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Abstract

Among historical nature remedies in Eastern Asia, Huaier has long
reported for its significant efficacy on longevity and health maintenance
more importantly, on cancef.he present study initiated to identify the m
controlling mechanism integting a broad effect of Huaier, with
consideration into its characteristics according to thetgp# and tissu
specificity. In addition,spontaneous SARGSo0V-2 productiorhas beer
identified afterPfizerBioNTech mRNA vaccination, observed from
weeks after first injection until even at 5 months aftévaccinatiorwith
progressively destructive ribosomal RNA$iuaier administration als
recovered the destructive effects also observed in the patients
conventional chemotherapyolecular basis demonstrated were depen
on genomic potential to rege the functional control on perturbed kini
regulation through the integrated mTOR/PI3K/AKT pathwaywork,
with the massive miand piRNAmediated transcriptional control.Hua
might play a kg role to reset the genome potential in each individual thr
embryonic stem cells or various progenitor cells, and restart the regen:
process toward normal cell proliferation and specification procEsss the
efficacy of Huaier can provide alation to a broad range of transcriptior
dysregulation diseases not only via Hippo pathway control, but also mi
integrated signal transfer systems. especially functionating as tyrosine
regulator. The time has come to mankind, finally wecaked the time whe
we do not need to fear the threat of cancer at last.

Keywords: Huaier Trametes robiniophila murr}gomplementally cancei
therapy; ribosomal RNA structure; KEGG signaling pathway
characterization; miRNAnedicated transcription control; intra/inter neu
communication; tyrosine kinase signaling pathway.

In this review, | would like to introduce Chinese natural herb, Huaier, f
successful cancer recovery and health maintenance. Please send me
opinions and questions later bynail or Telephone call. Later, | will repl
with detailed information.

In addition, | would like to emphasizen the obserbed influences of the
repeated mRNA vaccinations against SABS+2.
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ADDITIONAL:
Huaier effectson functional compensation with destructive
ribosomal RNA structure after anti-SARS-CoV-2 mRNA

vaccination.

Huaier effects on prevention and inhibition of spontaneous
SARS-CoV-2 virion production by repeated Pfizer-

BioNTech mRNA vaccination.

Bradeion Project

What is natural Herb: Huaier?

Jpn. Trade Name: Kaiji
Chinese Trade Name: Huaier

(Chinese administration license No. Z-20000109)

Species: Trametes robiniophila murr
Price: 133 € (3g/ day x 30days) to 1400 € (60g x 30day:
Anti-cancer drug (trade name): KRESTIN

Species: Trametes versicolor strain CM-101

MW 9.4 x 10*

5

Content: Coriolan contains polysaccharides (f-glucans); Glucose (74.6%),

Mannose (15.5%), Xylose (4.8%), Galactose (2.7%), Fucose (2.4%), and etc.

Price: 272 € (3g/ month) , 40years of KRESTIN efficacy

l sracoion Project = 1.5 years’ Huaier
First, whafthearse Husaierl?2o0ng history on Huaier, first appeared
to find the natur al herb in Xin dynasty. Currently, Huaie
It coexpewnsiywye, although efficacy depends on quantity, and

Huaier Effectson Colon Cancer
Two lesions dissected by colon-endoscope

Lesions at diagnosis 2 weeks Huaier treatment
3 months before dissection  Decreased width x depth

Massive necrosis

Bradeion Project
Let me show flheactypiecddlecanstiof Huaier. Theesdoseamedf wlf tedirs e
treat ment . See massive necrosis of the cancer |l esion at t
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Huaier effects on liver metastasis in the severe
advanced case of colorectal cancer
2 months 4 months 6 months 9 months

CEA:1,468-+>624 173 10.2 5.0

i Bradeion Project
Huaier effects on |Iiver medalstrmsdctsali ncaheesevEhe mrnedvanery
significant decrease of tumor mar ker CEA. Within one year

Pancreatic adenocarcinoma stage 1V: Huaier administration 60g/day + FOLFIRINOX
before 2 weeks 3 months 6 months

2020/6/15 2020/6/30 2020/9/117 2021/2/2
Detection of pancreas cancer After stent operation 2 months after Huaier administration ~ 6 months after Huaier administration

Stent insertion Exchange to Metal Stent

Dilution of intrahepatic bile duct Lr_r:ptr_ovemel of intraheatic bile duct
CA19-9: <1.0 units/ml <1.0 units/ml <1.0 units/ml <1.0 units/ml
DUPAN-2 :>1,600 Units/ml 1,300 (2 months) » 140 ( 5 months) 120

A well-defined circular nodule with a diameter of 22 mm on the head of the pancreas

Huaier effects on pancreatic cancer, surgical detgercatniso np enro
Huaier treatment resulted in significant decreacece pdf wlalnye e
pancreatic |l esion and metastatic | esion, and currently no
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Destructive Effects of Conventional chemotherapy with platinum (II) complex
to Ribosomal RNA Structures

Oesophageal squamous cell carcinoma: Stage IV Pancreatic adenocarcinoma stage 1V

TB22010000305 [ 1:0
1Fu)

| | 18Sribosome 28S ribosome
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: 18Sribosome .\,  28S ribosome
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Here, | make special attention to the destructive eeflf daomtds co
cisplatin f ordeas tyreoayre dc ornipbl oest oentayl RNA structures. I n Right
of both conventional chemotherapy and Huaier treatmenhesi §
in new bormer es®ulltsed wihn cno tissue regeneration after cance

Structure destruructions of Ribosome RNA ion new borne cells
After anti-COVID mRNA vaccinations (decrease of regenerarion)

oesophageal cancer

normal control (67 years’ Old) 3 weeks after 3rd vaccination

18S/28S ribosome RNA(HPLC)

28S ribosome

—
18Sribosome 28S ribosome —
SS ribosome - —
before Jiunk - —
3 weeks after colorectal cancer
First vaccination ‘ : 3 weeks after 3rd vaccination
+ Huair 60g/day for one month

3 weeks after
Second vaccination

28S ribosome

Il

3 weeks after TETETE T
3rd vaccination - & " "
1 = without Huaier | Conventional

- Chemotherapy
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Examples of ribosomal RNA structures compared with norynal
This damage of vaccinated nor mal control was fully r@goomeswer
guantity of hair growth was observed simultaneous!| y.n Wéewil
section of this review, relatiCOyIltbho mRINA gamaeaminati mml.uence

Breast Cancer Stage 3 (at diagnosis) || Pituitary Tumor7 x 9 cm
Huaier treatment 20g/day) for 1 year Huaier treatment 20g/day) for 2 years

started at 4 weeks before surgical dissection, started at 3 months before endoscopic dissection,
and cryostat revealed no cancer cells in the dissected and massive necrosis and cyst formation in the

lesion and lympy nodes di ted tumor

Pulmonary and bone metastasis of colon

cancer; notable bone regeneration leiopathic dermatitis after 3 month's steroid

treatment: Huaier 3g per day for 4 weeks
Ay U T T

=

Melanin pigmentation by steroids

[ ]
CEA10.0
Tumor mass decreased to 1/8
Additional Huaier effects are shown. Huaier effects are-dependent. And 3 gram per day is enough to cure
dermatitis.

An example of molecular basis for tumorigenesis

Genetic changes of a typical colon carcinoma
(Varmus & Weinberg, 1993)

Investigated by the process of carcinogenesis only

>

Chromosome: 5q DNA 12p 18q 17p
Alteration: Loss hypomethylation Activation Loss Loss Other
Gene: APC(16%) K-ras (33%) DCC P53 (30%) alterations

Early Intermediate
adenomd adenoma

What is required for recovery?

! Bradeion Profect

Cancer research has been investigated what happens in the process of carcinogenesis. titr@@verscarce information to explain
what kind of molecular basis required for cancer recovery.

Copy right ©Manami Tanaka 5| Page
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Question: What kind of molecular basis
required for cancer recovery by Huaier ?

Hypothesis: It should be a system to satisfy various
phases clinical significance of anti-cancer effects

Something to rescue integrated signal networks in the cell

\Such as Hippo Signaling Pathway !! \

g Bradelon Froject

In 2017, we decided to investigate the molecul ar baasncer,f
also on many disorders, we should make a hypothesiwaytocebe:
function to begin with
Verification of Drosophila model for the experimental design
@rat®» €chD
\ Hpo) K::'a ‘ Mutations in the Hippo pathway genes
(Sa\jl' « Mer |
'.'.«
Tumor Hyperplasia in liver
Drosophila mouse
E \ Xuetal,, 1995, Lu et al., 2010
diapl, cycE, etc:+*
\ Inhibition of ch/
5 iy W gt B 0% Gl ~
. y
@l Disrupted transcription model: not only for cancer
Hi ppo signaling pathway was first found in Drosophitlrae aftlnieen
These mutants are hepatoma model, too. Al t he geniomelse waen

compl ete success to prove our hypothesis.

Simple proof of Hypothesis
Cure of Cancer identified using transgenic Drosophila fly model
with disrupted function in Hippo signaling pathway.

m 0.33 mg/ml

| L VAL

Feeding larvae after hatching |

6-7 days t

Eye overgrowth phenotype

in Drosophila model \ g
- }
™" i’
o g

Suppressed the eye overgrowth phenotype
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Cancer progression is exprebPsedo@Beée mailf g madd oy tam df idn & raimp
| arvae was r&ioneadiwiiinty Hwaider resul ted in the cures cancer
that-ddpeerdent action of Hudiiermantwisten@®eftfexitsi.ty nor sign

Huaier caused metabolome profile shift to embryonic stage

4-16 AEL AFL: After Egg Lying

Hippo pathway rescue =

an
FLLEN

embryogenesis or cell death =

s 81
( \15 0 AeL 15712
\ - ‘

X, 16-18
N 18-20
B T e N I « (HrsAEL)
PC1(43.7 %)

PC3 (15.4%)

Cure of transcriptional dysregulation

Wi type Hualer ()

~——> Normal Maturation Process
Embryogene5|s by
carcmogeness
02 < Mtant Husir = Wild typaHuaier (-)
( Mutant Huawev( )
(s Mutant Hualer Wild type Huaier (3
" W) +Wild type Huaier { +)Wild type Hualer (-)

" Huaier promote pluripotency and

“ invert the ageing process
Normal Maturation Process

in normal samples

Brade: 18 a8 a4 a2 a0 o8 o8 o4 02 00 02 o
One mor e abllrveasnamedgied ofi s t hat we can know the metbol ome prof
the small molecule composition. U swiiasle grrootwatthi omma, k ewsh etrheea sc oc
rotat ed -ctl oo ccleomipna seirt i on . Huaier treatment made stronger sh
of i fe, to the embryonic stage. I should emphasi ze stchuatd
functHiompofi s most effective and functional in i PS/IES cell
the early embryonic stage judging from the nutrition compo

rescues disrupted function of Hippo signaling pathway

Drosophila Mammals

Extracellular GPCR GPCR
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o _ Tt e -
~ -
= o ~ Transcnptlonal con(rol

e —_— ~

From the review article by Mo, ]S, Park JW, Guan, KL (EMBO Rep 25: 642-656).
— Huaier effects on the rescue of function

| Bradeion Project

Thechematic figure of Huaier rescue points on disruptteidomi
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Predicated Huaier effects with a strong similarity to
DYRK1A: dual-specificity tyrosine-regulated kinase 1A)

Neural differentiation Proliferation Apoptosis

Survival Myeloid cells
I e/ ifarati GLIl
P ~
; Prollferatlon

HIPPO pathway ]

Oncogenic
transcription

|| Proliferation

N
Tumor

|
suppressors SIRT1 | &e—

Oncogenes

EProtumoral
—
[kntitumoral

E * Fernandes-Martinez P SahoneroC sancha Gomez P Mol cell Oncol 2:1 (2015): e-970048.
Bradeion Project  @copyrightsto the original publisher. Seethereference No.14.

R signaling

D| fferentiation

Survival

To start with Hippo sigralnicng omat haway dreess cgunea,t enhu lttoi pde r
i mmunol ogical response, and neural differentiation. Just

Strong similarity of intracellular signal transfer and IC chart

A. Intra-Cellular multi-signal trafficking on metabolic pathways B. Integrated Circuit (IC) chart

= - et
-
k Bradeion Project
Here iscébkhomani c fcieddrud aof siimgthrad i ng cascades. Pl ease note
smartphone. This means none of simple stimulus stands al o

g(y-ﬁgh View of Genomic Landscape
for cancer recover

é su| ported by: ;
Lu Zheng Xin, Qidong Gaitianli Medlclnes Co
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Mat erials and Met hods:

rom here, the genome scope results explaining how ageénwhmat

capabfilleixtiybi | i ty. and possi bi lhiitgygh ivni ehau ntaon sleief et,h e pgleenaosnee h:
name of each factor.

GenomeScope Project

Treated by [[1z§ 20g/day
=
for 90 days

Brain tumor

Eosophageal cancer
Lung cancer

Blood samples

Stomach cancer taken 3 times.

Hepatoma Pancreas cancer Before, 1month,

Colorectal cancer and 3 months

Prostate cancer after treatment

=.O.Q
o

|
anti-cancer drugs (-)

Fradeion Project

We have ppegrsftermadd c transcriptome anaddgisng RNA tode @l e mRINAg a
Huaier

Project summary

Total RNA sequencing including small RNAs
and non-coding regions analysed

- Sample blood taken from the volunteer cancer patients
3 times (before Huaier administration, 4 weeks &
90 days after treatment)

- Surgical operation (if applicable)

- In case, together with conventional chemotherapy,
radiotherapy, and immunotherapy

1) 7.19 GB / sample (gene mapping rate; 76.38 %)
= ‘ 2) 27,477 transcripts per sample (about 97% of all)
3)>26,000 novel genes found by first 40 samples,
= deposited to GeneBank: NCBI GEO (GSE 57086)

Project summary. Patients may undergo the surgicatthids scleict
research, only one exception of pancreatic cancer shown be

Copy right ©Manami Tanaka 9| Page
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Extreme SNP variance by Huaier uptake

st it
i I X
oesophagus

15000 — Skl p p ed exon - =

10000 —

Alternative splicing

AS Numbers
SNP Numbers

Brain, liver

&2

2| oo o =5

pe)

KS4 3 KS4_2

s 1 ks

b= ps

b= Ksiz

KS8_1 KS5_3

b i Koz

Ei; IVer, pancreas el
“isi

40000 —
5000 | Retained introns
// 20000 | |

&3 | 60000 -
I|| |||I ml ‘ I||| e T Ih

SE ASSS A3SS A-G C-T  Transition AT c-G G-T  Transversion

SNP Variation Types

0 -

Splice Event Types

Total number of SNP variance by Huaier administration: 8,503,297
Average 192,427 Average number of normal healthy control:

(48,994 146,102) 22.688

Bradeion Project

Results and Dinstcruosdsuicoen:t he stri king results according to t

event s. We happened to identify enormous amount of SN&agysal
22,68&limmbomtg nor mal healthy individual s. Pl ease note thi
genes, most commonly found alteration is the ski@iphigg KHxain

over thousands and thousands of mutati ons.

Statistic of Differently Expressed Genes

% i . n U
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® Down
4274
o
o
Q
- .
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3340
Liver
g | Low responder 278
]
2549
esophagus
8 2066
g s pancreas 1750
1621
1454
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1134
& 1075 994 1005
8 -
™ Colon
52} 512 Stage 4[>
5 35]
53 225??65
36360“ sa 3 %4 7 Sae
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Bradeion Project
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The slide shows-aadcdadmmpar iazerd dframpcri bed genes transcriptoc
only byqgugaunatliittyy ,of expressed genes was drastically changed.
30 days. T h erne gowblsaetriveend| aEmdvinmegne unt i | t he end-cofurrsees edr ach ag
detected in brain tumor and Hepatoma patients
Quantitative analysis of Up- and Down-regulated differently expressed genes
(DEGs) by time course of Huaier administration.
Huaier
administratio 30 days 90 days 6 months 9 months 11 months 1 year 14 months 1.5 year Total
Patie?\t No. up down up up down up down up down up down up down up down Up down
1 954 434 58 63 1,012 497
2 deseased after 1st sampling
3 303 723 528 1,134 831 1,857
4 512 113 319 259 831 372
5 67 28 1,750 105 2,351 3,351 3,468 2,847 147 560 7,783 6,891
6 35 121 35 121
7 67 36 67 36
8 2,877 554 358 791 720 850 3,330 3,505 3,533 2,891 10,818 8,591
9 47 225 1,005 471 1,052 696
10 1,799 812 810 4,247 5,671* 2477 3,540 3,439 215 200 7 12,035 719 175
11 1,523 48 169 857 1,692 905
12 549 125 1,826 353 2,375 478
13 36 53 1,119 505 1,862 558
14 66 94 1,685 1,178 1,751 1,272
15 1,455 1,141 60 47 1,515 1,188
16 1,166 736 35 186 1,201 922
17 313 239 140 442 453 681
18 664 498 62 183 726 681
19 1,580 823 26 186 1,606 1,009
20 21 30 3,746 3,103 3,767 3,133
21 204 82 1,424 2,746 3,094 2,037 68 71 97 196 4,887 5,132
22 830 1,557 89 78 919 1,635
24 2,615 3,031 2,615 3,031
25 68 7 97 196 165 267
26 534 2,430 2,235 460 2,769 2,890
27 147 281 215 56 2,769 2,890
28 39 46 103 73 2,769 2,890
29 224 330 319 120 2,769 2,890
30 157 1,548
31 1,251 351
|
i Average
Max
Mini
. ° .
_ Alteration of 10 to 50 % of all the transcripts
Bradeion Project
The slide shows the real numbers of alterations in toamnséc
alterations induced by Huaier treatment Pl ease nota st ¢ i m

Copy right ©Manami Ta

Numbers of gene variants
by genetic functions
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Bradeion Froject

0
Number of Genes

Numbers of gene variant

S

by pathway classification

Transport and catabolism {
Cellular community - eukaryotes |
Cell growth and death {

Cell motility |

Signal transduction |

Signaling molecules and interaction |
Membrane transport {

Transtation {

Folding, sorting and degradation {
Transcription {

Replication and repair |

ancers: Overview |

Infectious diseases: Viral {

ncers: Specific types |

Infectious diseases: Parasitic |
Infectious diseases: Bacterial {
Endocrine and metabolic diseases |
Neurodegenerative diseases |
ardiovascular diseases |

Drug resistance: Antineoplastic {
Immune diseases |

144

e
H
8
3
&§§i§§§
£ggee

Glycan biosynthesis and metabolism
Metabolism of cofactors and vitamins |
Metabolism of other amino acids {

and
Metabolism of terpenoids and polyketides |
Biosynthesis of other secondary metabolites |

Immune system |
Endocrine system {
Digestive system |
Nervous system {
Development {
Circulatory S):lem {

ging |

Sensory system |
Excretory system |
Environmental adaptation {

[
"

100 200
Number of Genes
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The sl ide

shows

the summary of major changes of alll

GLIOMA
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i
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DEG alteration mapped in Glioma signaling cascade
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FREEI
15214702517
‘t) Kanehisa Laboratories
There is signaling cascade summary by KEGG panel s.
cancer The quality change of each factor is
mut ated gene names

snall cell carcimoma

05222702407
() Kaehisa Laboratories

SMALL CELL LUNG CANCER

onary rewoendocrne
Nenrendocrine Gl
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(] Reduced. Retinoic arid [et® [7 "o
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Genoric instability
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apoptosis O— - GLf5 progression
Pritaary steall cell Genstic alterations
caivinoma
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Tumorsuppressors : RARP, FHIT, p53, RB, PTEN | ==
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| | A
ITGA EES 5, el
S K w0 {piBiakt—w[ TK [ Ida |-~ T
sistanee to
[TGB p apoptosis signal
PI3K-Akt S /
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Metastatic — - hngiogenssis

DEG alteration mapped in lung caner signaling cascade
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Transcriptional regulation rescued for cancer recovery

B
TRANSCRIPTIOHAL MISREGULATION [N CANCER I | Inbibition of spoptosis
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For the rescue of dysfunction in each signaling aoasscadea,t rd
most . As shovard tiem atthe ns loifdea,r atntsecer i pti onal factors changed
Here we provide the typical answer to the question swgipmrg sh
enhancement of gene function in almost all known tirsarnesgcurliapt
Thus, Huai er can modify and -riemgseiugn & lhien gf umeatth voanynso.f r a Mk ey |
factors can be detected in every cancer | isted here.

Over-stimulation of iPS/ ES production in vivo

Typ ically found
togeth er with
op portunistic
RNA virus
infection

Lung cancer Stage IV Lung cancer Stage |V

Hua ier tre atment
I 20g / day For 3 mo nths

Bradeion Project

Schematic figure of-ditfrfaenrsecrrtiipaliloyn efxapcrteosrs e(dT Fgjenes ( DEG) n
explosion, weowaldl. t Hihse fogupmdarmal gene functionsredubggnt sd e
l ong course of chemot her alphye sve tch anmod e uwialrl thae gseitli enngc edd uagfst.
The drastic changes of altered transcribedt igiese stlowdd ¢ cthim
transcriptional factor andsHoWwédreatarayl|l gtenxpresseldi geneas!
data can not be obtiamneidi boaredpeel mentarusfngially. Many

TF-DEG network comparison
before and after Huaier administration

Patient No. 1 2 3 4 5 6

Days after Hyperplasia ~ Cancer in situ Cancer in situ Cancer stage Il Cancer stage IV normal
Huaier tr. ; : E - )

30 days

90 days

1 year

TF: transcription factor, DEG: differentially expressed genes

@l Sradeion Project
The slide shows the examples observed in prostate cancer patients.
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KEGG analysis for DEG alteration in prostate cancer

Comparison at 30 days after Huaier administration Comparison of TGFB1, NFkB and BRCA2
In prostate cancer vs. hyperplasia at 30 days after Huaier administration-1

Patient No.1; HyperpIaSIa Patient No.1 Hyperplasia
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or more progression in prostate cancer

NF-«B (nuclear factor-kappa-b)

= transcription factor (protein complex, D Baltimore, 1986)
- binds to kchain of immunoglobulin
- originally found specific to B cells, now known as commonly expressed
in various mammalian cells
= causes apoptosis, cancer, collagen diseases, allergy and
inflammatory diseases, opportunistic infections such as CMV, HTLV)

IL-1 ) i IL-1 | TNF-a
activate activate IL-2 | CcOX-2
TNF-a NF-xB IL6 | ICAM
LPS IL-8 | VCAM
IL-12

Decrease of this fact@emoexpreadi om, | anEdl pinmmielxittesope ® IMNtue 4
was first found in 1986 by Dr. Bal ti mor e, and one iofpotrhtea nm
keep the normal -Bumaoanicomonof NBt kappg for i mmunoreigal bt ohn
di seases, including cancer, collagen diseases, and other a

Theoretical mechanism of health recovery

NFRBIS ToiPS
(') x|Black box| = (+) 3 Normalization
Cancer Huaier effect NFxB| ¢l

Regulation of all transcriptional
regulatory factors

Loss of lesions s s
l Recovery of function ﬁ%ﬁfation
Large-scale genetic improvement (quality) ]

Release of gene expression inhibition (quantity)
Full correction of transcription factor regulation (both)

Effect = Quantity- and Stage-dependent

Toxicity (-) = Spontaneous action

sl Graceion Project

No compouwdancer amtuigs have been reported to evoke the si mi

of time (90 days at most), especially with no t dixigeeintey san c
massive suppression of gene expression such asndNEkapgpaB. (¥
shut down of gene function). The expl osi veocichucrrreeads ewiotfhi

0Og to 60g per dayi n s,eiewietdh taolyuned anmbts Od

Huaier treatment by 2
and wiotghe tnhoerrmawi tlhe vseel v-2S oexn2b gapnbdr okointids,t i ¢ |

gene expression,

Small nuclear RNA changes in various cancer patients

Huaier administration 30 days . 90 days
SiRNA

45|.iI.J|‘.l‘i El-l “ |

miRNA

PIRNA

Bradeion Project
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Let 6s have a closer |l ook into another influencers ofmdarmye t
novel factors are found and dfepromnctiitemdalt o &ree eBtainkkh e u Biog 0 ww
novel factor | evel of each patient.

Small nuclear RNA changes in the brain tumor patient

miRNA piRNA
miRNA ID log2 Ratio( 1 month)) logZ Ratio(3 months) PIRNA 1D 1052 Ratio(1 month) 10g2 Ratio(3 months)
hsa-miR-205-5p W i1 e 1470 hsa_piR_020 B 0% 1] 241
hsa-miR-203a-3p i - 74 novel_pir528 oo IR -9.97
hsa-miR-200a-3p W iise = 539 novel pir365 oo = -9.89
novel_mird60 | 067 = 1067  novel pinds o e i -9.68
novel_mir164 | 002 =~ 1002 novel_pir132  oso ] -9.59
novel_mir579 m eso = 9.89 novel_pir388 e ose e | -9.59
hsa-miR-141-3p | ces - 968  novelpir36l e oos | 951
novel_mir642 | oes = 968  novel pir536 et = 951
novel_mir366 | ose - 959  novel pir537 e oos b ] 951
novel_mir383 - 951 . ] 951 novel_pir362 e oew . o4
hsa-miR-3781 - 546 N 763 novelpids o -11.08 W 039
hsa-miR-196a-5p = 478 » 448 hsa_piR_016 i 205 298
hsa-miR-144-3p 2 -3.00 | 420 :
hsa-miR-374c-3p ] 56 B o novel_pir346 i 221 e | 1268
hsa-miR-218-5p i 297 i o novel_pir239 i 246 o -11.03
hsa-miR-148a-3p i 203 I 242 irovelelnsd 1 55 = 1014
it i Tiog 3ss  novelpinds i 165 - 968
hsa-miR-222-3p i 137 r 11z irovelores i it = g5
i i S ¥ 221 Movelpilol 5 241 s -9.41
hsa-miR-96-5p i 421 1] 128 A PIRODL i Lt ] o
novel_pir577 i ERH ] 258
hsa-miR-378b 147 -14.66
novel_mirs 5 138 = 1408 "OVELPISTE = 276 i 121
novelmlizel i o F— tass  "ovelpias o 246 - 1103
novel_mir284 i 132 — 4z7a  noveleil 2 241 — o
novel_mir746 i 1.05 = azay  noveleisee = 22 = aze
novel_mirl13 3 265 I 177 "M: piraAL i 208 = 1398
novel_mir281 3 2.18 e 1ag  roveleis i ies = 088
g i 58 — e novel_pirl53 155 I -10.14
novel_mirl11 i 173 & -11.08 ::v: p\:;:él = _:fg = ".:':
novel_mir229 ] 140 o Z:ﬂl i sl | e
novel_mir283 | 301 =] 941
novel_mird54 2 272 = 436
novel_mirl13 3 265 = 177
hse-miR-7977 i s 1 1
novel_mir608 3 250 & | 932
hsa-miR-1294 3 2.40 % 2.24
novel_mir281 ¥ 2.18 = 1139
novel_mir689 % 217 = -9.08 . -
novel mird9 25 O 04 No changes in siRNA
Bradefon Project

For example, the quantitative changes of each f aktuaoirerarter esd
After surgical dissection, quantity regulation was compl et

Huaier effects on neural transmission signaling cascade
B Huaier ad. H;?;eorn?:s.
|

1 month

|:| Up-regulated
Down-regulated

Htt: mutated aE

Huaier ad.

Huaier ad.
1.5 year

9 months

TT
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In addition, | have to note that Huaier infludumes ngoonesil
signaling cascade, but there are more panel s on Al zphreeisnseiro
Huaier uptake @ Cell fate choice
_
@ By Hippo pathway
Rescue of the disrupted Hippo
signaling pathway control
Recovery by normal cell proliferation
Promote pluripotency Normal sp
stem cell condition Rewind the life time
Surgical dissection, with subsequent
autophagic Cell death
Retaining tissue
homeostasis
Huaier rescues the disrupted Hippo pat hway, whi ch deecciedlelss,
recover the homeostasis of renewed tissues. H uiasi erre ciotnsneel nf
applicabtuptakéeluanetrti ated cell fate shift to embryogenesi s,

Normal control-1

A

67 years’ old male; without Huaier administration

Sample No. -
NC1-1

9 months
after 1st
vaccine,
Before 3¢ ¢
vaccine EEEEIRS

Baseline
is not
smooth.

e (1:1]

Sample No.
NC1-2

1 month
after 3
vaccination

5St

TUS20000%087 (111

RIN *
<7

Sample No.
NC1-3

5 months
after 3
vaccination

o pr} a5 e

| Bradeion Project

TF-DEG network

Differentially expressed genes (DEGs)

25 17

i

2691

1471

395
. o
Normal contrch 1_24s-3 Normel contrek 1_145-3

Differentially sSRNAs (DSGs): miRNA

;
- |
=

Differentially SRNAs (DSGs): piRNA
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Ri bosomal structures by HPDEGanet wer & ( heHd |teiorce mafmng avmp Ihi
Bi oNTech vaccinations (panel A. normal control 1; péabebiBe
each panel. The r edDEG dn egtrweocernk draetgsy wilsrbtntd ldeedyTeH aped DEGs, re
purple ball represents a transcription factor, and nt heregrre
column of each panel, a compari sogeanfest {f ®DElcsmberas @f adiefdf e
of PBiaMTech vaccinati are;gurl ead eldarmo |l reecprl eesse n-taenglp Ibd tueed bmalse o
B Norm al co ntr0|'2 Differentially expressed genes (DEGs)
54 years’ old male; Huaier 6g per day for 4 years
Sample No. e TF-DEG network
NC2-1
P - = -
e . il .. On
vaccine P -
Differentially sSRNAs (DSGs): miRNA
Sample No. - |
NC2-2
1 month = g »
after 3 X .
vaccination = - . I I
Sample No. 4 N Differenti;ysl‘RNAvs(DSGMS)i;)ri_R‘NA
N2-3 : ;
5 months & o 1 = -
after 3¢ 4 o 3
vaccination
- - [ II Il Il
— _
Bradeion Project
Panel B. nor mal congurode®@n itshilsa\wibn gy ed rgr®ams Ho fC UvlAr e pGQdeDi t
indicated on the side. Chest CT image analysis bef orpeat(iManrt
(June 28).

Copy right ©Manami Tanaka

c 67 years’ old male with severe pneumonia + lung fibrosis
by SARS-CoV-2 infection (Omicron strain suspected): "
no vaccination, blood O, < 90%, Huaier 30g per day for three months(no more treatment)

* TF-DEG network

Differentially expressed genes (DEGs)

Taseon (2]

RIN<7

Sample No.
Patient 1-1
Before Huaier
treatment

=1 ~ - I
L -

Differentially SRNAs (DSGs): miRNA

Sample No.
Patient 1-2
Huaier
Treatment

1 month

Sample No.
Patient 1-3
Huaier
Treatment
3 month

Il

T R 152

i Bradeion Project

19| Page


http://aditum.org/

Aditum Publishingwww.aditum.org

InternationalJMedical Case Reports aiMedicalResearc 8

CT image analysis
67 years’ old male with severe pneumonia + lung fibrosis

3 months after Huaier treatment

C Before Huaier treatment
March 15, 2022 Jun 28, 2022

1

HPOLECG ameatl wosriks ((rhieddl ec od aulmuinmin ) ,wi afh
rviaocnc i pnaart ti i

Ri bosomal structures by
I n the next page, we demonstrated virions aanfdt ewi
and B) as well as infected specimen (Panel C)
A B Patient: 1 month after Huaier treatment
DEGs Number of The Most Enriched GOTerm
.
-

Normal Control 1

|

"

DEGs Number

™ ll
1
Ml mmmm

3 month after Huaier treatment; no virion +virion part identifie(

no virion +virion part identified
\ DEGs Numher of The Most Enriched GOTerm

Normal€ontrol 2:
DEGs Number of The Most Enriched GOTerm
[~ [rrp— et Ancion
! = -
g e e [ B
8
||
i
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| coromavirus DisFasE - coviD-1o |
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Intracellular signaling cascades rescued by Huaier treatment

Husier ad. Uprregulated Down-reguiated Vemlegad, Up-regulated Down-regulated
1month (TGFa) = EGFR signaling pattway P53 ‘signaling pathway Differentiation 9 montn (TGFa) == EGFR signaling pathway
TGFE ErbB (her2ne) Growih pS3 *—— P53 eignaling pathway I pifferentiation
wint lak-STAT e, €68 (her2ieu) — EB (her2hred) Growth
— % Proliferation
wiTE melanogeniesi mToR »| Apoptosss JRCBTAT e Cel Survival
resistance to chemotherapy MAPK Mortalty mTOR —m protrecii
e e e — My
NRB Nacloolds excison RAS — Cytokine-cytokine
P13KIAKL repair NFxB =N Wv:e;:;;r‘eﬂum
HET bt medated pIoKA — el
VEGF Proton sy HIF1 — Hi Nucleotide excision
T ol receptor VEGF — Topair
Ubiquitin mediated
B cell receplor —-1 Cytokine-cytokine receptor migration T cell receptor . iquitin m r:m!
VEGF 8 cell receptor — Protein synthesis
—

— e
NOS TGFg

—————+Tong-tem depression

Hippo Wit
NOS @ NOS (Long-term depression)
Dissection of tumor by intranasal endoscopy Hippo <+ Hippo
3months (TGFap— EQFA signaling pathway e (TGFa) — EGFR signaling pathway MITF ( for Melanogenesis and chemotherapy resistance)
Ps3 14months  (TGFa) == EGFR signaling pathway
TGFp — " TGFp -
. Differentiation
Wt om— Y WY TGFp —» TGFp  INFN+) | | Growth
MITF melanogenesis ErbB (her2neu) Wt Proliferation
resistance to chemotherapy * Jak-STAT hesDheut 1 1 — EGF Cell Survival
mTOR Apoplosis
e Jak-STAT Mortalty
mTOR —» mTOR Angiogenesis
RAS Mismalch repair
MAPK pal
NRB — Nucleotide excision
* PI3KIAKL e e
HIF1 NFxB NFxB1 11 —+ NFxB Ubiquitin mediated
— proteotysis
VEGF Protein synthesis
T cell receptor 2
B cell receptor => VEGF
VEGF —p T cell receplor
Neurotrophin 8 cell receptor b5 ooll recaptor
NOS Neurotropts Neurotrophir
I Hippo nos u
+ Also Down-regulated Pluripotency of Stem  HEN Hippo —+ Hippo ]
cells signaling pathways (core transcriptional . UP-regulation of Pluripotency of Stem cells signaling pathways (oy OCT4) I
network down regulation by SOX2/0CT4) Up- of actin P
15year  Wnt signaling pathway Not specified

massive upregulation of;

Huaier 20g / day for 2 years

Bradeion Project =
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KEGG pathway analysis on COVID9 panel hsp05171 (Panel A) and transcriptional misregulation and the P13K/AKT signaling
pathway Panel B). Huaier administration was applied in the patient and normal control No.2. (5 g/day). Red bars reprgataiedp
molecules, and blue bars dowegulated molecules. The figure was chosen at the time of the highest transcriptieDE@&toetwork
flexibility in each patient among serial analyses over a long time course of treatment.

Here shows the representative signaling pathways function rescued by Huaier treatment. The patient treated only lof Pligierms
every day for two years. You can see the wide variety of cellular function was rescued, and that by the time coaiesetiadtment.

Conclusion:

Carcinogenesis is a long process caused bylsteypep accumulation of genetic mutations and environmental stresses. But as showr
in this presentation, the process of the cancer recovery required drastic alteration on transcribed genes within #irstedkeate

note that what kind of compounds can do this much changégo?

Molecular basis of Huaier effects exists in the expansion of genome power itself, and the rescue of transcriptionatidysnegula
only in Hippo signaling pathway, but also all the integrated signal transduction systems, especially relating tdityassipathways.

No other medicine has not yet been reported to evoke the equivalent changes. These changes occurred spontaneouestiy,in the p
with no toxicity nor side effect. In addition, significant B increase and its signaling pathway seeitwetle responsible for the
natural selection and production of iPS/ES cells, with subsequent differentiation to normal cells.
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