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Abstract

Among historical nature remedies in Eastern Asia, Huaier has long been
reported for its significant efficacy on longevity and health maintenance, and
more importantly, on cancer. The present study initiated to identify the main
controlling mechanism integrating a broad effect of Huaier, with a
consideration into its characteristics according to the cell-type and tissue
specificity. In addition, spontaneous SARS-CoV-2 production has been
identified after Pfizer-BioNTech mRNA vaccination, observed from 3
weeks after first injection until even at 5 months after 3" vaccination with
progressively destructive ribosomal RNAs. Huaier administration also
recovered the destructive effects also observed in the patients with
conventional chemotherapy. Molecular basis demonstrated were dependent
on genomic potential to rescue the functional control on perturbed kinase
regulation through the integrated mTOR/PI3K/AKT pathway network,
with the massive mi- and piRNA-mediated transcriptional control.Huaier
might play a key role to reset the genome potential in each individual through
embryonic stem cells or various progenitor cells, and restart the regeneration
process toward normal cell proliferation and specification process. Thus the
efficacy of Huaier can provide a solution to a broad range of transcriptional
dysregulation diseases not only via Hippo pathway control, but also multiple
integrated signal transfer systems. especially functionating as tyrosine kinase
regulator. The time has come to mankind, finally we reached the time when
we do not need to fear the threat of cancer at last.

Keywords: Huaier (Trametes robiniophila murr); complementally cancer
therapy; ribosomal RNA structure; KEGG signaling pathway
characterization; miRNA-medicated transcription control; intra/inter neural
communication; tyrosine kinase signaling pathway.

In this review, | would like to introduce Chinese natural herb, Huaier, for
successful cancer recovery and health maintenance. Please send me your
opinions and questions later by e-mail or Telephone call. Later, I will reply
with detailed information.

In addition, I would like to emphasizen the obserbed influences of the
repeated mMRNA vaccinations against SARS-Cov-2.

Copy right © Manami Tanaka

1|Page


https://aditum.org/

International J Medical Case Reports and Medical Research 8 Aditum Publishing ~www.aditum.org
ADDITIONAL:
Huaier effects on 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
Bradsion Profect = 1.5 years’ Huaier

First, what is Huaier? There is a long history on Huaier, first appeared in the litrature described at B.C. 200. A result from a long trip
to find the natural herb in Xin dynasty. Currently, Huaier can be cultivated, and enough quantity prepared for clinics.
It costs very expensive, although efficacy depends on quantity, and not yet covered by National Insurance in Japan.

Huaier Effects on Colon Cancer
Two lesions dissected by colon-endoscope

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

Bradeion Project

Let me show the typical anti-cancer effects of Huaier. The successful dissection by endoscope was performed after 2 weeks of Huaier
treatment. See massive necrosis of the cancer lesion at the time of dissection.
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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

= Bradeion Project

Huaier effects on liver metastasis in the severe advanced case of colorectal cancer. The recovery can be seen by CT image, together with
significant decrease of tumor marker CEA. Within one year, the patient was recovered completely.

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

Exchange to Metal Stent
. N

Stent insertion

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 th pancreas
Huaier effects on pancreatic cancer, surgical detection not applicable, multiple metastasis in the liver and both lungs. 60 grams per day
Huaier treatment resulted in significant decrease of cancer cells, also judged by tumor marker titers. The patient successfully dissected
pancreatic lesion and metastatic lesion, and currently no problem after four years
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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
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Here, I make special attention to the destructive effects of conventional chemotherapy compared with Huaier effects. Left panel indicates
cisplatin for a year completely destroyed ribosomal RNA structures. In Right panel, Huaier compensates destruction after one month
of both conventional chemotherapy and Huaier treatment. The destruction of ribosomal structure means no satisfactory RNA synthesis
in new borne cells, which resulted in no tissue regeneration after cancer cell death.

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 weekspaftergzrd vaccination
18S/28S ribosome RNA(HPLC) o

28S ribosome

-
18Sribosome 285 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 285 ribosome - =
Second vaccination =
3 weeks after St
3rd vaccination - s " :
! = without Huaier | Conventional
Chemotherapy
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Examples of ribosomal RNA structures compared with normal control, mnRNA vaccination, with or without conventional chemotherapy.
This damage of vaccinated normal control was fully recovered by administrating 20 grams of Huaier 3 months. Surprisingly, a gross

quantity of hair growth was observed simultaneously. We will further discuss about this normal control data later as Panel A in the last
section of this review, relating to the genomic influence of repeated anti-COVID mRNA vaccination.

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 dlopathlc dermatitis after 3 month's steroid
treatment Hualer 3g per day for 4 weeks
ay U

“dAERA
iEk

Melanin pigmentation by steroids

[ ]
CEA10.0

Tumor mass decreased to 1/8
Additional Huaier effects are shown. Huaier effects are dose-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%) DccC P53 (30%) alterations

Early Intermediate|
adenom adenoma

What is required for recovery?

! Bradeion Profect

Cancer research has been investigated what happens in the process of carcinogenesis. However, there are scarce information to explain
what kind of molecular basis required for cancer recovery.

Copy right © Manami Tanaka 5|Page



http://aditum.org/

International J Medical Case Reports and Medical Research 8 Aditum Publishing -www.aditum.org

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 molecular basis of Huaier effects. Since Huaier has a variety of efficacy not only on cancer, but
also on many disorders, we should make a hypothesis to begin with. As shown in the slide, we set Hippo Signaling Pathway rescue

function to begin with.

Verification of Drosophila model for the experimental design
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Mutations in the Hippo pathway genes

i
R Hyperplasia in liver

Tumor YRELR
Drosophila mouse

E X Xuet al,, 1995, Lu et al., 2010

diapl, cycE, etc:+*

Cell cycle arrest B Inhibition of » | Tumor i ./
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Disrupted transcription model: not only for cancer

Hippo signaling pathway was first found in Drosophila flies, so we started our experiments with transgenic Hippo mutant flies treatment.
These mutants are hepatoma model, too. All the genomes were completely analysed. We are very pleased to introduce a simple and
complete 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.

Administration of Huaier
0.33g Kaiji/ml food

Feeding larvae after hatching

Eye overgrowth phenotype 6-7 days ‘

in Drosophila model

Suppressed the eye overgrowth phenotype
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Cancer progression is expressed as malformation and disruption in Drosophila eye discs, easy to find and count. Hatched Hippo mutant
larvae was raised with Huaier-containing food, resulted in the cures cancer within one week. In this experiment, we could also confirm
that dose-dependent action of Huaier, with no toxicity nor significant side effects.

Huaier caused metabolome profile shift to embryonic stage

4-16 AEL AFL: After Egg Lying

Hippo pathway rescue =
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Cure of transcriptional dysregulation

Wi type Hualer ()

~——> Normal Maturation Process
Embryogene5|s by
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o2 _—Mutant Huaier (- = Wild typaHuaier (-)
(* WMutant Hua\ev( )
\e Mutapt Hualer (-) Wild type Huaer (3
\) +Wild type Huaier { +)Wild type Hualer (-)

" Huaier promote pluripotency and

“ invert the ageing process
Normal Maturation Process

in normal samples

Brade

One more advantage of Drosophila model is that we can know the metbolome profile of drosophila specimens used in the ecperiments,
the small molecule composition. Usual growth makes the composition move to clock-wise rotation, whereas cancer mutants has already
rotated to counter-clockwise position. Huaier treatment made stronger shift to the counter clockwise rotation, shifted to the time zero
of life, to the embryonic stage. I should emphasize that, just noted as a specific character of Hippo signaling pathway, the rescued
function of Hippo is most effective and functional in iPS/ES cells. The rescue of Hippo pathway by Huaier rewinds biological time to
the early embryonic stage judging from the nutrition compositions.

rescues disrupted function of Hippo signaling pathway

Drosophila Mammals
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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

The schematic figure of Huaier rescue points on disrupted Hippo signaling pathway control. Red arrows show the point of Huaier action.
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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 i i iferati GLIl
P ~
; Prollferatlon
NFAT

HIPPO pathway ]

Oncogenic
transcription

|| Proliferation

N
Tumor

3 =
suppressors SIRT1 | &e—

Oncogenes

EProtumoral o
3
[kntitumoral
Chemoresistance

E * Fernandes-Martinez P, Sahonero C, sanchez-Gomez P. Mol cell Oncol 2:1 (2015): e-970048.
Bradeion Project  (@copyrights to the original publisher. See the reference No.14.

R signaling

. PRy ]
fferentiation I

DREAM
comple; ‘

Survival

To start with Hippo signaling pathway rescue, multiple functions are designated to be related to cell proliferation, apoptosis,
immunological response, and neural differentiation. Just like tyrosine kinase DYRK1A reported before.

Strong similarity of intracellular signal transfer and IC chart

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

=1 -

L

Bradeion Project
Here is shown schematic figure of intra-cellular signaling cascades. Please note the strong similarity with integrated circuit in your
smartphone. This means none of simple stimulus stands alone. Every signal relates each other, and spreads to every direction

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

ant §‘upported by
Lu Zheng Xin, Qidong Gaitianli Medlclnes Co
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Materials and Methods:

rom here, the genome scope results explaining how and what required for cancer recovery. We are watching amazing aspects of genomic
capability, flexibility. and possibility in human life, please have a sky-high view to see the genome scape. Never trapped in a trifle
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  |adialaBUUEILIE
. Colorectal cancer [GRRRAURUIIS

W Prostate cancer after treatment

|
anti-cancer drugs (-)

Fradeion Project

We have performed systematic transcriptome analysis by total mRNA and small non-coding RNA sequencing before and after the
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,
z deposited to GeneBank: NCBI GEO (GSE 57086)

Project summary. Patients may undergo the surgical dissection during research period. Basically, no other treatment during this clinical
research, only one exception of pancreatic cancer shown before.

Copy right © Manami Tanaka
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Extreme SNP variance by Huaier uptake
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| Bradeion Project

Results and Discussion: I introduce the striking results according to the process of translation and transcription. First, RNA editing
events. We happened to identify enormous amount of SNP variant types from 92 sample analyses, and 92,427 SNP per sample, whereas
22,688 in total among normal healthy individuals. Please note the extremely high numbers of mutated sites among all the expressed
genes, most commonly found alteration is the skipping exons, different from the predicted pattern of alternative splicing. Huaier caused

over thousands and thousands of mutations.

Statistic of Differently Expressed Genes
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The slide shows a comparison of up- and down-regulated transcribed genes transcriptomes before and after Huaier administration. Not
only by quality, quantity of expressed genes was drastically changed. In hepatoma patient, up to 85% of the total was upregulated within
30 days. Then observed down-regulation and gene-silencing, until the end of research period. The typical time-course of changes were
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
n
Patient 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* 2,477 3,540 3,439 215 200 712,035 " 11,175
1" 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 71 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

]
Average
Max
Mini

Bradeion Project

The slide shows the real numbers of alterations in transcribed genes. Let’s have a closer look into the numbers of the functional
alterations induced by Huaier treatment. Please note the massive quantity changes found in each patient as noted by the previous slide.

Alteration of 10 to 50 % of all the transcripts
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The slide shows the summary of major changes of all the signaling cascades. As expected, Hippo signaling pathway rescue is detected.

DEG alteration mapped in Glioma signaling cascade

De Novo pathway

Glial progenitor cell
(Glial progenitor cell
|
Bt Caliur sigraling | (" MAPE siguing
paty ey
mpp— 0_. PKC i —# Cell migration & raitosis
TGFo
DNA
$-+-4m» [ VR 1 B 0 —— - Cull gt & ol

-
(GFR.

5 Ol [ H {1 4%7]
Crtokine-cytokine EtbB sjgnaling
receptor inferaction, pathvray N TOR signaling 2
wTOR s 3;
ETEI pathay
3 DNA Cell cycle

Grenetic alterations

Oneogenes: EGFR, MDIM2 - [CelmDi]

[coks]

Turaor suppressors: PTEN, IKN4a/4RF

Primary GBI 1 ——bmrs progression
(Ghioblastorna rmultiforme)

|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
i
'

| Hippo Signaling Pathway Rescue | e wa“’]‘"y‘g
Secondary pathway
Cslial progenitor cell

B ™ 72| [GADDH) e
| O— -0 Claleium signaling MAPE s]g;\a]mg DHE& *%D - Uncontrolled proliferat
[GAME] pathway pathway dlamags o7 Increased survival

DA m (Crenomic ]nshb]h(z

(3lial progeniter cell

,,,,,,,,,,,, — Cell migration & ritasis

|
|
} EGFR
I PR b *'P 777777 - — — — Wl growth & proliferation
! i " - o
i) O—m{PicRihia] W Cell survival
i ? IR gl
I ST
I
|
) Glemetic slteratinns LR
hng ]ﬂsé‘]f S Oncogenes FDGE, FDGFE, CDK4
Turaor suppressors: p33, Eb, PTEN
TR

1521472517
't} Kanehisa Lehoratories

There is signaling cascade summary by KEGG panels. You can put the sequence data, and can obtain these results easily for individual
cancer. The quality change of each factor is demonstrated by cancer types. Red letter means genetic mutation, red box indicates major
mutated gene names.

DEG alteration mapped in lung caner signaling cascade

SMALL CELL LUNG CANCER
B \l'
Newrnendocring epit cel
epithelial celle 5 (] ot
Retinoic acid RXR DNA
FHIT 9— —g _Reduced apoptosis
Cell-eyels progression
33 sfm‘ ing.
" ‘pathuay

Uncoxtzolled proliferation

Inpreased survival

Overexpression
N

X

Mitochondrion

CASF3

Inhdsitian of
apoptosis

Dils
O— - GLf5 progression

Pritaary steall cell Genstic alterations
caivinoma

Onsogene

Tumorsuppressors : RARP, FHIT, p53, RB, PTEN | ==

ECMLreceptor Dzyndahnn CoetaDi |-~ Proliferation
nteraction

| (Fa = 7K | M—’M—’
TGE _p Resistance to Apoptosis
apoptosis signal

— [TRAFs]
F eSS el
ol adhesion sigpaling pethray DHA
Ietastatic ——# Lngiogenesis
swvall eell cazeimorua | NOS oee

05222702407
() Kaehisa Laboratories

! Bradeion Project

Copy right © Manami Ta

12|Page


http://aditum.org/

International J Medical Case Reports and Medical Research 8 Aditum Publishing -www.aditum.org

Transcriptional regulation rescued for cancer recovery
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For the rescue of dysfunction in each signaling cascade, chiefly by ageing, the transcriptional factors, written in red letters, contributed
most. As shown in the slide, the alteration of transcriptional factors changed at most for the rescue of every biological function.

Here we provide the typical answer to the question using he data obtained why and how Huaier is so effective. Huaier causes surprising
enhancement of gene function in almost all known transcriptional factors, responsible for the correction of transcriptional misregulation.

Thus, Huaier can modify and rescue the function of integrated intra- inter- signaling pathways. These alterations in transcriptional
factors can be detected in every cancer listed here.

Over-stimulation of iPS/ES production in vivo

Typically found
together with
opportunistic
RNA virus
infection

Lung cancer Stage IV
Huaier treatment
20g/day For 3 months

Bradeion Project

Schematic figure of transcription factor (TF)-differentially expressed genes (DEG) network indicated unbelievable level of gene
explosion, we call this “super-nova”. The original gene functions of this patients were strongly inhibited and down-regulated by the
long course of chemotherapy with molecular targeting drugs. These changes will be silenced after the cure of cancer by Huaier treatment.
The drastic changes of altered transcribed genes were united by many transcription factors. In this slide, the total changes of
transcriptional factor and differentially expressed genes network showed galaxy structure like volcano eruption. I have to note that these
data can not be obtained by experiments using in vitro cultured cells, artificially. Many researchers tried, and all the cells dead.

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. ; . i "' i

30 days

90 days

1 year

Bradeion 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
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For easy understanding of the major factors for human life, here introduced nuclear factor kappa B to decide a fate of cancer recovery
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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

Bradeion Project

Decrease of this factor expression level inhibits cell proliferation, and increase promotes iPS/ES production. Nuclear factor kappa B
was first found in 1986 by Dr. Baltimore, and one of the most intensively investigated key molecule to health control. It is important to
keep the normal function of NF kappa-B function, not only for immunoregulation, but also for every situation in chronic intrinsic
diseases, including cancer, collagen diseases, and other allergic disorders.

Theoretical mechanism of health recovery
NF«xB1,

To iPS
(') x|Black box| = (+) 3 Ngrlmalization
Cancer Huaier effect NFxB| ¢l

Regulation of all transcriptional Loss of lesions s s
regulatory factors l Recovery of function ﬁﬁﬁfmion
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

Bradeion Profect

No compounds or anti-cancer drugs have been reported to evoke the similar drastic changes before, never the less within a short period
of time (90 days at most), especially with no toxicity and side effects. I emphasize that the rescue effects ended up with gene silencing,
massive suppression of gene expression such as NFkappaB. The patient has been long treated with strong anti-cancer drug (= significant
shut down of gene function). The explosive increase of quantitative and qualitative transcriptomes was occurred within 3 months’
Huaier treatment by 20g to 60g per day, seemed to be resulted in natural selection of iPS cells in vivo, with abundant c-myc and Oct3/4
gene expression, and with normal level Sox2 and Kit4, together with severe opportunistic HTLV-1 infection.

Small nuclear RNA changes in various cancer patients

Huaier administration 30 days o " 90 days
SiRNA

miRNA

il w b

PIRNA

] Bradeion Project
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Let’s have a closer look into another influencers of the transcription control. Small nuclear RNAs. Beyond our expectations, many
novel factors are found and deposited to GeneBank. So, most of their functionals are still unknown. This slide show the discovered
novel factor level of each patient.

Small nuclear RNA changes in the brain tumor patient

miRNA piRNA
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For example, the quantitative changes of each factor are shown. The quantity was changed according to the duration of Huaier treatment.
After surgical dissection, quantity regulation was completely reversed in some factors.

Huaier effects on neural transmission signaling cascade
o

BTy

B Huaier ad.
1 month

|:| Up-regulated
Down-regulated
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THTLETT
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In addition, I have to note that Huaier influences to neural transmission, too. Here showed KEGG panel of Huntington's Disease
signaling cascade, but there are more panels on Alzheimer's, Amyotrophic lateral sclerosis, and psychological disorders as Depression.

Huaier uptake
——

Cell fate choice

By Hippo pathway

Rescue of the disrupted Hippo
signaling pathway control

Recovery by normal cell proliferation

Normal specification
Rewind the life time
REEE

Surgical dissection, with subsequent
autophagic Cell death

Promote pluripotency
stem cell condition

OISlofGloralo!

Retaining tissue
homeostasis

Huaier rescues the disrupted Hippo pathway, which decides cell fate, to initiate the normal specification of the damaged tissue cells, to
recover the homeostasis of renewed tissues. Huaier itself has a function to kill cancer cells, but surgical dissection is recommended if
applicable. Huaier-uptake initiated cell fate shift to embryogenesis, which was typically indicated by the metabolome profile.

A Normal control-1

67 years’ old male; without Huaier administration
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Ribosomal structures by HPLC analysis (left column), with TF-DEG network (middle column). The time of sampling, and Pfizer-
BioNTech vaccinations (panel A. normal control 1; panel B. normal control 2; panel ¢ for patient data) are indicated on the left side of
each panel. The red and green dots in the TF-DEG network represent the up-regulated and down-regulated DEGs, respectively. The
purple ball represents a transcription factor, and the greater the node is, the more DEGs the transcription factor regulates. In the right
column of each panel, a comparison of the numbers of differentially expressed genes (DEGs) was placed according to the time course
of Pfizer-BioNTech vaccination; red bars represent up-regulated molecules, and blue bars represent down-regulated molecules.

B Normal control-2

Differentially expressed genes (DEGs)
54 years’ old male; Huaier 6g per day for 4 years

Sample No. | TF-DEG network
NC2-1 ~ -
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Bradeion Project

Panel B. normal control 2, this 55 years’ old surgeon is having 3 grams of uaier daily for 4 years, Panel C for COVID-19 patient data
indicated on the side. Chest CT image analysis before (March 15) and after 3 months of 20 grams daily Huaier treatment on the patient
(June 28).

c 67 years’ old male with severe pneumonia + lung fibrosis Differentially expressed genes (DEGs)
by SARS-CoV-2 infection (Omicron strain suspected): . T
no vaccination, blood O, < 90%, Huaier 30g per day for three months(no more treatment)
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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

Ribosomal structures by HPLC analysis (left column), with TF-DEG network (middle column), of this patient
In the next page, we demonstrated virions and virion particles in the vaccinated patient blood specimens after vaccination ( Panels A

and B) as well as infected specimen (Panel C)
B Patient: 1 month after Huaier treatment
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Intracellular signaling cascades rescued by Huaier treatment
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KEGG pathway analysis on COVID-19 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 represent up-regulated
molecules, and blue bars down-regulated molecules. The figure was chosen at the time of the highest transcription factor-DEG network
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 by 20 grams of Huaier
every day for two years. You can see the wide variety of cellular function was rescued, and that by the time course of Huaier treatment.

Conclusion:

Carcinogenesis is a long process caused by step-by-step accumulation of genetic mutations and environmental stresses. But as shown
in this presentation, the process of the cancer recovery required drastic alteration on transcribed genes within 4 weeks at first. Please
note that what kind of compounds can do this much changes in vivo?

Molecular basis of Huaier effects exists in the expansion of genome power itself, and the rescue of transcriptional dysregulation not
only in Hippo signaling pathway, but also all the integrated signal transduction systems, especially relating to tyrosine kinase pathways.
No other medicine has not yet been reported to evoke the equivalent changes. These changes occurred spontaneously in the patient,
with no toxicity nor side effect. In addition, significant NF-kB increase and its signaling pathway seemed to be responsible for the
natural selection and production of iPS/ES cells, with subsequent differentiation to normal cells.

Conclusion

Molecular Basis for Cancer Recovery:

Identified by successful treatment with Huaier
Transcriptional control rescue on all the biosystems and
expanding genome possibility and flexibility

Compensation of Integrated signal transfer and
regulation of tyrosine kinase signaling pathways

Tissue Regeneration after surgical dessections, and etc.

Rewind the life time

RERE

e Bradeion Project
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this study were available at GEO with identifiers of NCBI GEO
(GSE157086).
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