogate the systemic potential of AIC, MOdelmg the TME
foundational research utilized RAW 264.7 (macrophage)
and hGF-1 (human gingival fibroblast) models. These
represent the critical intersection of systemic
inflammation and structural tissue integrity. Findings
from Kyung Hee University demonstrate that AIC exerts
a concentration-dependent inhibitory effect on
pathological markers following LPS or IL-13 induction.

The Immune Proxy:
RAW 264.7 Macrophages

| Modeling TAMSs to test the

/ suppression of the Cytokine
Shield (IL-6, TNF-a, IL-1B)
COX-2.

(€]
L ) In Vitro Test
Significant Reduction In: Environment l

The Stromal Proxy:

hGF-1 Human Gingival
Fibroblasts

7~ Modeling CAFs to test the
structural preservation of the
ECM via MMP suppression.

Nitric Oxide (NO) Production: Preventing the oxidative
stress environment that leads to DNA damage.

Proinflammatory Cytokines: Drastic downregulation of
MRNA expression for IL-6, TNF-a, and IL-1.

Enzymatic Drivers: Suppression of COX-2
(prostaglandin synthesis) and MMPs (Matrix
Metalloproteinases).




Decreasing mRNA Expression in RAW 264.7 Macrophages
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Blocking Angiogenesis: Overexpressed COX-2
drives the synthesis of new blood vessels. This
concentration-dependent reduction effectively



Nitric Oxide (NO) Production & Cell Viability
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Controlling the Molecular Scissors (MMPs)

Key Concept

Cancer uses Matrix Metalloproteinases
(MMPs) to chew through extracellular "glue,”
allowing cells to break away and metastasize.

The Intercept

AIC exhibits a strong inhibitory effect on MMP
expression in fibroblasts (hGF-1).

FuncﬁonaIConsequence
This halts tissue invasion, prevents the

breakdown of healthy structural matrices, and
safely resets the ECM remodeling balance.

hGE-1 Cells MMP-1 MMP-3 MMP-9
(Interstitial Collagenase) (Stromelysin-1) (Gelatinase B)
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A concentration-dependent decrease in MMP mRNA expression levels was observed following IL-1B induction compared to the control.




Bridging the Gap: Calcium Homeostasis in Normalizing Cancer Ecosystem
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The Master Switch: Calcium Homeostasis

Calcium signaling serves as the primary biological regulator of
extracellular matrix remodeling. Disruption of calcium homeostasis
drives the ECM into a pathological state marked by excessive MMP
secretion and unrestrained fibrosis. Restoring calcium balance has
the potential to fundamentally reshape the structural landscape of
the cancer ecosystem. AIC is effective in restoring both systemic
and cellular calcium homeostasis.

Pathological Degradation

Homeostatic Teal: Controlled
MMP activity selectively
removes accumulated AGEs
and aids in the construction of
new, healthy, permeable
Extracellular Matrix.

The AIC Hypothesis

By acting as a master regulator of cellular
calcium, AIC stabilizes this scale. It
strongly inhibits the excessive MMP activity
that drives metastasis, while preserving
the natural remodeling necessary to
clear out glycosylated barriers.

Pathological Red:
Excessive MMP activity indis—
iscriminately destroys the ECM
architecture, opening vascular
channels and directly promoting
metastatic spread.

Glycation of the ECM is not merely a
matter of tissue hardening. It is an
active, defensive ecosystem that
promotes cancer cell survival. Rather
than acting as a blunt,
indiscriminately cytotoxic
chemotherapy, AIC—through its
effectiveness in normalizing calcium
signaling, combined with the ECM
study from Kyung Hee University—
warrants further study as a precision
circuit breaker. By inhibiting ECM
glycation through calcium-signaling
rewiring, AIC can reprogram the
biochemical "soil" so the cancer
"seed" can no longer grow, feed, or
hide.




Normalization of Cancer Ecosystem Places AIC as a Candidate Adjuvant Therapy

The Fortress (Without
® 7 ’ = X =

AIC) THE FUTURE OF ADJUVANT THERAPY
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« Stiff, glycated ECM <
« AGE-RAGE hyper-activated <
« Hypoxic/Immunosuppressive core «———— ECM Glycation

The Normalization (With AIC)

@-4(/7; e A\ THE STRATEGIC TAKEAWAY

Tumors survive by building physical and biochemical fortresses.
By normalizing the Extracellular Matrix, AIC acts as a hypothesized
molecular key, unlocking the full, unhindered potential of modern
oncology's most powerful treatments.

. ECM glycation inhibited * The c]gta is clear: AIC safely and systematically dismantles the
. MMPs suppressed < specific pathways (NO, IL-6, IL-1B, TNF-a, COX-2, and MMPs) that
- "Cytokine Soup"” neutralized < build this barrier.

n « Successful drua and immune infiltration «——




Systemic Transformation via AIC Modification

Cancer Ecosystem Diagnostic Matrix

Biological Dimension Withoqt AlC ‘.Nith AIC
(Pathological TME) (Normalized Ecosystem)
Calcium Homeostasis Dysregulated Restored
MMP Activity Excessive & Destructive Balanced & Regulated
ECM State (AGE :é)éziar:\icllation) Cleaned & Permeable
Immune Penetration Blocked by Stiff Matrix Highly Effective Infiltration

Low

AR (31121 (Repelled at Perimeter)

Optimized Delivery to Core

High Halted
(ECM Degraded for Escape) (ECM remains intact)

ﬁ

Metastasis Risk



A Clinical Case Study of Cervical Cancer Provided by ACRI

Joanna M. (Age 39): A 14-Year Clinical Journey

Tracking disease progression across standard oncology vs. targeted AIC therapy interventions (2012—-2026)

Remission Zone
2012

2013 2014

Disease / Recurrence Zone

Baseline: Diagnosed
with Cervical Cancer.

Radical Trachelectomy
(fertility preserved).

Sept 20I7:
Declared
cancer-free.

Sept 2020:

Declared

cancer-free.

Aug 202I:
PET Scan confirms
clinically clear.

The Relap

First AIC
Intervention:
3-4x daily.

Apr 2016 - May 2017

%e Trigger:
AIC stoppe

Sept 20|f7 —Feb 2018 May 2019 — Sept

d prematurely.

2015 2016

Sept 2017

Apr 2016 - May 2017

The Conventional Ceiling:

Cycle | & 2 Chemotherapy
(Cisplatin, Gemzar, Avastin) +
Radiation (5x/week).

Maximum lifetime dose reached.
Tumor shrinks, but cancer remains.

Feb 2018:
Cancer

May 2017 — 2018

recurrence.

2019

May 2019 - Sept 2019

Overseas Interventions (China):

Cryoblation, Ethanol Ablation.
Central necrosis, but cancer
stubbornly present.

Second AIC
Intervention:
Lx daily (uninterrupted).

ov 2019 - Aug 202I

2021

Since her 2021 PET scan, Joanna
has taken one daily maintenance
dose of AIC and remains cancer-
free as of June 2026.




Continuation of Joanna’s Journey

Clinical Synthesis: The Efficacy of AIC Intervention

Correlating treatment modalities with definitive pathological outcomes and remission milestones

Treatment Paradigm Comparison Matrix

Standard Oncology Interventions

Timeline: 2012-2017, 2018-2019.
Methods: Radical Trachelectomy, Max-Dose
Chemo (Cispatlin, Gemzar, Avastin),
External Beam Radiation, Cryo/Ethanol
Ablation.

Pathological Outcomes: Tumor mass
reduction (necrosis); persistent microscopic
cancer presence; recurrent disease;
maximum systemic toxicity reached.

AIC Therapeutic Protocols

Timeline: May-Sept 2017, Nov 2019-Present.

Methods: AIC Therapeutic administration (3x-4x
daily).

Pathological Outcomes: Complete tumor
eradication, declared clinically cancer-free twice;
sustained remission.

4

September 2017 (TRU-CUT Biopsy)

Benign smooth muscle |=pp— = =

with no Sigmﬁcant i —  —————— —
histopathologic e o v et i s

abnormality. =

The Causality of Remission

Complete clinical remission was only achieved during active phases
of AIC administration. The aggressive 2018 relapse directly
correlated with premature cessation of the protocol, strongly
suggesting the therapy’s active role in disease suppression.

September 2020 (Oncology Examination)

Physical examination and clinical review confirm
complete absence of tumor mass.
Declared cancer-free following restart of protocol.

August 2021 (PET/CT Scan)

No concerning abnormal uptake. | MPRESSION:
No new disease otherwise. Slight impression in built twbe tube minimally
Clinically cancer-free Fypedme sl asibunormihes an ey and

resolution or previausly over night lung nodules.

Mo new disease otherwise.
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AIC: An Innovation in Physiologically Active lon-Like Calcium

The AIC Innovation: Weak Sigma Anti-Bonding

Conventional Calcium

9,
$8.0%

Rl
woe

AIC Calcium

10/

J Independent of Vitamin D for
bloodstream absorption.

(0, , Bypasses albumin protein

binding.

Q Q ' Remains as bioavailable

ionized calcium.

Antiorbital lonic Calcium Carbonate [AIC-
CaCO,] fundamentally alters the absorption
pathway by altering the molecular bond,
maintaining a highly reactive, ionized state in
the body. [Ca(H,0),] AIC sustains elevated
serum ionic calcium levels, significantly
restoring calcium homeostasis at both the
systemic and cellular levels by stimulating
bone formation and cellular decalcification.

n in aqueous conditions.

Introducing Antiorbital lonic Calcium Carbonate (AIC)

vy

L \ /
@ ________ > > = C a2+ -
L - £ 11 M
The Origin The Transformation The Result
Extracted from natural Structurally modified to A weak-bonding, potent
oyster shells. alter energetic barriers and dietary calcium supplement
electron orbital states. that exists in a highly

bioavailable, ion-like state



Powerful & Safe Bone-Remodeling Pathway of AlIC

AI C VS. Conventlonal CaIC|um Ca rbonate Long-Term Maintenance
0 Continuous twice-daily intake
— og ) ) :
SR Caco, AIC '_EI -~ PBS yields a s.usta.lned elevation of
2 - AIC serum calcium ion levels across
Molecular . : : . = ~¥- CaCo, multiple mouse strains (NSG
Bond Stable lonic Sigma Anti-Bonding ‘:’ 6 and C57BL/6)
1+ o _
Solubilit Low ~200x more soluble o i ]
A = Y = Key AIC Triggers
Reaction 0.035 mol/L 0.160 mol/L per sec <-E> 2
Rate per sec (457X faster) S o PTH |nh|b|t|on
In Vivo Negligible Rapid, sustained ] o O 0 ’ > 3 e o’ « BMP-2 Activation
izati i i Ca** . . .
onatan Semimichange g e e Time after gavage (Hours) » Calcitonin Secretion

Elevated urinary calcium The Molecular Blueprint: Sigma Anti-Bonding

iS Safely eXCfGted. EX Weakened Ca-0 interactions
ViVO ul‘trasound Sh owed lower the energetic barrier for

dissociation. 3 - o -
no detectable rﬂ AC CALCI Jmnfp ' ’ . “AntBonding
. . . 2ps 2ps

CFYSta||IZat|On or kldney' m Sigma Anti-Bonding

stone formation after

— = - 482, 3d and 2P¢
pl'OlOﬂng AlIC J REGULAR CALCIUM [l Q@O sondifg
’ Ca valence orbitals

regi mens. Strong bonding keeps the molecule tightly
bound and biologically inert

Stable lonic Coordinatio:
Strong Bonding

The anti-bonding orbital configuration creates exceptional water molecule solvation-driven
coordination, allowing AIC to instantly flood the system with active calcium ions.




The Missing Key in Modern Oncology

AlIC does not attempt to indiscriminately kill cancer.
It rewires the microenvironment that cancer relies on to survive.

D 1l 2

1. Removes the 2. Opens the door for 3. Locks the
inflammatory existing targeted Extracellular Matrix to
cytokine shield. therapies. trap metastasis.

AIC: The architecture of structural tissue preservation and TME normalization

¥ To book a Zoom session with OF:410] To explore more ACRI AV
¥ the ACRI research team to ' research and clinical NGB | RESEARCH
".E'-,I "' )3 INSTITUTE
#*E]i learn more about AIC therapy. O} cases of AIC therapy.

www.aictherapy.com
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